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Upon petition, the State Medical Board of Ohio has the authority to approve and designate conditions or diseases as qualifying medical conditions for
treatment with medical marijuana. For the calendar year of 2021, the board will accept petitions for consideration between November 1, 2021 and
December 31, 2021.

The following conditions are already part of the program: AIDS, amyotrophic lateral sclerosis, Alzheimer’s disease, cachexia, cancer, chronic traumatic
encephalopathy, Crohn’s disease, epilepsy or another seizure disorder, fibromyalgia, glaucoma, hepatitis C, Huntington's disease, inflammatory bowel
disease, multiple sclerosis, pain that is either chronic and severe or intractable, Parkinson’s disease, positive status for HIV, post-traumatic stress disorder,
sickle cell anemia, spasticity, spinal cord disease or injury, terminal illness, Tourette syndrome, traumatic brain injury, and ulcerative colitis.

The board’s Medical Marijuana Committee determined that arthritis, migraines (chronic), and complex regional pain syndrome were already covered by the
existing qualifying condition of pain that is either chronic or intractable. You do not need to submit a petition for one of these three conditions. Click here
to read the board’s position statement. 

The petition will not be considered if:

Received after December 31, 2021
It seeks to add a broad category of diseases or conditions
The condition that has been previously reviewed by the board and rejected unless new scientific research that supports the request is offered

If you are petitioning for a previously considered condition:

Do not resubmit documents which have already been reviewed by the board
Only new scientific research should be submitted for previously rejected petitions
A catalogue of submitted research and documents can be found here

Most information submitted as part of a petition is public record and may be posted on the Medical Board’s website at med.ohio.gov. This includes the
submitter’s name provided contact information, and responses. 

Instructions:

All sections below are required to be completed per Ohio Administrative Code 4731-32.  All text boxes are required. Applicants may type "see
attached" or "previously submitted" in the required fields.
If you would like for the Medical Board to consider multiple conditions, please complete a separate submission for each one.
Please refrain from providing personal medical information as all submissions are subject to public record requests.

1) Information from experts who specialize in the disease or condition 

Please do not include any links in the text field. All materials submitted for review must be attached in the format of a Microsoft Word document or PDF

Question 1 Attachments 

Links will not be reviewed

2) Relevant medical or scientific evidence pertaining to the disease or condition 

Please do not include any links in the text field. All materials submitted for review must be attached in the format of a Microsoft Word document or PDF

First Name 

James

Last Name 

Weeks

Email 

oneheartmedical@gmail.com

Address 

455 Delta Ave Suite 303

City 

Cincinnati

State

OHIO

Zip Code 

45226

County 

HAMILTON

Specific Disease or Condition 

Opioid Use Disorder (OUD)

See attached

File Name Size

Information from experts who specialize in the study of the disease or condition PDF.pdf 23.03 kB

See attached
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Question 2 Attachments

3) Consideration of whether conventional medical therapies are insufficient to treat or alleviate the disease or condition 

Please do not include any links in the text field. All materials submitted for review must be attached in the format of a Microsoft Word document or PDF

Question 3 Attachments

4) Evidence supporting the use of medical marijuana to treat or alleviate the disease or condition, including journal articles, peer-reviewed studies, and
other types of medical or scientific documentation 

Please do not include any links in the text field. All materials submitted for review must be attached in the format of a Microsoft Word document or PDF

Question 4 Attachments

5) Letters of support provided by physicians with knowledge of the disease or condition. This may include a letter provided by the physician treating the
petitioner, if applicable. 

Please do not include any links in the text field. All materials submitted for review must be attached in the format of a Microsoft Word document or PDF

Question 5 Attachments

File Name Size

Relevant medical or scientific evidence PDF.pdf 19.91 kB

See attached

File Name Size

Consideration of whether conventional medical therapies are insufficient to treat or alleviate the disease or
condition PDF.pdf

17.01 kB

See attached

File Name Size

Evidence supporting the use of medical marijuana to treat or alleviate the disease or condition and other types
of medical and scientific documentation PDF.pdf

33.15 kB

Through my 10 year career in hospital and intensive care medicine and now 3 year career in cannabinoid medicine, I have seen first hand the 
devastation caused by the opioid epidemic.  I have treated Ohioans young and old for opioid addiction and related complications.  Whether it be a 
respiratory overdose leading to anoxic brain injury, septic emboli to the lungs from infective endocarditis, developing HIV and Hepatitis C, to the 
grandparents raising children whom lost their parents to this pandemic, it is clear this opioid pandemic effects many!  Further intervention is 
necessary and I feel medical cannabis is another tool we can add to the toolbox to curb this pressing problem.  Over the past two and a half years I 
have consulted clients on medical cannabis and have found cannabis to be effective in the setting of opioid use disorder, in those with co-morbid 
PTSD, Hepatitis C, HIV, and Chronic Pain without negative sequelae.  Please consider Opioid Use Disorder as a qualifying condition for medical 
cannabis in the state of Ohio so more individuals with OUD and without co-morbid qualifying conditions can access medical cannabis.  Thanks 
again, Dr James Weeks

File Name Size

References for OUD Petition PDF.pdf 20.34 kB
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Information from experts who specialize in the study of the disease or condition: 

Opioid use disorder (OUD) and the opioid epidemic have become an increasingly 
pressing problem, associated with both excess morbidity and mortality.  2 million 
people aged 12 and older met criteria for OUD in the USA in 2018 (1) and since 1999 
there has been a 6-fold increase in opioid overdose deaths.  Nearly 500,000 people in 
the USA died from an opioid overdose between 1999-2019.  


CDC recently released data revealing approximately 93,000 opioid overdose deaths in 
the USA since the beginning of the coronavirus pandemic (2).  115 people die every 
day of an opioid related cause in the USA.


The marked rise in opioid prescriptions has led to an increased population of 
individuals suffering from physical dependence to opioids. This along with the more 
restrictive nature of accessing them, have led to an increase in the number of first-time 
consumers of illicit opioids, typically heroin and/or fentanyl.  


The diagnosis of OUD is typically confirmed by assessing the DSM V Criteria for OUD.  


Must have two of the following observed within a 12-month period: 

-    Opioids are often taken in larger amounts or over a longer period than was 
intended.

-    There is a persistent desire or unsuccessful efforts to cut down or control opioid 
use.

-    A great deal of time is spent in activities necessary to obtain the opioid, use the 
opioid, or recover from its effects.

-    Craving, or a strong desire or urge to use opioids.

-    Recurrent opioid use resulting in a failure to fulfill major role obligations at work, 
school, or home.

-    Continued opioid use despite having persistent or recurrent social or interpersonal 
problems caused or exacerbated by the effects of opioids.

-    Important social, occupational, or recreational activities are given up or reduced 
because of opioid use.

-    Recurrent opioid use in situations in which it is physically hazardous.

-    Continued opioid use despite knowledge of having a persistent or recurrent 
physical or psychological problem that is likely to have been caused or exacerbated by 
the substance.

•   Exhibits tolerance




Relevant medical or scientific evidence: 

Standards of care for the management and treatment of OUD have improved 
significantly since the beginning of the opioid epidemic.  Goals of therapy include 
reduction/elimination of withdrawal symptoms, reduce/eliminate cravings, and to blunt/
block the effects of illicit opioids (3).  


The most difficult aspect of treatment of OUD is the prevention of drug relapse, which 
is common during acute withdrawal as well as during prolonged recovery after physical 
withdrawal symptoms have subsided (4).


Opioid withdrawal symptoms can be severe and can occur when an individual 
attempts to taper down on their current opioid dose, abstain completely from opioids, 
or attempt to transition to certain medications for OUD.  Symptoms range from anxiety, 
pain, insomnia, nausea, diarrhea, and vomiting and can occur acutely or can be more 
prolonged lasting weeks to months after cessation of opioids.  


Evidence suggests that the most effective tool for relapse prevention is the concept of 
Medication-Assisted Therapy (MAT) which consists of Medication + Counseling and 
Behavioral therapy (5).  Current medications offered include Methadone, 
Buprenorphine, and Naltrexone


Off-label prescription medications such as benzodiazepines and antiemetics are also 
commonly offered, particularly during acute detoxification.  




Consideration of whether conventional medical therapies are insufficient to treat or 
alleviate the disease or condition: 


Nearly 100,000 Americans died in 2020 from opioid overdose deaths despite 
escalation of MAT programs throughout the country, access to harm reduction centers 
with needle sharing, educational programs, and improved access to practitioners able 
to prescribe Methadone, Buprenorphine, Naltrexone.  


It is clear there are difficulties with these treatment approaches and relapse rates 
remain high.  


One major concern is the overall limited access to Methadone and Suboxone.  There 
are, in general, a limited number of Methadone distributors in the country and are 
dense in urban areas.  Suboxone access is also often limited to urban locations and 
requires the practitioner to acquire additional DEA credentials to prescribe to beyond a 
limited number of patients (6).  


Methadone and Suboxone clinics also frequently have stringent policies in regard to 
patient compliance including daily or monthly visits and frequent urine drug testing for 
illicit drugs. 


Retention with both MAT and social support and therapy also lend to the insufficient 
nature of the current approach to OUD treatment.  A 24-week clinical trial from Hser et 
al revealed Suboxone retention rate of 46% (7).


Another is the lack of sufficient therapies to aid in the treatment of opioid withdrawal 
symptoms.  MAT along with off-label drugs alone is not enough in many cases.  
Additionally, off-label use of drugs such as benzodiazepines and sedative antiemetics 
are not ideal in this patient population and have greater risk than other potential 
therapies.  


The opioid public health crisis requires expanded access to current therapies.  Not only 
this, it requires new therapies and new approaches to complement current treatment 
strategies and ones to prevent future misuse through alternative first-line analgesics.




Evidence supporting the use of medical marijuana to treat or alleviate the disease or 
condition and other types of medical and scientific documentation: 

Medical cannabis can be of great value in the setting of OUD and does so in various 
ways.  


Cannabis has shown to mitigate symptoms of opioid withdrawal, lessen the craving of 
opioids, and lower addiction cues in both animal and human studies.  Hurd et al 
double-blind randomized placebo-controlled trial assessed the acute, short-term, and 
protracted effects of CBD administration on drug cue-induced craving and anxiety in 
drug-abstinent individuals with heroin use disorder (8).  They found acute CBD 
administration, in contrast to placebo, significantly reduced both craving and anxiety 
induced by drug cues.  CBD also showed significant protracted effects on these 
measures 7 days after the final short-term CBD exposure.  


Exogenous cannabinoids can also mitigate withdrawal symptoms such as insomnia 
and agitation due to their ability to attenuate sympathetic nervous activation.  
Cannabis’ known antiemetic and appetite stimulating effects are also useful in the 
setting of opioid withdrawal.  It can also help manage common co-morbid conditions 
associated with OUD such as anxiety, depression, pain, insomnia, and PTSD while 
current MAT drugs generally do not.  


Cannabis can also be used as a harm reduction tool in OUD both to lower the risk of 
overdose and allow improved maintenance in addiction treatment programs.  


New data now shows that cannabis can be protective against opioid-induced 
respiratory depression through CB2 agonism in the respiratory center of the brainstem 
(9).  


In 2021, Bryson et al quantified the association between cannabis use and nonfatal 
opioid overdose among individuals enrolled in a methadone maintenance treatment for 
OUD (10).  Specifically, they found the likelihood of self-reported nonfatal opioid 
overdose in the past year was 71% lower among reporters of frequent cannabis use in 
the past month.  


Additionally, Raby et al reported that intermittent marijuana use is associated with 
improved retention in Naltrexone treatment for opiate dependence (11).  They also 
showed that intermittent cannabis use was associated with improved adherence to 
naltrexone pill-taking.  


Another data analysis study on frequent cannabis use and cessation of injection 
opioids in Vancouver, Canada between 2005-2018 revealed that at-least daily cannabis 
use was associated with swifter rates of injection cessation, specifically 16% increased 
rate of injection cessation (12).  They also found that at-least daily cannabis use was 
not significantly associated with relapse to injection drug use.




Lastly, a study from Socias et al found that cannabis use is associated with reduction 
of exposure to fentanyl among people on opioid agonist therapy during a community-
wide overdose crisis (13). 


Overall, medical cannabis can be impactful in a positive way in the setting of Opioid 
Use Disorder.  It can assist to lower risk of fatal and non-fatal opioid overdoses, 
increase enrollment & retention in addiction treatment facilities, and for some could be 
a means to assist in weaning off MAT.  It can also assist in the symptomatic 
management of opioid withdrawal itself and the co-morbid conditions associated with 
it, with a low overall side effect profile and no increased risk of overdose or addiction 
potential.


Please consider Opioid Use Disorder (OUD) as a qualifying condition for medical 
cannabis in the State of Ohio.  


Kindly James Weeks M.D. 
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Summary
This report summarizes key findings from the 2018 National 
Survey on Drug Use and Health (NSDUH) for national 
indicators of substance use and mental health among people 
aged 12 or older in the civilian, noninstitutionalized population 
of the United States. Results are provided for the overall category 
of people aged 12 or older and by age subgroups.

Substance Use
In 2018, an estimated 164.8 million people aged 12 or older 
in the United States (60.2 percent) were past month substance 
users (i.e., tobacco, alcohol, or illicit drugs). About 2 out of 5 
people aged 12 or older (108.9 million, or 39.8 percent) did not 
use substances in the past month. The 164.8 million past month 
substance users in 2018 include 139.8 million people who drank 
alcohol, 58.8 million people who used a tobacco product, and 
31.9 million people who used an illicit drug.

Tobacco Use
In 2018, an estimated 47.0 million people aged 12 or older 
were past month cigarette smokers, including 27.3 million 
people who were daily cigarette smokers and 10.8 million 
daily smokers who smoked approximately a pack or more 
of cigarettes per day. Fewer than 1 in 6 people aged 12 or 
older in 2018 were past month cigarette smokers. Cigarette 
use generally declined between 2002 and 2018 across all 
age groups. Some of this decline may reflect the use of 
electronic vaporizing devices (“vaping”), such as e-cigarettes, 
as a substitute for delivering nicotine. NSDUH does not 
currently ask separate questions about the vaping of nicotine.

Alcohol Use
In 2018, about 139.8 million Americans aged 12 or older 
were past month alcohol users, 67.1 million were binge 
drinkers in the past month, and 16.6 million were heavy 
drinkers in the past month.1 About 2.2 million adolescents 
aged 12 to 17 drank alcohol in the past month, and 
1.2 million of these adolescents binge drank in that period. 
Although the percentage of adolescents who drank alcohol 
decreased between 2002 and 2018, about 1 in 11 adolescents 
in 2018 were past month alcohol users.

1 NSDUH collects information on past month alcohol use, binge alcohol use, 
and heavy alcohol use. For men, binge alcohol use is defined in NSDUH as 
drinking five or more drinks on the same occasion on at least 1 day in the 
past 30 days. For women, binge drinking is defined as drinking four or more 
drinks on the same occasion on at least 1 day in the past 30 days. Heavy 
alcohol use is defined as binge drinking on 5 or more days in the past 30 days.

Illicit Drug Use
In 2018, nearly 1 in 5 people aged 12 or older (19.4 percent) 
used an illicit drug in the past year, which is a higher 
percentage than in 2015 and 2016. The estimate of past year 
illicit drug use for 2018 was driven primarily by marijuana 
use, with 43.5 million past year marijuana users. The 
percentage of people aged 12 or older in 2018 who used 
marijuana in the past year (15.9 percent) was higher than 
the percentages in 2002 to 2017. This increase in past year 
marijuana use for people aged 12 or older reflects increases 
in marijuana use among both young adults aged 18 to 25 
and adults aged 26 or older. In contrast, past year marijuana 
use among adolescents aged 12 to 17 did not increase 
between 2014 and 2018.

Prescription pain reliever misuse was the second most 
common form of illicit drug use in the United States in 
2018, with 3.6 percent of the population misusing pain 
relievers. For people aged 12 or older and for young adults 
aged 18 to 25, the percentages who misused prescription 
pain relievers in the past year were lower in 2018 than in 
2015 to 2017. Similar decreases in pain reliever misuse were 
observed for adolescents aged 12 to 17 and adults aged 26 or 
older in 2018 compared with 2015 and 2016 but not when 
compared with 2017. Among people aged 12 or older in 
2018 who misused pain relievers in the past year, the most 
common main reason for their last misuse of a pain reliever 
was to relieve physical pain (63.6 percent). More than half 
(51.3 percent) of people who misused pain relievers in the 
past year obtained the last pain reliever they misused from a 
friend or relative.

NSDUH also allows for estimation of opioid misuse, which 
is defined as the use of heroin or the misuse of prescription 
pain relievers. In 2018, an estimated 10.3 million people 
aged 12 or older misused opioids in the past year, including 
9.9 million prescription pain reliever misusers and 808,000 
heroin users. Approximately 506,000 people misused 
prescription pain relievers and used heroin in the past year. 
The percentage of people aged 12 or older in 2018 who were 
past year opioid misusers was lower than the percentages 
between 2015 and 2017, which was largely driven by 
declines in pain reliever misuse rather than by changes in 
heroin use.

Substance Use Initiation
In 2018, the substances with the largest number of recent 
(i.e., past year) initiates of use or misuse were alcohol 
(4.9 million new users), marijuana (3.1 million new users), 
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1.7 million people with a prescription pain reliever use 
disorder and 0.5 million people with a heroin use disorder. 
Although the percentage of people with an SUD in 
2018 was similar to the percentages in 2015 to 2017, the 
corresponding percentages of the population with a pain 
reliever use disorder, opioid use disorder, or alcohol use 
disorder were lower than in 2015.

Major Depressive Episode
In 2018, about 1 in 7 adolescents aged 12 to 17 
(14.4 percent) had a past year major depressive episode 
(MDE), or 3.5 million adolescents. About 1 in 10 
adolescents (10.0 percent) had a past year MDE with severe 
impairment, or 2.4 million adolescents.3 The percentage of 
adolescents in 2018 who had a past year MDE was higher 
than the percentages in 2004 to 2017.

In 2018, approximately 13.8 percent of young adults aged 
18 to 25 (4.6 million) had an MDE during the past year, and 
8.9 percent (3.0 million) had a past year MDE with severe 
impairment. The percentage of young adults in 2018 who 
had a past year MDE was greater than the percentages in 
2005 to 2016, but it was similar to the percentage in 2017.

Mental Illness among Adults
In 2018, an estimated 47.6 million adults aged 18 or older 
(19.1 percent) had any mental illness (AMI) in the past year. 
An estimated 11.4 million adults in the nation had serious 
mental illness (SMI) in the past year, corresponding to 
4.6 percent of all U.S. adults.4 The percentages of adults 
aged 18 or older in 2018 with AMI or SMI were similar to 
the corresponding percentages in 2017, but they were higher 
than the percentages in most years from 2008 to 2016. 
Percentages of young adults aged 18 to 25 in 2018 who 
had AMI or SMI also were greater than the corresponding 
percentages in each year from 2008 to 2016, but they were 
similar to the percentages in 2017.

3 People who met the criteria for MDE based on criteria specified in the 
Diagnostic and Statistical Manual of Mental Disorders, 5th edition (DSM-5), 
were defined as having an MDE. See the following reference: American 
Psychiatric Association. (2013). Diagnostic and statistical manual of mental 
disorders (DSM-5) (5th ed.). Arlington, VA: Author.

4 Adults with AMI were defined as having any mental, behavioral, or 
emotional disorder in the past year that met DSM-IV criteria (excluding 
developmental disorders and SUDs). Adults with AMI were defined as 
having SMI if they had any mental, behavioral, or emotional disorder that 
substantially interfered with or limited one or more major life activities. 
See footnote 2 for the reference for the DSM-IV criteria.

prescription pain relievers (1.9 million new misusers), and 
cigarettes (1.8 million new users). Although the number 
of marijuana initiates aged 12 or older in 2018 was higher 
than the numbers in 2002 to 2016, it was similar to that 
in 2017. The number of people aged 12 or older in 2018 
who initiated the misuse of prescription pain relievers was 
similar to the numbers in 2015 to 2017. In 2018, among 
adolescents aged 12 to 17 and young adults aged 18 to 25, 
however, the numbers of new misusers of pain relievers were 
lower than the numbers in 2015 and 2016.

Perceived Risk from Substance Use
In 2018, more than 4 out of 5 people aged 12 or older 
perceived great risk of harm from weekly use of cocaine or 
heroin (86.5 and 94.3 percent, respectively), while less than 
one third of people (30.6 percent) perceived great risk of 
harm from weekly marijuana use. About 2 out of 3 people 
(68.5 percent) perceived great risk from daily binge drinking, 
and nearly 3 out of 4 people (71.8 percent) perceived great 
risk from smoking one or more packs of cigarettes per day. 
Perceptions of risk from this level of daily cigarette use or 
weekly marijuana and cocaine use among people were lower 
in 2018 than in 2015. However, the percentages of people 
in 2018 who perceived great risk from weekly heroin use 
or daily binge drinking were similar to the corresponding 
percentages in 2015 to 2017. Among adolescents aged 12 
to 17 in 2018, there were declines in the percentages who 
perceived great risk from this level of daily cigarette use 
(smoking one or more packs per day) and weekly marijuana 
use, but the percentages who perceived great risk from daily 
binge drinking, weekly cocaine use, or weekly heroin use 
were similar to prior years.

Substance Use Disorders
In 2018, approximately 20.3 million people aged 12 or 
older had a substance use disorder (SUD) related to their 
use of alcohol or illicit drugs in the past year, including 
14.8 million people who had an alcohol use disorder and 
8.1 million people who had an illicit drug use disorder.2 
The most common illicit drug use disorder was marijuana 
use disorder (4.4 million people). An estimated 2.0 million 
people had an opioid use disorder, which includes 

2 People who met the criteria for dependence or abuse for alcohol or illicit 
drugs in the past 12 months based on criteria specified in the Diagnostic 
and Statistical Manual of Mental Disorders, 4th edition (DSM-IV), were 
defined as having an SUD. See the following reference: American Psychiatric 
Association. (1994). Diagnostic and statistical manual of mental disorders 
(DSM-IV) (4th ed.). Washington, DC: Author.
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Co‑Occurring Mental Health Issues and Substance Use 
Disorders
Approximately 358,000 adolescents (1.5 percent of all 
adolescents) had an SUD and an MDE in the past year, 
including 288,000 adolescents (1.2 percent of all 
adolescents) who had an SUD and an MDE with severe 
impairment. The percentages of adolescents who had an 
SUD and an MDE or who had an SUD and an MDE with 
severe impairment remained steady from 2015 to 2018.

In 2018, an estimated 9.2 million adults aged 18 or older 
(3.7 percent of all adults) had both AMI and at least one 
SUD in the past year, and 3.2 million adults (1.3 percent 
of all adults) had co-occurring SMI and an SUD in the 
past year. The 2018 percentages of adults with both AMI 
and an SUD and adults with both SMI and an SUD were 
higher than the corresponding percentages in 2015 and 
2016, but they were similar to the percentages in 2017.

Substance Use among People with Mental Health 
Issues
In 2018, substance use was more common among both 
adolescents and adults who had a mental health issue than 
among those who did not have a mental health issue. About 
1 in 16 adolescents aged 12 to 17 in 2018 (6.1 percent) 
with a past year MDE smoked cigarettes in the past month 
compared with 2.1 percent of those without a past year 
MDE. In addition, adolescents with an MDE were more 
likely than those without an MDE to binge drink in the 
past month (8.5 vs. 4.1 percent) and to use an illicit drug in 
the past year (32.7 vs. 14.0 percent).

Among adults aged 18 or older in 2018, an estimated 
28.1 percent of adults with AMI and 37.2 percent of 
adults with SMI were cigarette smokers in the past month 
compared with 16.3 percent of those without any mental 
illness. In addition, 31.3 percent of adults with AMI and 
32.3 percent of adults with SMI were binge drinkers in the 
past month compared with 25.3 percent of adults with no 
mental illness. The percentages of adults who used illicit 
drugs in the past year were higher among those with SMI 
(49.4 percent) and adults with AMI (36.7 percent) compared 
with those without any mental illness (15.7 percent).

Suicidal Thoughts and Behavior among Adults
In 2018, an estimated 10.7 million adults aged 18 or 
older had thought seriously about trying to kill themselves 
(4.3 percent of adults), 3.3 million had made suicide plans 

(1.3 percent), and 1.4 million made a nonfatal suicide 
attempt (0.6 percent). The percentage of adults aged 18 
or older in 2018 who had serious thoughts of suicide was 
higher than the percentages in 2008 to 2014, but it was 
similar to the percentages in 2015 to 2017. The percentage 
of young adults aged 18 to 25 in 2018 with serious thoughts 
of suicide also was higher than in 2008 to 2016. Similarly, 
the percentage of adults aged 26 to 49 in 2018 who had 
serious thoughts of suicide was higher than the percentages 
in most years between 2008 and 2015. In contrast, the 
percentage of adults aged 50 or older in 2018 with serious 
thoughts of suicide was similar to the percentages in most 
years from 2008 to 2017.

Substance Use Treatment
In 2018, an estimated 21.2 million people aged 12 or older 
needed substance use treatment.5 This number translates to 
about 1 in 13 people who needed treatment (7.8 percent). 
About 1 in 26 adolescents aged 12 to 17 (3.8 percent), 
about 1 in 7 young adults aged 18 to 25 (15.3 percent), 
and 1 in 14 adults aged 26 or older (7.0 percent) needed 
treatment. The 2018 percentage of adolescents aged 12 to 
17 who needed treatment was lower than in 2015 and 2016, 
but it was similar to the percentage in 2017. In contrast, 
percentages of adults in 2018 who needed substance use 
treatment were similar to the percentages in 2015 to 2017 
for young adults aged 18 to 25 and adults aged 26 or older.

In 2018, approximately 1.4 percent of people aged 12 
or older (3.7 million people) received any substance use 
treatment in the past year, and 0.9 percent (2.4 million) 
received substance use treatment at a specialty facility. The 
percentages of people aged 12 or older in 2018 who received 
any substance use treatment and who received substance 
use treatment at a specialty facility were similar to the 
percentages in 2015 to 2017. An estimated 11.1 percent of 
people aged 12 or older who needed substance use treatment 
received treatment at a specialty facility in the past year. The 
percentage of people aged 12 or older in 2018 who needed 
substance use treatment and received treatment at a specialty 
facility also was similar to the percentages in 2015 and 2017.

5 For NSDUH, people are defined as needing substance use treatment if they 
had an SUD in the past year or they received substance use treatment at 
a specialty facility in the past year. Substance use treatment at a specialty 
facility refers to treatment at a hospital (only as an inpatient), a drug or 
alcohol rehabilitation facility (as an inpatient or outpatient), or a mental 
health center.
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In 2018, among the estimated 18.9 million people aged 12 
or older who needed substance use treatment but did not 
receive specialty treatment in the past year, about 964,000 
perceived a need for substance use treatment. About 2 in 
5 people who needed and perceived a need for treatment 
but did not receive treatment at a specialty facility were not 
ready to stop using, and about 1 in 3 had no health care 
coverage and were not able to afford the cost.

Treatment for Depression
Among the 3.5 million adolescents aged 12 to 17 and the 
4.6 million young adults aged 18 to 25 in 2018 who had 
a past year MDE, 1.4 million adolescents (41.4 percent) 
and 2.3 million young adults (49.6 percent) received 
treatment for depression. The percentages of adolescents and 
young adults in 2018 with a past year MDE who received 
treatment for their depression were similar to the percentages 
in most prior years.

Mental Health Service Use among Adults
In 2018, an estimated 37.1 million adults aged 18 or older 
(15.0 percent of adults) received mental health care during the 
past 12 months. Among the 47.6 million adults with AMI, 
20.6 million (43.3 percent) received mental health services in 
the past year. The percentage of adults in 2018 with AMI who 
received mental health care was higher than the percentages 
in most years from 2008 to 2012, but it was similar to the 
percentages in 2013 to 2017. About 7.3 million of the 
11.4 million adults with past year SMI (64.1 percent) received 
mental health services in the past year. The percentage of 
adults in 2018 with SMI who received mental health care was 
similar to the percentages in 2008 to 2012 and 2015 to 2017, 
but it was lower than the percentages in 2013 and 2014. 
However, about one third of adults with SMI in any given 
year did not receive mental health services.

In 2018, an estimated 11.2 million adults aged 18 or older 
with past year AMI and 5.1 million adults with past year 
SMI had a perceived unmet need for mental health care at 

any time in the past year. The percentage of adults in 2018 
with AMI who perceived an unmet need for mental health 
care in the past year was higher than the percentages in most 
years from 2008 to 2017. The percentage of adults in 2018 
with SMI who perceived an unmet need for mental health 
care in the past year was higher than the percentages in 2015 
and 2016, but it was similar to the percentages in 2017 and 
in most years from 2008 to 2014. In 2018, about 2 out of 5 
adults with AMI (45.2 percent) and slightly more than half 
of those with SMI (54.7 percent) who perceived an unmet 
need for mental health services did not receive services 
because they could not afford the cost of care.

Receipt of Services among People with Co‑Occurring 
Mental Illness and Substance Use Disorder
In 2018, among adolescents aged 12 to 17 who had 
a co-occurring MDE and an SUD in the past year, 
65.7 percent received either substance use treatment at a 
specialty facility or mental health services in the past year. 
An estimated 5.4 percent of adolescents with a co-occurring 
MDE and an SUD received both mental health care and 
specialty substance use treatment, 59.5 percent received only 
mental health care, and 0.8 percent received only specialty 
substance use treatment.

In 2018, about half of the adults aged 18 or older 
with co-occurring AMI and an SUD in the past year 
(51.4 percent) received either mental health care or specialty 
substance use treatment, and 48.6 percent received neither 
type of care. An estimated 69.5 percent of adults with 
co-occurring SMI and an SUD received either type of care, 
and about 1 in 3 (30.5 percent) received neither type of care. 
The percentage of adults in 2018 with co-occurring AMI 
and an SUD who received mental health care or specialty 
substance use treatment was similar to the percentages in all 
years from 2015 to 2017. For adults with SMI and an SUD, 
the percentage of those who received either type of care was 
higher than the percentage in 2015, but it was similar to the 
percentages in 2016 and 2017.
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Introduction
Substance use and mental health issues affect millions of 
adolescents and adults in the United States and contribute 
heavily to the burden of disease in the nation.1,2,3,4 The 
National Survey on Drug Use and Health (NSDUH) is the 
primary source for statistical information on illicit drug use, 
alcohol use, substance use disorders (SUDs), and mental 
health issues for the civilian, noninstitutionalized population 
of the United States. Information on mental health and 
substance use allows the Substance Abuse and Mental Health 
Services Administration (SAMHSA) and other policymakers 
to gauge progress toward improving the health of the nation.

This report summarizes findings for key substance use 
and mental health indicators from the 2018 National 

Survey on Drug Use and Health (NSDUH).

This report contains findings from the 2018 NSDUH for 
key substance use and mental health indicators in the United 
States. Comprehensive 2018 NSDUH detailed tables showing 
additional substance use and mental health-related outcomes, 
including data for various subpopulations covered in NSDUH, 
are available separately at https://www.samhsa.gov/data/. 5

Survey Background
NSDUH is an annual survey of the civilian, noninstitution-
alized population of the United States aged 12 or older.6 
The survey is sponsored by SAMHSA within the U.S. 
Department of Health and Human Services (HHS). The 
survey covers residents of households and individuals in 
noninstitutional group quarters (e.g., shelters, boarding 
houses, college dormitories, migratory workers’ camps, 
halfway houses). The survey excludes people with no 
fixed address (e.g., people who are homeless and not in 
shelters), military personnel on active duty, and residents of 
institutional group quarters, such as jails, nursing homes, 
mental institutions, and long-term care hospitals.

NSDUH employs a stratified multistage area probability 
sample designed to be representative of both the nation as 
a whole and for each of the 50 states and the District of 
Columbia. The 2018 NSDUH annual target sample size of 
67,500 interviews was distributed across three age groups, 
with 25 percent allocated to adolescents aged 12 to 17, 
25 percent allocated to young adults aged 18 to 25, and 
50 percent allocated to adults aged 26 or older.7

NSDUH is a face-to-face household interview survey 
conducted in two phases: the screening phase and the 
interview phase. The interviewer conducts a screening 
of the sampled household with an adult resident (aged 
18 or older) in order to determine whether zero, one, or 
two residents aged 12 or older should be selected for the 
interview. NSDUH collects data using audio computer-
assisted self-interviewing (ACASI) in which respondents read 
or listen to the questions on headphones, then enter their 
answers directly into a NSDUH laptop computer. ACASI is 
designed for accurate reporting of information by providing 
respondents with a highly private and confidential mode for 
responding to questions about illicit drug use, mental health, 
and other sensitive behaviors. NSDUH also uses computer-
assisted personal interviewing (CAPI) in which interviewers 
read less sensitive questions to respondents and enter the 
respondents’ answers into a NSDUH laptop computer.

This report is based on data from 
67,791 completed interviews from 2018 NSDUH 

respondents aged 12 or older.

In 2018, screening was completed at 141,879 addresses, 
and 67,791 completed interviews were obtained, including 
16,852 interviews from adolescents aged 12 to 17 and 
50,939 interviews from adults aged 18 or older. Weighted 
response rates for household screening and for interviewing 
were 73.3 and 66.6 percent, respectively, for an overall 
response rate of 48.8 percent for people aged 12 or older. 
The weighted interview response rates were 73.9 percent 
for adolescents and 65.8 percent for adults.8 Further details 
about the 2018 NSDUH design and methods can be found 
on the web at https://www.samhsa.gov/data/. 9

Data Presentation and Interpretation
This report focuses on substance use and mental health in 
the United States based on NSDUH data from 2018 and 
earlier years.10 Estimates of substance use and substance 
use treatment are presented for people aged 12 or older, 
adolescents, and adults.11 However, estimates of mental 
health issues and mental health service use are not presented 
jointly for people aged 12 or older. Rather, these estimates 
are presented separately for adolescents aged 12 to 17 and 
adults aged 18 or older because adolescents and adults 
completed different sets of questions regarding mental 
health and mental health service utilization. All estimates 

https://www.samhsa.gov/data/
https://www.samhsa.gov/data/
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(e.g., percentages and numbers) presented in the report are 
derived from survey data that are subject to sampling errors. 
The estimates have met the criteria for statistical precision. 
Estimates not meeting these criteria have been suppressed 
and are not shown.12

One of NSDUH’s strengths is the stability in the sample 
and survey design. This stability allows for the examination 
of trends across time. However, the benefit of using 
NSDUH data to assess trends has to be balanced with the 
periodic need to revise or add content to address changes in 
society and emerging issues.13 Consequently, the number 
of years for which comparisons can be made varies across 
measures depending on when content was revised or added 
for NSDUH. For example, the perceived recovery items 
were added in 2018; as a result, these items will establish a 
baseline that starts in 2018 (Table A.4 in Appendix A). The 
prescription drug misuse items revised in 2015 have 4 years of 
trend data for 2015 to 2018 (Table A.1B), and the marijuana 
use items have 17 years of trend data for 2002 to 2018 
(Table A.1B). All trends in the report present 2018 estimates 
and comparable estimates from 3 or more prior years.

Most trend analyses are presented for percentages because 
the percentages take into account any change in the size 
of the total population and facilitate the comparison of 
estimates across years.14 However, trend analyses for the 
initiation of substance use present the number of people 
who initiated substance use in the past year rather than 
percentages. Therefore, care should be taken in interpreting 
increases over time in the estimated number of past year 
initiates because some of these increases could reflect growth 
in the size of the population. Percentages of the population 
who initiated substance use in the past year are available in 
the 2018 NSDUH detailed tables, such as Detailed Table 
(DT) 4.4 at https://www.samhsa.gov/data/.

Analyses of trends in this report focus on long‑term trends 
in substance use and mental health issues. Trends for 

2015 to 2018 also are presented for selected measures.

Statistical tests have been conducted for comparisons 
appearing in the text of the report. Statistically significant 
differences are described using terms such as “higher,” “lower,” 
“increased,” or “decreased.” Statements use terms such as 
“similar,” “remained steady,” or “stable” when a difference is 
not statistically significant. Analyses of long-term trends in 
this report involving more than 4 years of data summarize 

whether the 2018 estimates differ from or are similar to 
estimates in most or all previous years,15 while minimizing 
discussion of anomalous differences between any 2 years that 
can occur due to these estimates being based on samples.16

Substance Use in the Past Month
Tobacco products, alcohol, and illicit drugs are the three 
categories of substances measured in NSDUH. This section 
provides an overview of whether respondents aged 12 or 
older have used any of these substances in the 30 days 
before the interview (i.e., in the past month, also referred to 
as “current use”). Additional details on the use of tobacco 
products, alcohol, and illicit drugs are provided in other 
sections of this report.

Past month tobacco use includes any use of the four 
tobacco products in NSDUH: cigarettes, smokeless tobacco 
(such as snuff, dip, chewing tobacco, or snus), cigars, and 
pipe tobacco.17 Alcohol use in the past month refers to 
having more than a sip or two from any type of alcoholic 
drink (e.g., can or bottle of beer, a glass of wine or a wine 
cooler, a shot of liquor, or a mixed drink with liquor in it). 
In NSDUH, illicit drug use in the past month includes 
any use of marijuana, cocaine (including crack), heroin, 
hallucinogens, inhalants, or methamphetamine, as well as 
misuse of prescription stimulants, tranquilizers or sedatives 
(including benzodiazepines), or pain relievers. (See the 
section on the Misuse of Psychotherapeutic Drugs for the 
definition of “misuse.”)

In 2018, an estimated 164.8 million people aged 12 or older 
used a substance (i.e., tobacco, alcohol, or an illicit drug) in 
the past month (Figure 1). This number of current substance 
users corresponds to 60.2 percent of the population. About 
2 out of 5 people aged 12 or older (108.9 million, or 
39.8 percent) did not use substances in the past month. 
The 164.8 million current substance users in 2018 include 
139.8 million people who drank alcohol, 58.8 million 
people who used a tobacco product, and 31.9 million people 
who used an illicit drug (2018 DT 7.3). These numbers are 
not mutually exclusive because respondents could have used 
more than one type of substance (e.g., tobacco products and 
alcohol) in the past month.

Although about half of the people aged 12 or older 
(51.1 percent) drank alcohol in the past month and 1 
in 5 (21.5 percent) used a tobacco product, use of illicit 
drugs was less common (Table A.1B). About 1 in 9 people 
aged 12 or older (11.7 percent) used an illicit drug in the 

https://www.samhsa.gov/data/
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past month. Given that illicit drug use was less prevalent 
than the use of either tobacco or alcohol, the remainder of 
this report presents past year estimates of illicit drug use to 
allow presentation of estimates for low prevalence drugs, 
such as heroin. In contrast, the higher prevalence of tobacco 
and alcohol use makes it possible to present estimates not 
only for any past month use of these substances, but also 
for the intensity of their use in the past month (e.g., daily 
cigarette use, binge alcohol use).

Tobacco Use in the Past Month
NSDUH data can be used to estimate the percentage of 
people who currently use tobacco products and to monitor 
changes in tobacco use over time. As noted in the section on 
Substance Use in the Past Month, NSDUH asks respondents 
aged 12 or older about their tobacco use in the 30 days 
before the interview. Tobacco products include cigarettes, 
smokeless tobacco (such as snuff, dip, chewing tobacco, or 
snus), cigars, and pipe tobacco.17 Cigarette use is defined 
as smoking “part or all of a cigarette.” A discussion of the 
estimates for daily cigarette smoking follows a presentation 
of the estimates for any cigarette smoking in the past month.

The majority of the 58.8 million current (i.e., past month) 
tobacco users in 2018 were current cigarette smokers (Figure 2), 
as has been the case historically.18 Specifically, 47.0 million 
people aged 12 or older in 2018 were current cigarette smokers, 
12.2 million people were current cigar smokers, 8.0 million 
people were current users of smokeless tobacco, and 2.1 million 
people currently smoked pipe tobacco.

Among current users of any tobacco product who were aged 
12 or older, 65.5 percent smoked cigarettes but did not use 
other tobacco products, 14.4 percent smoked cigarettes and 
used some other type of tobacco product, and 20.1 percent 
used other tobacco products but not cigarettes (Table A.2B). 
This same pattern was observed in 2018 among young adults 
aged 18 to 25 and adults aged 26 or older, with most current 
tobacco users smoking only cigarettes. Specifically, more than 
half of young adults (50.3 percent) and more than two thirds 
of adults aged 26 or older (68.9 percent) who were current 
tobacco users smoked only cigarettes in the past month.

Among adults who were current users of tobacco products, 
25.9 percent of those aged 18 to 25 and 18.7 percent of those 
aged 26 or older did not smoke cigarettes. In contrast, among 
adolescents who were current tobacco users, 36.1 percent 
used tobacco products other than cigarettes but did not 
smoke cigarettes. In addition, 26.5 percent of adolescents and 
23.8 percent of young adults aged 18 to 25 who were current 
tobacco users smoked cigarettes and used other tobacco 
products. Among adults aged 26 or older who were current 
tobacco users, about 1 in 8 (12.4 percent) were current 
cigarette smokers and current users of other tobacco products.

The remainder of this section on tobacco use focuses on 
cigarette smoking because most current tobacco users were 
cigarette smokers. More information on the use of cigars, 
pipe tobacco, and smokeless tobacco in the past month by 
people aged 12 or older can be found in Table A.1B and 
in the 2018 detailed tables by age groups (i.e., DT 7.6, 
DT 7.12, and DT 7.15, respectively).

Figure 1. Past Month Substance Use among People Aged 12 or Older: 2018
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Cigarette Use
As noted previously, an estimated 47.0 million people 
aged 12 or older in 2018 were current cigarette smokers 
(Figure 2). This number of current cigarette smokers 
correspond to 17.2 percent of the population (Figure 3). The 
percentage of the population who smoked cigarettes in the 
past month was lower in 2018 than in 2002 to 2017. Stated 
another way, fewer than 1 in 6 people aged 12 or older in 
2018 were current cigarette smokers. In comparison, about 1 
in 4 people were current cigarette smokers in 2002 to 2008 
(ranging from 24.0 to 26.0 percent).

Although cigarette smoking declined, some of this decline 
may reflect a rise in the use of electronic vaporizing devices 
(“vaping”), such as e-cigarettes, as a substitute for delivering 
nicotine. NSDUH does not currently ask separate questions 
about the vaping of nicotine. The measurement of both 
cigarette use and the vaping of nicotine may be needed to 
understand tobacco use trends.19

Aged 12 to 17

In 2018, an estimated 672,000 adolescents aged 12 to 
17 smoked cigarettes in the past month. This number of 
adolescents who were current cigarette smokers corresponds 
to 2.7 percent of adolescents (Figure 3). The percentage of 
adolescents who were past month cigarette smokers declined 
from 13.0 percent in 2002 (or about 1 in 8 adolescents) to 
2.7 percent in 2018 (or about 1 in 37). The percentage of 
adolescents who were current cigarette smokers in 2018 was 
lower than the percentages in each year from 2002 to 2017.

Aged 18 to 25

In 2018, an estimated 6.5 million young adults aged 18 to 25 
smoked cigarettes in the past month. This number of young 

adults who were current cigarette smokers corresponds to 
about one fifth of young adults (19.1 percent) (Figure 3). The 
percentage of young adults who were current cigarette smokers 
in 2018 was lower than the percentages in 2002 to 2017.

Aged 26 or Older

In 2018, an estimated 39.8 million adults aged 26 or older 
smoked cigarettes in the past month. Stated another way, 
about 1 in 5 adults aged 26 or older (18.5 percent) were 

Figure 3. Past Month Cigarette Use among People Aged 12 or 
Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 3 Table. Past Month Cigarette Use among People Aged 12 or Older: 
2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 26.0+ 25.4+ 24.9+ 24.9+ 25.0+ 24.3+ 24.0+ 23.3+ 23.0+ 22.1+ 22.1+ 21.3+ 20.8+ 19.4+ 19.1+ 17.9+ 17.2

12-17 13.0+ 12.2+ 11.9+ 10.8+ 10.4+ 9.9+ 9.2+ 9.0+ 8.4+ 7.8+ 6.6+ 5.6+ 4.9+ 4.2+ 3.4+ 3.2+ 2.7

18-25 40.8+ 40.2+ 39.5+ 39.0+ 38.5+ 36.2+ 35.7+ 35.8+ 34.3+ 33.5+ 31.8+ 30.6+ 28.4+ 26.7+ 23.5+ 22.3+ 19.1

≥26 25.2+ 24.7+ 24.1+ 24.3+ 24.7+ 24.1+ 23.8+ 23.0+ 22.8+ 21.9+ 22.4+ 21.6+ 21.5+ 20.0+ 20.2+ 18.9 18.5

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 2. Past Month Tobacco Use among People Aged 12 or Older: 2018
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current cigarette smokers in 2018 (Figure 3). The 2018 
estimate for current cigarette smoking among adults aged 26 
or older was lower than the estimates from 2002 to 2016, 
but it was similar to the 2017 estimate.

Daily Cigarette Use
Among the 47.0 million current cigarette smokers aged 12 
or older in 2018, 27.3 million were daily cigarette smokers. 
The 27.3 million daily smokers correspond to 58.2 percent 
of current cigarette smokers (Figure 4). Thus, nearly three 
fifths of current cigarette smokers in 2018 smoked cigarettes 
daily. The percentage of current smokers in 2018 who 
smoked cigarettes daily was lower than the percentages in 
most years from 2002 to 2012, but it was similar to the 
percentages in 2013 to 2017 (2018 DT 7.26).

Among the 27.3 million daily smokers aged 12 or older 
in 2018, 10.8 million smoked 16 or more cigarettes per 
day (i.e., approximately one pack or more per day). Stated 
another way, about 2 out of 5 daily smokers (39.6 percent) 
smoked a pack or more of cigarettes per day (Figures 4 and 
5). The percentage of daily smokers who smoked one or more 
packs of cigarettes per day was lower in 2018 than in 2002 to 
2011, but it was similar to the percentages in 2012 to 2017.

Aged 12 to 17

In 2018, about 99,000 adolescents aged 12 to 17 smoked 
cigarettes every day in the past month. This number corresponds 
to about 1 in 7 adolescent current smokers (14.7 percent) (2018 
DT 7.27). The 2018 percentage was lower than the percentages 
in most years from 2002 to 2014, but it was similar to the 
percentages in 2015 to 2017. The percentage of adolescent 
daily smokers who smoked one or more packs of cigarettes per 
day was not reported for 2018 due to low precision.12

Aged 18 to 25

About 2.4 million young adults aged 18 to 25 in 2018 were 
daily cigarette smokers in the past month, or 37.4 percent 
of young adults who were current cigarette smokers (2018 
DT 7.29). Thus, nearly 2 in 5 young adults in 2018 who were 
current cigarette users smoked cigarettes daily. The percentage 
of young adult current smokers in 2018 who smoked 

Figure 5. Smokers of One or More Packs of Cigarettes per Day 
among Past Month Daily Cigarette Smokers Aged 12 or Older: 
2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 5 Table. Smokers of One or More Packs of Cigarettes per Day among 
Past Month Daily Cigarette Smokers Aged 12 or Older: 2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 53.1+ 53.5+ 54.0+ 51.4+ 50.6+ 50.9+ 49.2+ 45.9+ 45.1+ 43.8+ 42.0 41.3 40.3 41.1 41.1 41.2 39.6

12-17 21.8 22.0 19.4 20.1 17.9 18.7 18.4 17.9 16.7 14.8 10.8 11.9 11.9 7.8 * *  *

18-25 39.1+ 37.1+ 34.9+ 36.9+ 34.4+ 32.9+ 31.6+ 29.5+ 27.3+ 26.1 25.1 22.3 22.5 22.5 26.2 25.0 23.4

≥26 57.1+ 58.0+ 59.2+ 55.1+ 54.5+ 55.1+ 53.0+ 49.4+ 48.8+ 47.4+ 45.2+ 44.7+ 43.3 44.1 43.1 43.2 41.4

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

* Low precision; no estimate reported.

Figure 4. Daily Cigarette Use among Past Month Cigarette Smokers Aged 12 or Older and 
Smoking of One or More Packs of Cigarettes per Day among Current Daily Smokers: 2018
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 Note: Current daily smokers with unknown data about the number of cigarettes smoked per day were excluded from the pie graph on the right. 
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cigarettes daily was lower than the percentages in 2002 to 
2015, but it was similar to the percentages in 2016 and 2017. 
The percentage of young adult daily smokers in 2018 who 
smoked one or more packs of cigarettes per day (23.4 percent) 
was lower than the percentages in 2002 to 2010, but it was 
similar to the percentages in 2011 to 2017 (Figure 5).

Aged 26 or Older

In 2018, about 24.8 million adults aged 26 or older smoked 
cigarettes every day in the past month, which corresponds to 
62.3 percent of the current smokers in this age group (2018 
DT 7.30). The percentage of current smokers in this age 
group in 2018 who smoked cigarettes every day was lower 
than the percentages in 2002 to 2013, but it was similar to 
the percentages in 2014 to 2017. Despite the decline since 
2002, when nearly 70 percent of current smokers aged 26 or 
older were daily smokers, about three fifths of current smokers 
in this age group in 2018 were daily smokers. Among daily 
smokers aged 26 or older, the percentage in 2018 who smoked 
one or more packs of cigarettes per day (41.4 percent) was 
lower than in 2002 to 2013. However, the percentage was 
stable from 2014 to 2018 (Figure 5).

Alcohol Use in the Past Month
As noted in the section on Substance Use in the Past Month, 
NSDUH asks respondents aged 12 or older about their 
alcohol use in the 30 days before the interview. Current 
alcohol use is defined as any use of alcohol in the 
past 30 days. In addition to asking about any alcohol use, 
NSDUH collects information on binge alcohol use and 
heavy alcohol use. Binge drinking for males is defined as 
drinking five or more drinks20 on the same occasion on at 
least 1 day in the past 30 days, which is unchanged from the 
threshold prior to 2015. Since 2015, binge alcohol use for 
females has been defined as drinking four or more drinks 
on the same occasion on at least 1 day in the past 30 days.21 
This definition of binge alcohol use is consistent with 
federal definitions.22 Heavy alcohol use is defined as binge 
drinking on 5 or more days in the past 30 days based on 
the thresholds described previously for males and females. 
Any alcohol use, binge drinking, and heavy drinking are not 
mutually exclusive categories of use; heavy use is included in 
estimates of binge and current use, and binge use is included 
in estimates of current use (Figure 6).

In 2018, an estimated 139.8 million Americans aged 12 or older 
were current alcohol users, 67.1 million were binge drinkers 
in the past month, and 16.6 million were heavy drinkers in 

the past month (Figure 6). Thus, nearly half of current alcohol 
users were binge drinkers (48.0 percent), and 1 in 8 current 
alcohol users were heavy drinkers (11.8 percent). Among binge 
drinkers, about 1 in 4 (24.7 percent) were heavy drinkers.23

Any Alcohol Use
The estimate of 139.8 million current alcohol users aged 12 
or older in 2018 (Figure 6) corresponds to past month use 
by slightly more than half of the people in the population 
(51.1 percent) (Figure 7). The 2018 estimate of past month 
alcohol use was similar to the estimates in most years from 
2002 to 2017.

Aged 12 to 17

An estimated 9.0 percent of adolescents aged 12 to 17 
in 2018 were current alcohol users (Figure 7), which 
corresponds to 2.2 million adolescents who drank alcohol 
in the past month. The percentage of adolescents who were 
current alcohol users in 2018 was lower than the percentages 
in most years from 2002 through 2017. Although the 
estimate of current alcohol use among adolescents decreased 
between 2002 and 2018, about 1 in 11 adolescents were 
current alcohol users in 2018.

Aged 18 to 25

In 2018, an estimated 55.1 percent of young adults aged 18 
to 25 were current alcohol users (Figure 7), which corresponds 
to about 18.8 million young adults. The percentage of young 
adults in 2018 who drank alcohol in the past month was 
lower than the percentages in 2002 through 2016, but it was 
similar to the percentage in 2017. In addition, more than half 
of young adults were current alcohol users in each year from 
2002 to 2018 (ranging from 55.1 to 62.0 percent).

Figure 6. Current, Binge, and Heavy Alcohol Use among People 
Aged 12 or Older: 2018
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Aged 26 or Older

More than half of adults aged 26 or older in 2018 (55.3 percent) 
were current alcohol users (Figure 7). This percentage 
corresponds to about 118.8 million adults in this age group who 
drank alcohol in the past month. In each year between 2002 and 
2018, slightly more than half of adults aged 26 or older were 
current alcohol users (ranging from 52.5 to 56.5 percent).

Binge Alcohol Use
In 2018, about 1 in 4 people aged 12 or older (24.5 percent) 
were current binge alcohol users (Figure 8). This percentage 
corresponds to about 67.1 million binge drinkers who were 
aged 12 or older (Figure 6). The percentage of the population 
who were past month binge alcohol users was stable from 
2015 to 2018 (ranging from 24.2 to 24.9 percent).

Aged 12 to 17

About 1.2 million adolescents aged 12 to 17 in 2018 were 
past month binge drinkers, which corresponds to 4.7 percent 
of adolescents (Figure 8). Thus, about 1 in 21 adolescents 
were current binge drinkers. The percentage of adolescents 
who were current binge drinkers in 2018 was similar to the 
percentages in 2016 and 2017, but it was lower than the 
percentage in 2015 (5.8 percent).

Aged 18 to 25

An estimated 34.9 percent of young adults aged 18 to 25 
in 2018 were binge drinkers in the past month (Figure 8), 
which corresponds to about 11.9 million young adults. Stated 
another way, more than a third of young adults in 2018 
were current binge drinkers. Nevertheless, the percentage of 
young adults who were current binge drinkers in 2018 was 
lower than the percentages in 2015 to 2017 (ranging from 
39.0 percent in 2015 to 36.9 percent in 2017).

Aged 26 or Older

In 2018, about a quarter (25.1 percent) of adults aged 26 or 
older were current binge drinkers (Figure 8). This percentage 
corresponds to about 54.0 million adults in this age group 
who were binge drinkers. The percentage of adults aged 
26 or older who were current binge drinkers in 2018 was 
higher than the percentage in 2016, but it was similar to the 
percentages in 2015 and 2017.

Heavy Alcohol Use
The estimate of 16.6 million people aged 12 or older in 2018 
who were heavy alcohol users in the past month (Figure 6) 
corresponds to 6.1 percent of the population (Figure 9). The 
percentage of people who were current heavy alcohol users in 

Figure 7. Past Month Alcohol Use among People Aged 12 or Older: 
2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 7 Table. Past Month Alcohol Use among People Aged 12 or Older: 
2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 51.0 50.1 50.3 51.8 51.0 51.2 51.6 51.9 51.8 51.8 52.1 52.2+ 52.7+ 51.7 50.7 51.7 51.1

12-17 17.6+ 17.7+ 17.6+ 16.5+ 16.7+ 16.0+ 14.7+ 14.8+ 13.6+ 13.3+ 12.9+ 11.6+ 11.5+ 9.6 9.2 9.9+ 9.0

18-25 60.5+ 61.4+ 60.5+ 60.9+ 62.0+ 61.3+ 61.1+ 61.8+ 61.4+ 60.7+ 60.2+ 59.6+ 59.6+ 58.3+ 57.1+ 56.3 55.1

≥26 53.9+ 52.5+ 53.0+ 55.1 53.7+ 54.1 54.7 54.9 54.9 55.1 55.6 55.9 56.5 55.6 54.6 55.8 55.3

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 8. Past Month Binge Alcohol Use among People Aged 12 or 
Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 8 Table. Past Month Binge Alcohol Use among People Aged 12 or 
Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 24.9 24.2 24.5 24.5

12 to 17 5.8+ 4.9 5.3 4.7

18 to 25 39.0+ 38.4+ 36.9+ 34.9

26 or Older 24.8 24.2+ 24.7 25.1

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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2018 was similar to the percentages in 2016 and 2017, but it 
was lower than the percentage in 2015 (6.5 percent).

Aged 12 to 17

In 2018, an estimated 131,000 adolescents aged 12 to 17 
were current heavy drinkers. Stated another way, about 1 out 
of 200 adolescents (0.5 percent) engaged in binge drinking 
on 5 or more days in the past 30 days (Figure 9). The 
percentage of adolescents who were current heavy drinkers in 
2018 was lower than the percentages in 2015 and 2016 but 
was similar to the percentage in 2017 (0.7 percent).

Aged 18 to 25

About 1 out of every 11 young adults aged 18 to 25 
(9.0 percent) in 2018 was a current heavy alcohol drinker 
(Figure 9). This percentage corresponds to 3.1 million young 
adults who engaged in heavy drinking in the past month. The 
percentage of young adults who were current heavy drinkers 
in 2018 was lower than the percentages in 2015 and 2016 
but was similar to the percentage in 2017 (9.6 percent).

Aged 26 or Older

An estimated 6.2 percent of adults aged 26 or older in 2018 
were current heavy drinkers (Figure 9). This percentage 

corresponds to about 13.4 million adults in this age group who 
engaged in heavy drinking in the past month. The percentage 
of adults aged 26 or older who were current heavy alcohol 
users in 2018 was similar to the percentages in 2015 to 2017.

Illicit Drug Use in the Past Year
As noted previously, NSDUH obtains illicit drug 
use information for the use of marijuana, cocaine 
(including crack), heroin, hallucinogens, inhalants, and 
methamphetamine, as well as for the misuse of prescription 
stimulants, the misuse of tranquilizers or sedatives,24 and 
the misuse of pain relievers (see the section on the Misuse 
of Psychotherapeutic Drugs for the definition of “misuse”). 
Estimates of “illicit drug use” reported from NSDUH 
reflect the data from these drug categories. This report also 
describes in later sections the misuse of benzodiazepines and 
opioids in the past year (e.g., the misuse of prescription pain 
relievers or the use of heroin).25

Unlike estimates of tobacco and alcohol use, estimates of 
illicit drug use are presented for use in the past year rather 
than the past month. The presentation of past year estimates 
improves the precision of estimates for detecting changes 
over time in substances with a low prevalence, such as 
heroin. In addition, details on the misuse of benzodiazepines 
and specific subtypes of prescription pain relievers (e.g., 
fentanyl products) were collected only for the past year.

Among people aged 12 or older in 2018, an estimated 
53.2 million people used illicit drugs in the past year 
(Figure 10). The most commonly used illicit drug in the 
past year was marijuana, which was used by 43.5 million 
people. The second most common type of illicit drug use 
in the United States was the misuse of prescription pain 
relievers by an estimated 9.9 million people in the past year. 
Smaller numbers of people were past year users of the other 
illicit drugs, as shown in Figure 10.26

Any Illicit Drug Use
The estimated 53.2 million people aged 12 or older in 
2018 who were past year illicit drug users correspond to 
19.4 percent of the population (Figures 10 and 11). Stated 
another way, nearly 1 in 5 people aged 12 or older in the 
United States used illicit drugs in the past year. The percentage 
of the population in 2018 who used illicit drugs in the 
past year was higher than the percentages in 2015 and 2016 
but was similar to the percentage in 2017 (19.0 percent).

Figure 9. Past Month Heavy Alcohol Use among People Aged 12 or 
Older: 2015-2018
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 Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 9 Table. Past Month Heavy Alcohol Use among People Aged 12 or 
Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 6.5+ 6.0 6.1 6.1

12 to 17 0.9+ 0.8+ 0.7 0.5

18 to 25 10.9+ 10.1+ 9.6 9.0

26 or Older 6.4 6.0 6.2 6.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 12 to 17

Approximately 4.2 million adolescents aged 12 to 17 in 
2018 were past year illicit drug users, which corresponds 
to about 1 in 6 adolescents (16.7 percent) (Figure 11). The 
percentage of adolescents in 2015 to 2018 who used illicit 
drugs in the past year ranged from 15.8 to 17.5 percent.

Aged 18 to 25

Approximately 2 in 5 young adults aged 18 to 25 in 2018 
(38.7 percent) were past year users of illicit drugs (Figure 11). 
This percentage corresponds to about 13.2 million young 
adults who used illicit drugs in the past year. The percentage 
of young adults in 2018 who used illicit drugs in the 
past year was similar to the percentages in 2015 to 2017.

Aged 26 or Older

In 2018, about 1 in 6 adults aged 26 or older (16.7 percent) 
were past year users of illicit drugs (Figure 11), or about 
35.9 million adults in this age group. The percentage of 
adults aged 26 or older in 2018 who were past year illicit 
drug users was higher than the percentages in 2015 and 2016 
but was similar to the percentage in 2017 (16.1 percent).

Marijuana Use
As noted in the section on Illicit Drug Use in the Past Year, an 
estimated 43.5 million Americans aged 12 or older in 2018 
used marijuana in the past year (Figure 10). This number of 
past year marijuana users corresponds to 15.9 percent of the 
population (Figure 12). The percentage of the population in 
2018 who used marijuana was higher than the percentages from 
2002 to 2017. This increase in marijuana use among people 

aged 12 or older reflects increases in marijuana use among 
both young adults aged 18 to 25 and adults aged 26 or older.

Aged 12 to 17

In 2018, about 1 in 8 adolescents aged 12 to 17 (12.5 percent) 
were past year users of marijuana (Figure 12). This represents 
approximately 3.1 million adolescents who used marijuana in 

Figure 11. Past Year Illicit Drug Use among People Aged 12 or 
Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 11 Table. Past Year Illicit Drug Use among People Aged 12 or Older: 
2015-2018

 Age 2015 2016 2017 2018

12 or Older 17.8+ 18.0+ 19.0 19.4

12 to 17 17.5 15.8 16.3 16.7

18 to 25 37.5 37.7 39.4 38.7

26 or Older 14.6+ 15.0+ 16.1 16.7

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 10. Past Year Illicit Drug Use among People Aged 12 or Older: 2018
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the past year. The percentage of adolescents in 2018 who used 
marijuana in the past year was lower than the percentages in 
2002 to 2004 and in 2009 to 2013, but it was similar to the 
percentages in 2005 to 2008 and in 2014 to 2017.

Aged 18 to 25

In 2018, more than a third of young adults aged 18 to 25 
(34.8 percent) were past year users of marijuana (Figure 12), 
or about 11.8 million young adults. The percentage of young 
adults in 2018 who were past year marijuana users was 
higher than the percentages between 2002 and 2016, but it 
was similar to the percentage in 2017.

Aged 26 or Older

In 2018, an estimated 13.3 percent of adults aged 26 or older 
were past year users of marijuana (Figure 12), which represents 
about 28.5 million adults in this age group. The percentage 
of adults aged 26 or older in 2018 who used marijuana in the 
past year was higher than the percentages in 2002 to 2017.

Cocaine Use
In this report, estimates of the use of cocaine include use 
of crack cocaine. Estimates also are presented separately for 
crack use.

In 2018, an estimated 5.5 million people aged 12 or older 
were past year users of cocaine (Figure 10), including 
about 757,000 users of crack. Stated another way, about 
2.0 percent of the population in 2018 used cocaine 
(Figure 13), and 0.3 percent used crack (2018 DT 7.2).

The estimate of past year cocaine use in 2018 differed from 
the estimates in most years from 2002 to 2015, but it 
was similar to the estimates in 2016 and 2017. The 2018 
estimate of past year crack use among people aged 12 or 
older was lower than the estimates in 2002 to 2009, but it 
was similar to the estimates in 2010 to 2017.

Aged 12 to 17

There were 112,000 adolescents aged 12 to 17 in 2018 
who were past year users of cocaine, including about 4,000 
users of crack. These numbers correspond to 0.4 percent of 
adolescents who used cocaine in the past year and less than 
0.1 percent who used crack (Figure 13 and 2018 DT 7.5).

The 2018 estimate for cocaine use among adolescents was 
similar to the estimates in 2013 to 2017, but it was lower 
than the estimates in 2002 to 2012. The estimate of crack 
use in 2018 among adolescents was lower than the estimates 
in 2002 to 2011, but it was similar to the estimates in most 
years from 2012 to 2017.

Figure 12. Past Year Marijuana Use among People Aged 12 or 
Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 12 Table. Past Year Marijuana Use among People Aged 12 or Older: 
2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 11.0+ 10.6+ 10.6+ 10.4+ 10.3+ 10.1+ 10.4+ 11.4+ 11.6+ 11.5+ 12.1+ 12.6+ 13.2+ 13.5+ 13.9+ 15.0+ 15.9

12-17 15.8+ 15.0+ 14.5+ 13.3 13.2 12.5 13.1 13.7+ 14.0+ 14.2+ 13.5+ 13.4+ 13.1 12.6 12.0 12.4 12.5

18-25 29.8+ 28.5+ 27.8+ 28.0+ 28.1+ 27.5+ 27.8+ 30.8+ 30.0+ 30.8+ 31.5+ 31.6+ 31.9+ 32.2+ 33.0+ 34.9 34.8

≥26 7.0+ 6.9+ 7.0+ 6.9+ 6.9+ 6.8+ 7.0+ 7.7+ 8.0+ 7.9+ 8.6+ 9.2+ 10.1+ 10.4+ 11.0+ 12.2+ 13.3

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 13. Past Year Cocaine Use among People Aged 12 or Older: 
2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 13 Table. Past Year Cocaine Use among People Aged 12 or Older: 
2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 2.5+ 2.5+ 2.4+ 2.3+ 2.5+ 2.3+ 2.1 1.9 1.8+ 1.5+ 1.8+ 1.6+ 1.7+ 1.8+ 1.9 2.2 2.0

12-17 2.1+ 1.8+ 1.6+ 1.7+ 1.6+ 1.5+ 1.2+ 1.0+ 1.0+ 0.9+ 0.7+ 0.5 0.7 0.6 0.5 0.5 0.4

18-25 6.7+ 6.6+ 6.6+ 6.9+ 6.9+ 6.4 5.6 5.3 4.7+ 4.6+ 4.6+ 4.4+ 4.6+ 5.4 5.6 6.2 5.8

≥26 1.8 1.9 1.7 1.5 1.8 1.7 1.6 1.4 1.4 1.0+ 1.4 1.2+ 1.4+ 1.3+ 1.4 1.7 1.6

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 18 to 25

An estimated 5.8 percent of young adults aged 18 to 25 
in 2018 used cocaine in the past year (Figure 13), and 
0.3 percent used crack (2018 DT 7.11). These percentages 
correspond to 2.0 million young adults who used cocaine 
in the past year, including 87,000 who used crack. The 
percentage of young adults in 2018 who used cocaine was 
higher than the percentages in 2010 to 2014, but it was 
similar to the percentages in 2015 to 2017. The estimate of 
past year crack use among young adults in 2018 was lower 
than estimates in most years between 2002 and 2012, but it 
was similar to the estimates in 2013 to 2017.

Aged 26 or Older

In 2018, an estimated 1.6 percent of adults aged 26 or older 
used cocaine (Figure 13), and 0.3 percent used crack in 
the past year (2018 DT 7.14). These percentages represent 
3.5 million adults aged 26 or older who used cocaine in the 
past year, including 666,000 who used crack. The percentage 
of adults in this age group in 2018 who used cocaine in the 
past year was higher than the percentages in most years from 
2011 to 2015, but it was similar to the percentages in 2016 
and 2017. The estimate of past year crack use in 2018 among 
adults aged 26 or older was lower than estimates in 2002 to 
2008, but it was similar to the estimates in 2009 to 2017.

Heroin Use
An estimated 808,000 people aged 12 or older in 2018 
used heroin in the past year (Figure 10), which corresponds 
to about 0.3 percent of the population (Figure 14). The 
estimate of past year heroin use in 2018 was higher than the 
estimates for most years between 2002 and 2008, but it was 
similar to the estimates in 2009 to 2017.

Aged 12 to 17

In 2018, less than 0.1 percent of adolescents aged 12 to 
17 were past year heroin users (Figure 14). This percentage 
represents about 10,000 adolescents who used heroin in 
the past year. The estimate of past year heroin use among 
adolescents in 2018 was lower than the estimates for most 
years in 2002 to 2014, but it was similar to the estimates in 
2015 to 2017. About 0.1 to 0.2 percent of adolescents used 
heroin in any year from 2002 to 2017.

Aged 18 to 25

Among young adults aged 18 to 25 in 2018, 0.5 percent 
were past year heroin users (Figure 14). This percentage 
represents 157,000 young adults who used heroin in the 

past year. The percentage of young adults in 2018 who were 
past year heroin users was similar to the percentages in 2002 
to 2010 and from 2015 to 2017, but it was lower than the 
percentages in 2011 through 2014 (ranging from 0.7 to 
0.8 percent).

Aged 26 or Older

In 2018, an estimated 0.3 percent of adults aged 26 or older 
were past year heroin users (Figure 14). This percentage 
represents 641,000 adults in this age group who used heroin 
in the past year. The percentage of adults aged 26 or older 
in 2018 who were past year heroin users was similar to the 
percentages in 2013 to 2017, but it was slightly higher than 
the percentages in most years from 2002 through 2012 
(ranging from 0.1 to 0.2 percent).

Methamphetamine Use
Prior to 2015, questions about methamphetamine use 
were asked in the context of questions about the misuse 
of prescription stimulants because methamphetamine is 
legally available by prescription (Desoxyn®). However, most 
methamphetamine used in the United States is produced and 
distributed illicitly rather than through the pharmaceutical 

Figure 14. Past Year Heroin Use among People Aged 12 or Older: 
2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 14 Table. Past Year Heroin Use among People Aged 12 or Older: 
2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 0.2+ 0.1+ 0.2+ 0.2+ 0.2 0.2+ 0.2+ 0.2 0.2 0.2 0.3 0.3 0.3 0.3 0.4 0.3 0.3

12-17 0.2+ 0.1+ 0.2+ 0.1+ 0.1+ 0.1 0.2+ 0.1+ 0.1+ 0.2+ 0.1+ 0.1+ 0.1+ 0.1 0.1 0.1 0.0

18-25 0.4 0.3 0.4 0.5 0.4 0.4 0.5 0.5 0.6 0.7+ 0.8+ 0.7+ 0.8+ 0.6 0.7 0.6 0.5

≥26 0.1+ 0.1+ 0.1+ 0.1+ 0.2 0.1+ 0.1+ 0.2 0.2 0.2+ 0.2+ 0.2 0.3 0.3 0.3 0.3 0.3

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Note: Estimates of less than 0.05 percent round to 0.0 percent when shown to the nearest tenth of a percent.
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industry. Beginning in 2015, therefore, questions specific to 
methamphetamine use have been administered separately 
from questions about the misuse of prescription stimulants.

In 2018, approximately 1.9 million people aged 12 or 
older used methamphetamine in the past year (Figure 10). 
This number of past year methamphetamine users 
corresponds to 0.7 percent of the population (Figure 15). 
The percentage of people aged 12 or older in 2018 who 
used methamphetamine in the past year was similar to the 
percentages in 2015 and 2017, but it was slightly higher 
than the percentage in 2016 (0.5 percent).

Aged 12 to 17

In 2018, an estimated 0.2 percent of adolescents aged 12 to 
17 used methamphetamine in the past year (Figure 15). This 
percentage represents about 43,000 adolescents who used 
methamphetamine in the past year. The estimate of past year 
methamphetamine use among adolescents in 2018 was 
similar to the estimates in 2015 to 2017.

Aged 18 to 25

In 2018, an estimated 0.8 percent of young adults aged 18 
to 25 were past year methamphetamine users (Figure 15). 
This percentage represents 273,000 young adults who used 

methamphetamine in the past year. The percentage of young 
adults in 2018 who were past year methamphetamine users 
was similar to the percentages in 2015 to 2017.

Aged 26 or Older

Among adults aged 26 or older in 2018, 0.7 percent 
were past year methamphetamine users (Figure 15). This 
percentage represents 1.6 million adults in this age group 
who used methamphetamine in the past year. The percentage 
of adults aged 26 or older in 2018 who were past year 
methamphetamine users was higher than the percentages in 
2016 and 2017, but it was similar to the percentage in 2015.

Hallucinogen Use
Several drugs are grouped under the category of hallucinogens, 
including LSD, PCP, peyote, mescaline, psilocybin 
mushrooms, “Ecstasy” (MDMA or “Molly”), ketamine, 
DMT/AMT/“Foxy,” and Salvia divinorum.27 In 2018, 
an estimated 5.6 million people aged 12 or older were 
past year users of hallucinogens (Figure 10), corresponding 
to 2.0 percent of the population (Figure 16). The percentage 
of people aged 12 or older in 2018 who were past year 
hallucinogen users was higher than the percentages in 2015 
and 2016, but it was similar to the percentage in 2017.

Figure 15. Past Year Methamphetamine Use among People Aged 
12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 15 Table. Past Year Methamphetamine Use among People Aged 12 or 
Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 0.6 0.5+ 0.6 0.7

12 to 17 0.2 0.1 0.2 0.2

18 to 25 0.9 0.8 1.1 0.8

26 or Older 0.6 0.5+ 0.6+ 0.7

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 16. Past Year Hallucinogen Use among People Aged 12 or 
Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 16 Table. Past Year Hallucinogen Use among People Aged 12 or Older: 
2015-2018

 Age 2015 2016 2017 2018

12 or Older 1.8+ 1.8+ 1.9 2.0

12 to 17 2.1+ 1.8 2.1+ 1.5

18 to 25 7.0 6.9 7.0 6.9

26 or Older 0.8+ 1.0+ 1.0+ 1.3

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 12 to 17

In 2018, an estimated 376,000 adolescents aged 12 to 17 
were past year users of hallucinogens, which corresponds to 
1.5 percent of adolescents (Figure 16). The percentage of 
adolescents in 2018 who were past year hallucinogen users 
was lower than the percentages in 2015 and 2017, but it was 
similar to the percentage in 2016.

Aged 18 to 25

An estimated 6.9 percent of young adults aged 18 to 25 in 
2018 were past year users of hallucinogens (Figure 16). This 
percentage represents 2.3 million young adults who used 
hallucinogens in the past year. The percentage of young 
adults in 2018 who were past year hallucinogen users was 
similar to the percentages between 2015 and 2017.

Aged 26 or Older

In 2018, an estimated 1.3 percent of adults aged 26 or 
older were past year users of hallucinogens (Figure 16), 
which represents 2.9 million adults in this age group. The 
percentage of adults aged 26 or older in 2018 who were 
past year hallucinogen users was higher than the percentages 
in 2015 through 2017 (ranging from 0.8 to 1.0 percent).

Inhalant Use
Inhalants include a variety of substances and products, such 
as nitrous oxide, amyl nitrite, cleaning fluids, gasoline, spray 
paint, computer keyboard cleaner, other aerosol sprays, 
felt-tip pens, and glue. Respondents are asked to report the 
use of inhalants to get high but not to include accidental 
inhalation of a substance.

In 2018, approximately 2.0 million people aged 12 or older 
were past year users of inhalants (Figure 10). This number 
of past year inhalant users corresponds to 0.7 percent of 
the population (Figure 17). In 2015 to 2018, about 0.6 to 
0.7 percent of people aged 12 or older used inhalants in the 
past year. The estimate in 2018 (0.7 percent) was higher than 
the estimate in 2016 (0.6 percent).

Aged 12 to 17

In 2018, an estimated 662,000 adolescents aged 12 to 17 
were past year users of inhalants. This number of past year 
inhalant users corresponds to 2.7 percent of adolescents 
(Figure 17). The percentage of adolescents in 2018 who were 
past year inhalant users was similar to the percentages in 2015 
and 2017, but it was higher than the percentage in 2016.

Aged 18 to 25

An estimated 1.5 percent of young adults aged 18 to 25 
in 2018 were past year users of inhalants (Figure 17). This 
percentage represents 495,000 young adults who used 
inhalants in the past year. The percentage of young adults in 
2018 who were past year inhalant users was similar to the 
percentages between 2015 and 2017.

Aged 26 or Older

An estimated 0.4 percent of adults aged 26 or older in 2018 
were past year users of inhalants (Figure 17), which represents 
846,000 adults in this age group. The percentage of adults 
aged 26 or older in 2018 who used inhalants in the past year 
was similar to the percentages between 2015 and 2017.

Misuse of Psychotherapeutic Drugs
NSDUH collects data on the use and misuse of 
psychotherapeutic drugs currently or recently available 
by prescription in the United States. Prescription 
psychotherapeutic drugs consist of prescription stimulants, 
tranquilizers or sedatives (including benzodiazepines), and 
pain relievers. In NSDUH, misuse of prescription drugs is 
defined as use in any way not directed by a doctor, including 
use without a prescription of one’s own; use in greater 

Figure 17. Past Year Inhalant Use among People Aged 12 or Older: 
2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 17 Table. Past Year Inhalant Use among People Aged 12 or Older: 
2015-2018

 Age 2015 2016 2017 2018

12 or Older 0.7 0.6+ 0.6 0.7

12 to 17 2.7 2.2+ 2.3 2.7

18 to 25 1.4 1.4 1.6 1.5

26 or Older 0.3 0.3 0.3 0.4

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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amounts, more often, or longer than told to take a drug; 
or use in any other way not directed by a doctor. Misuse 
of over-the-counter drugs is not included. Discussion of 
the estimates for prescription stimulants, tranquilizers or 
sedatives (including benzodiazepines), and pain relievers 
follows a presentation of the estimates for the misuse of any 
psychotherapeutic drug in the past year.

In 2018, an estimated 16.9 million Americans aged 12 or 
older misused prescription psychotherapeutic drugs at least 
once in the past year. This number of past year prescription 
psychotherapeutic drug misusers corresponds to 6.2 percent 
of the population (2018 DT 7.2).

Of the prescription drugs presented in this report, prescription 
pain relievers were the most commonly misused by people 
aged 12 or older. The 16.9 million in 2018 who misused 
prescription psychotherapeutic drugs in the past year included 
9.9 million who misused prescription pain relievers in that 
period (Figure 10), 5.1 million who misused prescription 
stimulants, and about 6.4 million who misused prescription 
tranquilizers or sedatives. The estimate for the misuse of 
tranquilizers or sedatives includes 5.4 million who misused 
prescription benzodiazepines in the past year (2018 DT 7.2).

Stimulant Misuse
Several prescription drugs are grouped under the category 
of prescription stimulants in NSDUH. These include 
amphetamine products, methylphenidate products, anorectic 
(weight-loss) stimulants, Provigil®, or any other prescription 
stimulant. The amphetamine and methylphenidate products 
included in the NSDUH questionnaire are primarily prescribed 
for the treatment of attention-deficit/hyperactivity disorder 
(ADHD). Since 2015, methamphetamine has not been 
included as a prescription stimulant, unless respondents 
specified the prescription form of methamphetamine (Desoxyn®) 
as some other stimulant they had misused in the past year.28

The estimate of 5.1 million people aged 12 or older in 
2018 who misused prescription stimulants in the past year 
corresponds to 1.9 percent of the population (Figures 10 and 
18). The percentage of past year misusers of stimulants in 
2018 was lower than the percentages in 2016 and 2017, but 
it was similar to the percentage in 2015.

Aged 12 to 17

In 2018, about 369,000 adolescents aged 12 to 17 were 
past year misusers of prescription stimulants, corresponding 
to about 1.5 percent of adolescents (Figure 18). The 
percentage of adolescents in 2018 who misused stimulants 

in the past year was similar to the percentages in 2016 and 
2017, but it was lower than the percentage in 2015.

Aged 18 to 25

There were about 2.2 million young adults aged 18 to 25 in 
2018 who misused prescription stimulants in the past year, 
which corresponds to about 6.5 percent of young adults 
(Figure 18). The percentage of young adults in 2018 who 
misused stimulants in the past year was lower than the 
percentages in 2016 and 2017, but it was similar to the 
percentage in 2015.

Aged 26 or Older

In 2018, an estimated 2.5 million adults aged 26 or older 
misused prescription stimulants in the past year, which 
corresponds to 1.2 percent of adults in this age group 
(Figure 18). The percentage of adults aged 26 or older in 
2018 who misused stimulants in the past year was similar to 
the percentages in 2015 to 2017.

Tranquilizer or Sedative Misuse
NSDUH collects information on prescription tranquilizers 
and sedatives. Because prescription drugs in both categories 
have a common effect on specific activity in the brain, 

Figure 18. Past Year Prescription Stimulant Misuse among People 
Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 18 Table. Past Year Prescription Stimulant Misuse among People 
Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 2.0 2.1+ 2.1+ 1.9

12 to 17 2.0+ 1.7 1.8 1.5

18 to 25 7.3 7.5+ 7.4+ 6.5

26 or Older 1.1 1.3 1.3 1.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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estimates of the misuse of prescription sedatives or 
tranquilizers are presented together. Prescription tranquilizers 
include benzodiazepine tranquilizers (e.g., as alprazolam, 
lorazepam, clonazepam, or diazepam products), muscle 
relaxants, or any other prescription tranquilizer. Prescription 
sedatives include zolpidem products, eszopiclone products, 
zaleplon products, benzodiazepine sedatives (e.g., as 
flurazepam and temazepam products or triazolam products), 
barbiturates, or any other prescription sedative.

In this report, respondents were classified as having misused 
prescription tranquilizers or sedatives in the past 12 months 
if they reported the misuse of prescription tranquilizers, 
prescription sedatives, or both in that period. Because 
prescription drugs categorized as benzodiazepines can be 
prescribed as either tranquilizers or sedatives, estimates for 
any benzodiazepine misuse are presented separately.

The estimate of 6.4 million people aged 12 or older in 
2018 who misused prescription tranquilizers or sedatives in 
the past year corresponds to 2.4 percent of the population 
(Figures 10 and 19). The percentage of people aged 12 or 
older in 2018 who misused tranquilizers or sedatives in the 
past year was lower than the percentages in 2015 and 2016, 
but it was similar to the percentage in 2017.

Aged 12 to 17

In 2018, about 460,000 adolescents aged 12 to 17 misused 
prescription tranquilizers or sedatives in the past year, which 
corresponds to about 1.8 percent of adolescents (Figure 19). 
The percentage of adolescents in 2018 who misused 
tranquilizers or sedatives in the past year was similar to the 
percentages in 2015 to 2017.

Aged 18 to 25

In 2018, about 1.7 million young adults aged 18 to 25 
misused prescription tranquilizers or sedatives in the 
past year. This number of past year misusers of tranquilizers 
or sedatives corresponds to 4.9 percent of young adults 
(Figure 19). The percentage of young adults in 2018 who 
misused tranquilizers or sedatives in the past year was lower 
than the percentages in 2015 to 2017.

Aged 26 or Older

An estimated 4.3 million adults aged 26 or older in 2018 
were past year misusers of prescription tranquilizers or 
sedatives, which corresponds to 2.0 percent of adults in this 
age group (Figure 19). The percentage of adults aged 26 or 
older in 2018 who misused tranquilizers or sedatives in the 
past year was similar to the percentages in 2015 to 2017.

Benzodiazepine Misuse
Prescription benzodiazepines are a subcategory of drugs that 
may be prescribed as either tranquilizers for the relief of anxiety 
or as sedatives for the relief of insomnia. Benzodiazepines 
prescribed as tranquilizers are typically metabolized more 
slowly than benzodiazepines prescribed as sedatives.29 
Nevertheless, benzodiazepines are chemically similar, regardless 
of whether they are prescribed as tranquilizers or sedatives. 
These drugs cause drowsiness and may impair motor skills 
important for tasks such as operating a motor vehicle or 
machinery. This section presents estimates of the misuse of 
benzodiazepines, regardless of whether respondents reported 
they misused benzodiazepines in the separate sections of the 
NSDUH interview for tranquilizers or sedatives.30

The estimated 5.4 million people aged 12 or older in 2018 
who were past year misusers of prescription benzodiazepines 
corresponds to 2.0 percent of the population (2018 DT 7.2 
and Figure 20). The percentage of people aged 12 or older 
in 2018 who were past year benzodiazepine misusers was 
similar to the percentages in 2015 through 2017.

Aged 12 to 17

In 2018, about 399,000 adolescents aged 12 to 17 misused 
prescription benzodiazepines in the past year. This number 

Figure 19. Past Year Prescription Tranquilizer or Sedative Misuse 
among People Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 19 Table. Past Year Prescription Tranquilizer or Sedative Misuse 
among People Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 2.6+ 2.6+ 2.5 2.4

12 to 17 1.8 1.9 2.0 1.8

18 to 25 5.7+ 5.7+ 5.7+ 4.9

26 or Older 2.2 2.2 2.0 2.0

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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of past year misusers of benzodiazepines corresponds to 
1.6 percent of adolescents (Figure 20). The percentage of 
adolescents in 2018 who misused benzodiazepines in the 
past year was similar to the percentages in 2015 to 2017.

Aged 18 to 25

An estimated 4.5 percent of young adults aged 18 to 25 in 
2018 misused prescription benzodiazepines in the past year 
(Figure 20). This percentage represents 1.5 million young 
adults who misused benzodiazepines in the past year. The 
percentage of young adults in 2018 who were past year 
benzodiazepine misusers was lower than the percentages in 
2015 to 2017.

Aged 26 or Older

In 2018, about 3.5 million adults aged 26 or older misused 
prescription benzodiazepines in the past year. This number 
of past year misusers of benzodiazepines corresponds 
to 1.6 percent of adults in this age group (Figure 20). 
The percentage of adults aged 26 or older in 2018 who 
misused benzodiazepines in the past year was similar to the 
percentages in 2015 to 2017.

Pain Reliever Misuse
Several prescription drugs are grouped under the category 
of prescription pain relievers in NSDUH. These include 
products containing hydrocodone, oxycodone, tramadol, 
codeine, morphine, prescription fentanyl,31 buprenorphine, 
oxymorphone, and hydromorphone, as well as Demerol®, 
methadone, or any other prescription pain reliever.25 This 
section provides estimates of any prescription pain reliever 
misuse and further details on the misuse of pain relievers. 
Specifically, estimates for 2018 are presented for the subtypes 
of prescription pain relievers people misused, the main 
reason for the most recent misuse of prescription pain 
relievers, and where people obtained the prescription pain 
relievers they most recently misused in the past year.

As noted previously, approximately 9.9 million people aged 
12 or older in 2018 misused prescription pain relievers in the 
past year (Figure 10), which corresponds to 3.6 percent of the 
population (Figure 21). The percentage of people in 2018 who 
were past year prescription pain reliever misusers was lower 
than the percentages in 2015 to 2017. Continued monitoring 
of trends in past year pain reliever misuse will be important 
for assessing whether the annual estimates of misuse in future 
years continue to decrease or begin increasing again.

Figure 20. Past Year Prescription Benzodiazepine Misuse among 
People Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 20 Table. Past Year Prescription Benzodiazepine Misuse among 
People Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 2.1 2.1 2.1 2.0

12 to 17 1.5 1.7 1.8 1.6

18 to 25 5.2+ 5.2+ 5.3+ 4.5

26 or Older 1.6 1.7 1.6 1.6

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 21. Past Year Prescription Pain Reliever Misuse among 
People Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 21 Table. Past Year Prescription Pain Reliever Misuse among People 
Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 4.7+ 4.3+ 4.1+ 3.6

12 to 17 3.9+ 3.5+ 3.1 2.8

18 to 25 8.5+ 7.1+ 7.2+ 5.5

26 or Older 4.1+ 3.9+ 3.7 3.4

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Vicodin®, Lortab®, Norco®, Zohydro® ER, and generic 
hydrocodone. An estimated 5.5 million people aged 12 or 
older misused these products in the past year, corresponding 
to 2.0 percent of the population (Figure 22). An estimated 
3.4 million people misused oxycodone products in the 
past year. This number of past year misusers of oxycodone 
corresponds to 1.2 percent of the population. Oxycodone 
products include OxyContin®, Percocet®, Percodan®, 
Roxicodone®, and generic oxycodone. An estimated 
0.3 percent of the population misused buprenorphine products 
in the past year, which corresponds to 718,000 people. About 
256,000 (0.1 percent) misused methadone.

There were 269,000 people aged 12 or older in 2018 who 
misused prescription fentanyl products, which corresponds 
to about 0.1 percent of the population (Figure 22). Because 
NSDUH respondents were asked about the misuse of only 
prescription forms of fentanyl, however, this estimate for 
fentanyl misuse may underrepresent people who misused 
fentanyl that was illicitly manufactured in clandestine 
laboratories (i.e., as opposed to the misuse of diverted 
fentanyl produced by the pharmaceutical industry). This 
estimate of fentanyl misuse also may not include people who 
misused illicitly manufactured fentanyl (IMF) mixed with 
heroin or sold as heroin (but contained only IMF).

Although prescription pain reliever misuse was the second 
most common form of illicit drug use in 2018, most people 
who used prescription pain relievers in the past year did 
not misuse them. Among people aged 12 or older in 2018 

Aged 12 to 17

Among adolescents aged 12 to 17 in 2018, 2.8 percent 
misused prescription pain relievers (Figure 21), 
corresponding to 695,000 adolescents. The percentage of 
adolescents in 2018 who misused prescription pain relievers 
in the past year was lower than the percentages in 2015 and 
2016, but it was similar to the percentage in 2017.

Aged 18 to 25

In 2018, about 1.9 million young adults aged 18 to 25 misused 
pain relievers in the past year, which corresponds to about 
5.5 percent of young adults (Figure 21). The percentage of 
young adults in 2018 who misused prescription pain relievers in 
the past year was lower than the percentages in 2015 to 2017.

Aged 26 or Older

In 2018, an estimated 7.4 million adults aged 26 or older 
misused pain relievers in the past year, which corresponds 
to 3.4 percent of adults in this age group (Figure 21). The 
percentage of adults aged 26 or older in 2018 who misused 
prescription pain relievers in the past year was lower than 
the percentages in 2015 and 2016, but it was similar to the 
percentage in 2017.

Misuse of Subtypes of Pain Relievers

NSDUH asked respondents in 2018 to identify the specific 
prescription pain relievers they used in the past year. For 
each specific pain reliever respondents reported using in 
the past 12 months, respondents were asked whether they 
misused that pain reliever in that period. The specific 
pain relievers individuals misused in the past year were 
categorized into subtypes, such as hydrocodone products. 
For example, respondents who reported the misuse of the 
pain relievers Vicodin® or hydrocodone were classified as 
misusers of hydrocodone products.

This section presents two ways of examining the misuse of 
subtypes of pain relievers. First, it presents estimates of the 
misuse of subtypes among the total population aged 12 or 
older. Then it presents estimates of the misuse of subtypes 
of pain relievers among people who used the subtype in 
the past year. Stated another way, this second presentation 
provides estimates of misuse among a subpopulation 
of users, such as the percentage of people who misused 
hydrocodone products among those who had used 
hydrocodone products in the past year.

In 2018, the most commonly misused subtype of prescription 
pain relievers was hydrocodone products, which include 

Figure 22. Past Year Prescription Pain Reliever Misuse among 
People Aged 12 or Older, by Selected Pain Reliever Subtype: 2018
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who used specific prescription pain reliever subtypes in 
the past 12 months, about 28.3 percent of past year users 
of buprenorphine products misused these products, and 
28.4 percent of past year users of oxymorphone products 
(e.g., Opana®) misused oxymorphone products in that period 
(Figure 22). An estimated 23.5 percent of past year users 
of methadone misused it. About 1 in 8 past year users of 
oxycodone products or prescription fentanyl products misused 
these pain relievers in the past year (12.8 and 12.7 percent).

Main Reasons for the Last Misuse of Pain Relievers

Respondents in the 2018 NSDUH who reported 
prescription pain reliever misuse in the past year were asked 
to recall the last prescription pain reliever they misused in 
the past year. Respondents were then asked to report their 
reasons for misusing this prescription pain reliever that last 
time. Respondents who reported more than one reason 
for misusing the last prescription pain reliever were asked 
to report the main reason for their pain reliever misuse. If 
respondents reported only one reason for misusing their last 
prescription pain reliever, then that reason was their main 
reason for pain reliever misuse.

Among people aged 12 or older in 2018 who misused 
prescription pain relievers in the past year, the most common 
main reason for their last misuse of a pain reliever was to relieve 
physical pain (63.6 percent) (2018 DT 6.13). According to the 
NSDUH definition, use without a prescription of one’s own 
or use at a higher dosage or more often than prescribed are 

both classified as misuse even if it was for the purpose of pain 
relief. Other common reasons were to feel good or get high 
(10.6 percent) and to relax or relieve tension (9.2 percent). Less 
common reasons among past year misusers of pain relievers 
included to help with sleep (4.5 percent), to help with feelings 
or emotions (4.0 percent), to experiment or see what the drug 
was like (2.5 percent), because they were “hooked” or needed 
to have the drug (3.2 percent), and to increase or decrease the 
effects of other drugs (0.9 percent). Some other reason was the 
main reason for misuse among 1.5 percent of past year misusers 
of pain relievers.

Source of the Last Pain Reliever That Was Misused

Among people aged 12 or older in 2018 who misused 
prescription pain relievers in the past year, the most 
common source for the last pain reliever they misused 
was from a friend or relative (Figure 23). More than half 
(51.3 percent) of people who misused pain relievers in 
the past year obtained the pain relievers the last time from 
a friend or relative. Specifically, 38.6 percent of people 
who misused pain relievers in the past year obtained pain 
relievers the last time by getting them from a friend or 
relative for free, 9.5 percent bought their last pain reliever 
from a friend or relative, and 3.2 percent took their last 
pain reliever from a friend or relative without asking. More 
than one third of people who misused pain relievers in the 
past year (37.6 percent) obtained pain relievers the last time 
through prescription(s) or stole pain relievers from a health 

Figure 23. Source Where Pain Relievers Were Obtained for Most Recent Misuse among People Aged 
12 or Older Who Misused Pain Relievers in the Past Year: 2018

9.9 Million People Aged 12 or Older Who Misused Pain Relievers in the Past Year

Given by, Bought from, or Took from 
a Friend or Relative

51.3%

Bought from Drug Dealer or Other Stranger
6.5%

Some Other Way
4.6%

Got through Prescription(s) or 
Stole from a Health Care Provider

37.6%

Prescription from One Doctor (34.7%)

Prescriptions from More Than One Doctor (2.0%) Stole from Doctor's Office, Clinic, Hospital, or Pharmacy (0.9%)

From Friend or Relative for Free (38.6%)

Took from Friend or Relative without Asking (3.2%)

Bought from Friend or Relative (9.5%)

Note: Respondents with unknown data for the Source for Most Recent Misuse or who reported Some Other Way but did not specify a valid way were excluded.
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care provider, typically getting the pain relievers through 
a prescription from one doctor (34.7 percent). About 1 
in 15 people who misused pain relievers in the past year 
(6.5 percent) bought the last pain reliever they misused from 
a drug dealer or other stranger.

Opioid Misuse
Opioids are a group of chemically similar drugs that include 
heroin and prescription pain relievers, such as hydrocodone 
(e.g., Vicodin®), oxycodone (e.g., OxyContin®), and 
morphine. In this report, opioid misuse includes the 
misuse of prescription pain relievers or the use of heroin. 
Prescription pain relievers could include some nonopioids 
because respondents could specify they misused other pain 
relievers that are not opioids.25

Approximately 10.3 million people aged 12 or older in 2018 
misused opioids in the past year (Figure 24). This number of 
past year opioid misusers corresponds to 3.7 percent of the 
population (Figure 25).

The vast majority of past year opioid users in 2018 
misused prescription pain relievers (Figure 24). Specifically, 
9.9 million people aged 12 or older in 2018 misused 
prescription pain relievers in the past year compared 
with 808,000 people who used heroin. The majority 
of prescription pain reliever misusers had misused only 
prescription pain relievers in the past year but had not used 
heroin (9.4 million). Approximately 506,000 people had 
misused prescription pain relievers and used heroin in the 
past year. About 302,000 people used heroin in the past year 
but had not misused prescription pain relievers. Although 

5.1 percent of prescription pain reliever misusers also used 
heroin in the past year, 62.6 percent of heroin users also 
misused pain relievers in the past year.23

The percentage of people aged 12 or older in 2018 who were 
past year opioid misusers was lower than the percentages 
between 2015 and 2017 (Figure 25). This decrease in 
past year opioid misuse indicates a need to monitor trends to 
assess whether the annual estimates of opioid misuse in future 
years will stabilize at the level in 2018, show further decreases, 
or increase to levels similar to those in 2015 to 2017.

Aged 12 to 17

Among adolescents aged 12 to 17 in 2018, 2.8 percent misused 
opioids, corresponding to 699,000 adolescents (Figure 25). The 
percentage of adolescents in 2018 who misused opioids in the 
past year was lower than the percentages in 2015 and 2016, but 
it was similar to the percentage in 2017.

Aged 18 to 25

In 2018, about 1.9 million young adults aged 18 to 25 
misused opioids in the past year, which corresponds to about 
5.6 percent of young adults (Figure 25). The percentage of 
young adults in 2018 who were past year opioid misusers 
was lower than the percentages in 2015 to 2017.

Figure 24. Past Year Opioid Misuse among People Aged 12 or 
Older: 2018

9.4 Million People with Pain 
Reliever Misuse Only

(92.1% of Opioid Misusers)

9.9 Million People 
with Pain Reliever Misuse
(97.1% of Opioid Misusers)

506,000 People with 
Pain Reliever Misuse and 

Heroin Use
(4.9% of Opioid Misusers)

808,000 People 
with Heroin Use

(7.9% of Opioid Misusers)

302,000 People with 
Heroin Use Only

(2.9% of Opioid Misusers)

10.3 Million People Aged 12 or Older with Past Year Opioid Misuse

Note: The percentages do not add to 100 percent due to rounding.

Figure 25. Past Year Opioid Misuse among People Aged 12 or 
Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 25 Table. Past Year Opioid Misuse among People Aged 12 or Older: 
2015-2018

 Age 2015 2016 2017 2018

12 or Older 4.7+ 4.4+ 4.2+ 3.7

12 to 17 3.9+ 3.6+ 3.1 2.8

18 to 25 8.7+ 7.3+ 7.3+ 5.6

26 or Older 4.2+ 4.0+ 3.8 3.6

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 26 or Older

An estimated 7.7 million adults aged 26 or older in 2018 
misused opioids in the past year, which corresponds to 
3.6 percent of adults in this age group (Figure 25). The 
percentage of adults aged 26 or older in 2018 who misused 
opioids in the past year was lower than the percentages in 
2015 and 2016, but it was similar to the percentage in 2017.

Initiation of Substance Use
NSDUH includes questions to measure the initiation of 
substance use, that is, the first use of particular substances.32 
This report presents estimates of the number of recent 
substance use initiates or prescription drug misuse initiates.33 
Recent initiates were defined as substance users or prescription 
drug misusers who reported first using or misusing, 
respectively, a particular substance in the prior 12 months.34,35

The presentation of estimates of initiation of the misuse of 
prescription drugs is limited because of the way prescription 
drug misuse information is collected in NSDUH. As a 
result, respondents could underreport the misuse of the 
prescription drugs that occurred more than 12 months 
before the interview. For example, past year initiates of 
heroin use who last misused prescription pain relievers 
more than 12 months ago might not have reported this 
misuse of pain relievers; these individuals would therefore 
be misclassified as past year initiates of opioid misuse 
because of their recent heroin initiation. Similar issues 
apply for determining whether respondents initiated any 
illicit drug use or initiated the misuse of any tranquilizer or 
sedative in the past year. Estimates for past year initiation 
of benzodiazepine misuse are not presented because 
NSDUH did not capture information on lifetime misuse of 
benzodiazepines.36

Unlike previous sections, this section focuses on the numbers 
of people who were recent initiates (e.g., the number of people 
aged 12 or older who were recent initiates of marijuana use) 
rather than on percentages. However, care should be taken in 
interpreting increases over time in the estimated number of 
past year initiates because some of these increases could reflect 
growth in the size of the population over time.

Figure 26 provides an overview of the numbers of people 
aged 12 or older in 2018 who were past year initiates for the 
substances that are discussed in this section. The illicit drugs 
in 2018 with the largest number of recent initiates were 
marijuana (3.1 million new users), prescription pain relievers 
(1.9 million new misusers), prescription tranquilizers 

(1.2 million new misusers), hallucinogens (1.1 million new 
users), prescription stimulants (1.0 million new misusers), 
and cocaine (874,000 new users). In addition, there were 
4.9 million new users of alcohol and 1.8 million people who 
tried a cigarette for the first time in the past year.37

Initiation of Cigarette Use
The estimated 1.8 million people aged 12 or older in 2018 
who smoked part or all of a cigarette for the first time in the 
past 12 months (Figure 26) averages to about 5,000 people 
each day who initiated cigarette smoking (Table A.3A). The 
total number of initiates of cigarette smoking who were aged 
12 or older in 2018 was lower than the numbers in 2004 
to 2014, but it was similar to the numbers in 2015 to 2017 
(2018 DT 7.40).

In 2018, an estimated 571,000 adolescents aged 12 to 17 
smoked part or all of a cigarette for the first time in the 
past year (2018 DT 7.41). This number of recent initiates 
among adolescents averages to approximately 1,600 adolescents 
each day who initiated cigarette smoking (Table A.3A). Also, 
1.1 million young adults aged 18 to 25 in 2018 initiated 
cigarette use in the past year (2018 DT 7.43), which translates 
to about 3,100 young adults who initiated cigarette use each 
day. An estimated 113,000 adults aged 26 or older in 2018 
initiated cigarette use in the past year (2018 DT 7.44).

Among adolescents aged 12 to 17 in 2018, the number of 
recent initiates of any cigarette smoking was lower than 
the numbers in each year between 2002 and 2016, but 
it was similar to the number in 2017 (2018 DT 7.41). 

Figure 26. Past Year Initiates of Substances among People Aged 
12 or Older: 2018
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About 1.2 million to 1.3 million adolescents each year from 
2002 to 2011 initiated cigarette smoking in the past year. 
The number of initiates among adolescents decreased 
to 1.0 million in 2012 and to fewer than 1.0 million in 
subsequent years.

Among young adults aged 18 to 25 in 2018, the number 
of recent initiates of any cigarette smoking was higher 
than the numbers in 2002 to 2005, but it was similar 
to the numbers in 2006 to 2017 (2018 DT 7.43). The 
number of recent cigarette initiates who were aged 26 or 
older in 2018 was similar to the numbers in most years 
from 2002 to 2017 (2018 DT 7.44). These data for 
cigarette initiation show a consistent pattern over time 
that relatively few people try cigarettes for the first time 
after age 25.

Initiation of Alcohol Use
As noted previously, about 4.9 million people aged 12 
or older in 2018 used alcohol for the first time in the 
past year, not counting sips from another person’s drink 
(Figure 26). This number averages to approximately 
13,400 initiates per day (Table A.3A). The total number 
of past year initiates aged 12 or older in 2018 for alcohol 
use was higher than the numbers in 2002 to 2006, but it 
was similar to the numbers in most years from 2007 to 
2017 (2018 DT 7.40).

In 2018, an estimated 2.4 million adolescents aged 12 
to 17 used alcohol for the first time in the past year 
(2018 DT 7.41), which averages to approximately 
6,500 adolescents each day who initiated alcohol use 
(Table A.3A). Also, 2.4 million young adults aged 18 to 
25 (2018 DT 7.43) and 63,000 adults aged 26 or older 
(2018 DT 7.44) in 2018 initiated alcohol use in the 
past year.

The number of adolescents aged 12 to 17 in 2018 who 
recently initiated alcohol use was lower than the numbers 
in most years from 2002 to 2011, but it was similar to 
the numbers in 2012 to 2017 (2018 DT 7.41). Among 
young adults aged 18 to 25, the number of recent initiates 
in 2018 was higher than the numbers in most years 
from 2002 to 2017 (2018 DT 7.43). For adults aged 
26 or older, the number of initiates in 2018 was similar 
to the numbers in most years from 2002 to 2017 (2018 
DT 7.44). As was the case with cigarette initiation, these 
data show a consistent pattern that relatively few people 
start to use alcohol after age 25.

Initiation of Marijuana Use
In 2018, about 3.1 million people aged 12 or older 
used marijuana for the first time in the past 12 months 
(Figures 26 and 27). This number averages to about 8,400 
new marijuana users each day (Table A.3A). The 2018 
estimate for the number of past year initiates of marijuana 
use was higher than the estimates in 2002 to 2016, but it 
was similar to the estimate in 2017.

In 2018, an estimated 1.3 million adolescents aged 12 to 17 
used marijuana for the first time in the past year (Figure 27), 
which translates to approximately 3,700 adolescents each day 
who initiated marijuana use (Table A.3A). About 1.1 million 
to 1.4 million adolescents per year in 2002 to 2018 were 
recent marijuana initiates. The 2018 estimate was higher 
than the estimates in 2005 to 2007, but it was similar to the 
estimates in most years from 2008 to 2017.

In 2018, 1.2 million young adults aged 18 to 25 initiated 
marijuana use in the past year (Figure 27), or an average 
of about 3,300 recent initiates per day in this age group 
(Table A.3A). The 2018 estimate for the number of young 
adults who initiated marijuana use in the past year was 
higher than the estimates in most years from 2002 to 2016, 
but it was similar to the estimate in 2017.

Figure 27. Past Year Marijuana Initiates among People Aged 12 or 
Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 27 Table. Past Year Marijuana Initiates among People Aged 12 or 
Older: 2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 2.2+ 2.0+ 2.1+ 2.1+ 2.1+ 2.1+ 2.2+ 2.4+ 2.4+ 2.6+ 2.4+ 2.4+ 2.6+ 2.6+ 2.6+ 3.0 3.1

12-17 1.4 1.2 1.3 1.1+ 1.2+ 1.2+ 1.2 1.3 1.3 1.4 1.3 1.2 1.2 1.2+ 1.2 1.2 1.3

18-25 0.7+ 0.7+ 0.7+ 0.7+ 0.7+ 0.8+ 0.8+ 1.0+ 0.9+ 1.1 1.0+ 1.0+ 1.1 1.0 1.0+ 1.3 1.2

≥26 0.1+ 0.1+ 0.2+ 0.3+ 0.1+ 0.1+ 0.2+ 0.0+ 0.2+ 0.2+ 0.2+ 0.2+ 0.3+ 0.4 0.4 0.5 0.5

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Note: Estimates of less than 0.05 million round to 0.0 million when shown to the nearest tenth of a million.
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An estimated 525,000 adults aged 26 or older in 2018 
initiated marijuana use in the past year, which rounds to 
the estimate of 0.5 million initiates in this age group in 
Figure 27. This number averages to about 1,400 recent 
initiates per day in this age group (Table A.3A). The number 
of recent marijuana initiates aged 26 or older in 2018 was 
higher than the numbers of initiates in all years from 2002 
to 2014, but it was similar to the numbers in 2015 to 2017. 
Consistent with the pattern for cigarette and alcohol use, the 
majority of people in 2018 who initiated marijuana use in 
the past year were aged 12 to 25.

Initiation of Cocaine Use
In 2018, an estimated 874,000 people aged 12 or older used 
cocaine for the first time in the past year (Figures 26 and 
28). This number averages to approximately 2,400 cocaine 
initiates per day (Table A.3A). The number of past year 
initiates in 2018 for cocaine use was higher than the 
numbers in 2009 to 2013, but it was similar to the numbers 
in most recent years from 2014 to 2017.38

In 2018, an estimated 74,000 adolescents aged 12 to 17 used 
cocaine for the first time in the past year (Figure 28). Among 
adolescents in 2018, the number of cocaine initiates was 

lower than the numbers in all years from 2002 to 2012, but 
it was similar to the numbers in 2013 to 2017.

Also, 616,000 young adults aged 18 to 25 and 184,000 
adults aged 26 or older in 2018 initiated cocaine use in 
the past year (Figure 28). The number of young adults 
who initiated cocaine use each day averages to about 1,700 
young adult initiates per day (Table A.3A). The number of 
young adult cocaine initiates in 2018 was higher than the 
numbers in 2008 to 2013, but it was similar to the numbers 
in 2014 to 2017. Among adults aged 26 or older in 2018, 
the number of cocaine initiates was similar to the numbers 
in most years from 2002 to 2008 and in all years from 2014 
to 2017. However, the number in 2018 was higher than the 
numbers in 2011 to 2013.

Initiation of Heroin Use
In 2018, 117,000 people aged 12 or older used heroin 
for the first time in the past year (Figures 26 and 29). On 
average, this represents about 320 people each day who 
initiated heroin use (Table A.3A). Among people aged 12 
or older in 2018, the number of past year heroin initiates 
was similar to the numbers of recent heroin initiates in most 
years from 2002 to 2017.

Figure 28. Past Year Cocaine Initiates among People Aged 12 or 
Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 28 Table. Past Year Cocaine Initiates among People Aged 12 or Older: 
2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 1,032 986 998 872 977 906 724 623+ 642+ 670+ 639+ 601+ 766 968 1,085+ 1,037 874

12-17 310+ 282+ 274+ 286+ 260+ 254+ 196+ 145+ 156+ 146+ 120+ 94 117 112 107 98 74

18-25 594 576 592 498 570 541 426+ 397+ 372+ 467+ 443+ 432+ 501 663 766 729 616

≥26 127 128 133 87+ 147 112 102 81+ 114 56+ 76+ 75+ 148 193 213 210 184

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 29. Past Year Heroin Initiates among People Aged 12 or 
Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 29 Table. Past Year Heroin Initiates among People Aged 12 or Older: 
2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 117 92 118 108 90 106 116 187 142 178 156 169 212+ 135 170 81 117

12-17 39+ 25+ 31+ 18 24+ 16 29+ 19 23+ 38+ 21 21 13 11 8 9 7

18-25 66 42 46 57 56 70+ 58 83+ 83+ 100+ 95+ 66 75+ 57 82+ 46 35

≥26 12+ 25 40 33 9+ 20+ 28 85 37 40 40 82 124 68 80 26+ 75

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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However, caution is advised in interpreting fluctuations in 
the numbers of heroin initiates in single years. The relatively 
small numbers of recent initiates per year can contribute to 
these fluctuations, especially when the estimated numbers 
are presented for specific age groups, as described below.39

In 2018, an estimated 7,000 adolescents aged 12 to 17, 
35,000 young adults aged 18 to 25, and 75,000 adults aged 
26 or older used heroin for the first time in the past year 
(Figure 29). The number of adolescents in 2018 who were 
recent heroin initiates was similar to the numbers in most 
years between 2012 and 2017, but it was lower than the 
numbers in most years from 2002 to 2011.

The number of young adults aged 18 to 25 in 2018 who 
were past year heroin initiates was similar to the numbers 
in most years from 2002 to 2008 and in 2017 (Figure 29). 
However, the number in 2018 was lower than the numbers 
in 2009 to 2012. Among adults aged 26 or older in 2018, 
the number of past year heroin initiates was similar to the 
numbers in most years from 2002 to 2016, but it was higher 
than the estimate in 2017.

Initiation of Methamphetamine Use
In 2018, 205,000 people aged 12 or older initiated 
methamphetamine use in the past year (Figures 26 and 30), 

which averages to about 560 people per day who initiated 
methamphetamine use (Table A.3A). The number of 
past year initiates in 2018 for methamphetamine use was 
similar to the numbers in 2015 to 2017.

In 2018, an estimated 31,000 adolescents aged 12 to 17 
used methamphetamine for the first time in the past year 
(Figure 30). The number of adolescents in 2018 who were 
methamphetamine initiates was similar to the numbers in 
2015 to 2017.

Also in 2018, an estimated 68,000 young adults aged 
18 to 25 and 106,000 adults aged 26 or older initiated 
methamphetamine use in the past year (Figure 30). The 
number of young adults who initiated methamphetamine 
use averages to about 190 young adult initiates per day 
(Table A.3A). Among young adults and adults aged 26 or 
older, the numbers of methamphetamine initiates in 2018 
were similar to the corresponding numbers in 2015 to 2017.

Initiation of Hallucinogen Use
In 2018, an estimated 1.1 million people aged 12 or 
older used hallucinogens for the first time in the past year 
(Figure 26).40 This number averages to about 3,100 new 
hallucinogen users each day (Table A.3A). The number of 
past year hallucinogen initiates aged 12 or older in 2018 was 
similar to the numbers in 2015 to 2017 (2018 DT 7.40).

In 2018, an estimated 234,000 adolescents aged 12 to 17 
used hallucinogens for the first time in the past year (2018 
DT 7.41), which translates to approximately 640 adolescents 
each day who initiated hallucinogen use (Table A.3A). The 
2018 estimate of adolescent hallucinogen initiation was 
lower than the estimates in 2015 to 2017. This decrease 
in the hallucinogen initiation among adolescents indicates 
a need to monitor trends to assess whether the number 
of initiates continues to decrease or if it returns to a level 
consistent with the numbers prior to 2018.

In 2018, an estimated 632,000 young adults aged 18 to 25 
initiated hallucinogen use in the past year (2018 DT 7.43), 
or an average of about 1,700 recent initiates per day in this 
age group (Table A.3A). The 2018 estimate for the number 
of young adults who initiated hallucinogen use in the 
past year was similar to the estimates in 2015 to 2017.

An estimated 250,000 adults aged 26 or older in 2018 
initiated hallucinogen use in the past year (2018 DT 7.44). 
This number averages to about 690 recent initiates per 
day in this age group (Table A.3A). The number of recent 
hallucinogen initiates aged 26 or older in 2018 was higher 

Figure 30. Past Year Methamphetamine Initiates among People 
Aged 12 or Older: 2015-2018
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Figure 30 Table. Past Year Methamphetamine Initiates among People Aged 
12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 225 192 195 205

12 to 17 24 16 27 31

18 to 25 91 79 95 68

26 or Older 110 97 73 106



Key Substance Use and Mental Health Indicators in the United States:  
Results from the 2018 National Survey on Drug Use and Health28 | August 2019

than the number of initiates in 2016, but it was similar to 
the numbers in 2015 and 2017.

Initiation of Inhalant Use
In 2018, an estimated 576,000 people aged 12 or older 
had used inhalants for the first time in the past 12 months 
(Figure 26), which averages to about 1,600 people per day 
who initiated inhalant use (Table A.3A). The number of 
past year inhalant initiates aged 12 or older in 2018 was 
similar to the numbers in 2015 to 2017 (2018 DT 7.40).

In 2018, an estimated 308,000 adolescents aged 12 to 17 
used inhalants for the first time in the past year (2018 
DT 7.41). This number averages to approximately 
840 adolescents each day who initiated inhalant use 
(Table A.3A). There were 210,000 young adults aged 18 
to 25 who initiated inhalant use in the past year (2018 
DT 7.43), or an average of 580 young adults each day who 
initiated inhalant use. An estimated 58,000 adults aged 26 
or older used inhalants for the first time in the past year 
(2018 DT 7.44), or an average of about 160 initiates per 
day in this age group. The 2018 estimates for the numbers 
of adolescents, young adults, and adults aged 26 or older 
who initiated inhalant use in the past year were similar to the 
estimates for the respective age groups in 2015 to 2017.

Initiation of Stimulant Misuse
In 2018, approximately 1.0 million people aged 12 or older 
misused prescription stimulants for the first time in the 
past year (Figure 26). This estimated number of initiates 
averages to about 2,700 initiates per day for prescription 
stimulant misuse (Table A.3A). The number of initiates of 
stimulant misuse aged 12 or older in 2018 was lower than 
the numbers in 2015 and 2016, but it was similar to the 
number in 2017 (2018 DT 7.40).

Approximately 181,000 adolescents aged 12 to 17 in 
2018 misused prescription stimulants for the first time 
in the past year (2018 DT 7.41). This number averages 
to approximately 500 adolescents each day who initiated 
stimulant misuse (Table A.3A). The number of adolescents 
in 2018 who initiated stimulant misuse was lower than the 
number in 2015, but it was similar to the numbers in 2016 
and 2017.

There were 517,000 young adults aged 18 to 25 in 2018 
who initiated prescription stimulant misuse in the past year 
(2018 DT 7.43), or an average of 1,400 young adults each 
day who initiated stimulant misuse (Table A.3A). The 

number of young adults in 2018 who initiated stimulant 
misuse was similar to the numbers in 2015 to 2017.

In 2018, about 302,000 adults aged 26 or older misused 
prescription stimulants for the first time in the past year 
(2018 DT 7.44), which averages to about 830 new misusers 
in this age group each day (Table A.3A). The number of 
adults aged 26 or older in 2018 who initiated stimulant 
misuse was lower than the number in 2016, but it was 
similar to the numbers in 2015 and 2017.

Initiation of Tranquilizer or Sedative Misuse
Although this report includes combined estimates for the 
past year misuse of prescription tranquilizers or sedatives, 
estimates for the initiation of misuse of these substances are 
presented separately in this section. As noted previously, it 
cannot be determined unambiguously whether respondents 
were past year initiates for the aggregate category of any 
tranquilizer or sedative misuse because of the potential for 
respondents to underreport the misuse of prescription drugs 
that occurred more than 12 months ago.

Initiation of Tranquilizer Misuse

About 1.2 million people aged 12 or older in 2018 misused 
prescription tranquilizers for the first time in the past year 
(Figure 26). This number averages to about 3,300 initiates 
per day (Table A.3A). The number of tranquilizer misuse 
initiates aged 12 or older in 2018 was similar to the numbers 
in 2015 to 2017 (2018 DT 7.40).

Approximately 215,000 adolescents aged 12 to 17 in 
2018 misused prescription tranquilizers for the first time 
in the past year (2018 DT 7.41). This number averages 
to approximately 590 adolescents each day who initiated 
tranquilizer misuse (Table A.3A). The number of adolescents 
in 2018 who initiated tranquilizer misuse was similar to the 
numbers in 2015 to 2017.

There were 434,000 young adults aged 18 to 25 in 
2018 who initiated prescription tranquilizer misuse in 
the past year (2018 DT 7.43), or an average of 1,200 
young adults each day who initiated tranquilizer misuse 
(Table A.3A). The number of young adults who initiated 
tranquilizer misuse in 2018 was similar to the numbers in 
2015 and 2017, but it was lower than the number in 2016.

In 2018, about 560,000 adults aged 26 or older misused 
prescription tranquilizers for the first time in the past year 
(2018 DT 7.44), which averages to about 1,500 new misusers 
in this age group each day (Table A.3A). The number of 
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adults aged 26 or older in 2018 who initiated tranquilizer 
misuse was similar to the numbers in 2015 to 2017.

Initiation of Sedative Misuse

In 2018, approximately 251,000 people aged 12 or older 
misused prescription sedatives for the first time in the past year 
(Figure 26). This estimated number of initiates averages to 
about 690 initiates per day for prescription sedative misuse 
(Table A.3A). The number of sedative misuse initiates aged 
12 or older in 2018 was similar to the numbers in 2016 and 
2017, but it was lower than in 2015 (2018 DT 7.40).

In 2018, an estimated 36,000 adolescents aged 12 to 17 
misused prescription sedatives for the first time in the 
past year (2018 DT 7.41). This number averages to 
approximately 100 adolescents each day who initiated 
sedative misuse (Table A.3A). The number of adolescents 
in 2018 who initiated sedative misuse was similar to the 
numbers in 2015 to 2017.

There were 73,000 young adults aged 18 to 25 in 2018 
who initiated prescription sedative misuse in the past year 
(2018 DT 7.43), or an average of 200 young adults each 
day (Table A.3A). The number of young adults in 2018 who 
initiated sedative misuse was similar to the numbers in 2015 
to 2017.

In 2018, about 143,000 adults aged 26 or older misused 
prescription sedatives for the first time in the past year 
(2018 DT 7.44), which averages to about 390 new sedative 
misusers in this age group each day (Table A.3A). The 
number of adults aged 26 or older in 2018 who initiated 
sedative misuse was similar to the numbers in 2016 and 
2017, but it was lower than the number in 2015.

Initiation of Pain Reliever Misuse
In 2018, the number of recent initiates of prescription 
pain reliever misuse (1.9 million) in the past year was the 
second highest among the illicit drugs, after the number 
of marijuana initiates (Figures 26 and 31). The number 
of people aged 12 or older who misused prescription pain 
relievers for the first time in the past year averages to about 
5,200 initiates per day (Table A.3A). The number of pain 
reliever misuse initiates aged 12 or older in 2018 was similar 
to the numbers in 2015 to 2017.

In 2018, approximately 310,000 adolescents aged 12 to 17 
misused prescription pain relievers for the first time in the 
past year (Figure 31). This number averages to approximately 

850 adolescents each day who initiated prescription pain 
reliever misuse (Table A.3A). The number of adolescents in 
2018 who initiated pain reliever misuse was lower than the 
numbers in 2015 and 2016, but it was similar to the number 
in 2017.

An estimated 464,000 young adults aged 18 to 25 in 2018 
initiated prescription pain reliever misuse in the past year 
(Figure 31), or an average of about 1,300 young adults each 
day who initiated pain reliever misuse (Table A.3A). The 
number of young adults in 2018 who initiated pain reliever 
misuse was lower than the numbers in 2015 and 2016, but it 
was similar to the number in 2017.

In 2018, about 1.1 million adults aged 26 or older initiated 
prescription pain reliever misuse in the past year (Figure 31). 
This number averages to about 3,100 adults in this age group 
each day who initiated pain reliever misuse (Table A.3A). 
Unlike the patterns for cigarette, alcohol, and marijuana 
use, the majority of the people in 2018 who initiated pain 
reliever misuse were aged 26 or older. The number of adults 
in this age group in 2018 who were pain reliever misuse 
initiates was similar to the numbers in 2015 to 2017.

Figure 31. Past Year Prescription Pain Reliever Misuse Initiates 
among People Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 31 Table. Past Year Prescription Pain Reliever Misuse Initiates among 
People Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older  2,126  2,139  2,010  1,908 

12 to 17  415+  423+  316  310 

18 to 25  596+  585+  465  464 

26 or Older  1,114  1,130  1,229  1,134 

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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About 2 out of 3 people aged 12 or older in 2018 
(68.5 percent) perceived great risk of harm from having four 
or five drinks of alcohol nearly every day (Figure 32). For 
brevity, this level of alcohol consumption on a single day 
is subsequently referred to as “daily binge drinking.”20 The 
percentage of the population in 2018 who perceived great 
risk of harm from daily binge drinking was similar to the 
percentages in 2015 to 2017 (2018 DT 7.33).

About one third of people aged 12 or older in 2018 
(30.6 percent) perceived great risk of harm from smoking 
marijuana once or twice a week (Figure 32). For brevity, this 
level of consumption in a week is referred to as “weekly use.” 
The percentage of the population in 2018 who perceived 
great risk of harm from weekly marijuana use was lower than 
the percentages in 2015 to 2017 (2018 DT 7.33).

In 2018, an estimated 86.5 percent of people aged 12 or 
older perceived great risk of harm from weekly cocaine use 
(Figure 32). The 2018 percentage of the population who 
perceived great risk of harm from weekly cocaine use was 
similar to that in 2017, but it was lower than the percentages 
in 2015 and 2016 (2018 DT 7.33). Although the percentage 
of the population in 2018 who perceived great risk from 
weekly cocaine use was lower than the percentage in 2015 
and 2016, more than 85 percent in each year thought this 
behavior was harmful.

In 2018, an estimated 94.3 percent of people aged 12 or 
older perceived great risk of harm from weekly heroin use 
(Figure 32). The percentage of the population in 2018 who 
perceived great risk of harm from weekly heroin use was 
similar to the percentages in 2015 to 2017 (2018 DT 7.33). 
More than 90 percent in each year from 2015 to 2018 
perceived great risk from weekly heroin use.

Perceived Risk from Substance Use among 
Adolescents
In 2018, about 2 out of 3 adolescents aged 12 to 17 
perceived great risk of harm from smoking one or more 
packs of cigarettes per day (65.3 percent) and from having 
four or five drinks of alcohol nearly every day (64.4 percent) 
(Figure 33). The percentage of adolescents in 2018 who 
perceived great risk from daily binge drinking was similar to 
the percentages in 2015 to 2017. Although the percentage of 
adolescents in 2018 who perceived great risk of harm from 
smoking one or more packs of cigarettes per day was lower 
than the percentages in 2015 to 2017, about two thirds of 
adolescents in each year thought this behavior was harmful.

Perceived Risk from Substance Use
One factor that can influence whether individuals will use 
tobacco, alcohol, or illicit drugs is the extent to which they 
believe that using these substances might cause them harm. 
NSDUH respondents were asked how much they thought 
people risk harming themselves physically and in other 
ways when they use various substances in certain amounts 
or frequencies. Response choices for these items were “great 
risk,” “moderate risk,” “slight risk,” or “no risk.” Depending 
on the substance, respondents were asked about their 
perceived risk of harm from using a substance daily or using 
a substance once or twice a week (i.e., weekly use).

Figure 32 presents the percentages of people aged 12 or older 
in 2018 who perceived great risk of harm from the use of 
various substances. In this report, the various risk measures 
are presented for each age group. Risk perceptions across 
substances are not compared because of variations in the 
quantity and frequency of use across these substances.41 The 
2018 NSDUH detailed tables include additional measures of 
risk perceptions from substance use.

In 2018, an estimated 71.8 percent of people aged 12 or 
older perceived great risk of harm from smoking one or more 
packs of cigarettes per day (Figure 32). The percentage of the 
population in 2018 who perceived great risk from smoking 
one or more packs of cigarettes per day was similar to the 
percentage in 2017, but it was lower than the percentages in 
2015 and 2016 (2018 DT 7.33). Although the percentage of 
the population who perceived great risk from smoking one 
or more packs of cigarettes a day was lower in 2018 than in 
2015 and 2016, more than 70 percent of the population in 
each year thought this behavior was harmful.

Figure 32. Perceived Great Risk from Substance Use among 
People Aged 12 or Older: 2018
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About 1 in 3 adolescents aged 12 to 17 in 2018 perceived 
great risk of harm from smoking marijuana weekly 
(34.9 percent). About 4 out of 5 adolescents (79.6 percent) 
perceived great risk of harm from weekly cocaine use, and 
5 out of 6 (83.0 percent) perceived great risk from weekly 
heroin use (Figure 33). The percentage of adolescents in 
2018 who perceived great risk from weekly marijuana use 
was lower than the percentages in 2015 to 2017. In contrast, 
the percentages of adolescents in 2018 who perceived great 
risk from weekly cocaine use or weekly heroin use were 
similar to the corresponding percentages in 2015 to 2017.

In 2018, adolescents aged 12 to 17 were less likely than young 
adults aged 18 to 25 or adults aged 26 or older to perceive 
great risk from using heroin or cocaine weekly. For example, 
83.0 percent of adolescents perceived great risk of harm from 
weekly heroin use (Figure 33) compared with 93.3 percent 
of young adults (Figure 34) and 95.7 percent of adults aged 
26 or older (2018 DT 7.37). An estimated 79.6 percent 
of adolescents perceived great risk from weekly cocaine use 
compared with 82.6 percent of young adults and 87.9 percent 

of adults aged 26 or older. Additional data on finer age group 
categories that can be found in the 2018 detailed tables 
(available at https://www.samhsa.gov/data/) indicate that the 
lower likelihood of adolescents than adults to perceive great 
risk of harm from cocaine and heroin use may be attributable 
to a general lack of knowledge about these substances among 
adolescents because younger adolescents aged 12 or 13 tended 
to have lower perceptions of the risk of harm compared with 
older adolescents or adults.

Perceived Risk from Substance Use among Young 
Adults
In 2018, about 2 out of 3 young adults aged 18 to 25 
(67.5 percent) perceived great risk of harm from smoking one 
or more packs of cigarettes per day, and more than 2 out of 5 
(63.4 percent) perceived great risk from daily binge drinking 
(Figure 34). The percentages of young adults in 2018 who 
perceived great risk from smoking one or more packs of 
cigarettes per day and from daily binge drinking were similar 
to the corresponding percentages in 2015 to 2017.

Figure 33. Perceived Great Risk from Substance Use among 
Youths Aged 12 to 17: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 33 Table. Perceived Great Risk from Substance Use among Youths 
Aged 12 to 17: 2015-2018

 Substance Use 2015 2016 2017 2018

Smoking Marijuana Once or Twice a Week 40.6+ 40.0+ 37.7+ 34.9

Using Cocaine Once or Twice a Week 80.2 80.6 80.1 79.6

Using Heroin Once or Twice a Week 82.9 83.4 84.0 83.0

Having 4 or 5 Drinks of Alcohol Nearly Every Day 64.1 65.5 65.2 64.4

Smoking One or More Packs of Cigarettes per Day 68.2+ 69.3+ 67.2+ 65.3

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 34. Perceived Great Risk from Substance Use among 
Young Adults Aged 18 to 25: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 34 Table. Perceived Great Risk from Substance Use among Young 
Adults Aged 18 to 25: 2015-2018

 Substance Use 2015 2016 2017 2018

Smoking Marijuana Once or Twice a Week 19.1+ 17.2+ 15.4 15.4

Using Cocaine Once or Twice a Week 84.3+ 83.6 83.3 82.6

Using Heroin Once or Twice a Week 94.0+ 93.5 93.9 93.3

Having 4 or 5 Drinks of Alcohol Nearly Every Day 62.1 62.3 63.2 63.4

Smoking One or More Packs of Cigarettes per Day 68.0 68.6 66.6 67.5

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

https://www.samhsa.gov/data/
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An estimated 15.4 percent of young adults aged 18 to 25 in 
2018 perceived great risk of harm from smoking marijuana 
weekly (Figure 34). More than 4 out of 5 young adults 
perceived great risk from weekly cocaine use (82.6 percent), 
and more than 9 out of 10 (93.3 percent) perceived great 
risk from weekly heroin use. The percentages of young adults 
in 2018 who perceived great risk from weekly cocaine use or 
weekly heroin use were similar to the percentages in 2016 
and 2017 but were lower than the percentages in 2015. 
For weekly marijuana use, the percentage of young adults 
in 2018 who perceived great risk of harm was lower than 
the percentages in 2015 and 2016 but was similar to the 
percentage in 2017.

In 2018, young adults aged 18 to 25 were less likely than 
adolescents aged 12 to 17 or adults aged 26 or older to 
perceive great risk of harm from smoking marijuana weekly. 
Compared with the estimated 15.4 percent of young adults 
who perceived great risk from smoking marijuana weekly 
(Figure 34), 34.9 percent of adolescents (Figure 33) and 
32.5 percent of adults aged 26 or older (2018 DT 7.37) 
perceived great risk from smoking marijuana weekly.

Perceived Risk from Substance Use among Adults 
Aged 26 or Older
In 2018, about 3 out of 4 adults aged 26 or older perceived 
great risk of harm from smoking one or more packs of 
cigarettes per day (73.2 percent), and about 7 out of 10 
(69.7 percent) perceived great risk from having four or five 
drinks of alcohol nearly every day (2018 DT 7.37). Similar 
percentages of adults in this age group in 2015 to 2018 
perceived great risk from daily binge drinking. Although the 
percentage of adults in this age group who perceived great risk 
from smoking one or more packs of cigarettes a day was lower 
in 2018 than in 2015, nearly three fourths of adults in this 
age group in each year thought this behavior was harmful.

Among adults aged 26 or older in 2018, 32.5 percent 
perceived great risk of harm from smoking marijuana weekly, 
87.9 percent perceived great risk from weekly cocaine use, 
and 95.7 percent perceived great risk from weekly heroin use 
(2018 DT 7.37). More than 95 percent of adults in this age 
group in each year from 2015 to 2018 perceived great risk 
from weekly heroin use. Although the percentage of adults in 
this age group in 2018 who perceived great risk from weekly 
cocaine use was lower than the percentage in 2015, nearly 
90 percent of adults in this age group in each year thought 
this behavior was harmful. Unlike risk perceptions for these 
other substances, the percentage of adults in this age group 

in 2018 who perceived great risk from weekly marijuana use 
was lower than the percentages in 2015 to 2017.

In 2018, adults aged 26 or older were more likely than 
adolescents aged 12 to 17 and young adults aged 18 to 25 
to perceive great risk from smoking one or more packs of 
cigarettes per day (73.2 percent for adults aged 26 or older vs. 
65.3 percent for adolescents and 67.5 percent for young adults) 
(2018 DT 7.37; Figures 33 and 34). Nevertheless, about two 
thirds or more of people in each age group perceived great risk 
from smoking a pack or more of cigarettes per day.

Substance Use Disorders in the Past Year
Substance use disorders (SUDs) are characterized by 
impairment caused by the recurrent use of alcohol or other 
drugs (or both), including health problems, disability, and 
failure to meet major responsibilities at work, school, or 
home. NSDUH includes a series of questions to estimate 
the percentage of the population aged 12 or older who 
had at least one SUD in the past 12 months (subsequently 
referred to as “an SUD” or “a past year SUD,” except when 
“SUDs” refer to more than one substance, such as SUDs 
for the misuse of specific prescription drugs). Respondents 
were asked SUD questions if they previously reported use 
of alcohol or illicit drugs in the past 12 months. Illicit drugs 
include the use of marijuana, cocaine (including crack), 
heroin, hallucinogens, inhalants, and methamphetamine, as 
well as the misuse of prescription stimulants, tranquilizers 
or sedatives (including benzodiazepines), and pain relievers. 
The SUD questions classify people as having an SUD in the 
past 12 months based on criteria specified in the Diagnostic 
and Statistical Manual of Mental Disorders, 4th edition 
(DSM-IV).42,43

This section presents SUD estimates for the most common 
disorders among the population aged 12 or older. Less 
common SUD estimates are not discussed in this report 
(e.g., inhalant use disorder). However, trend data for these 
SUD measures are available in Tables 7.45 to 7.49 in the 
2018 NSDUH detailed tables for the population aged 12 or 
older and by age group.

Alcohol Use Disorder
Alcohol use disorder was defined as meeting DSM-IV criteria 
for either dependence or abuse for alcohol. Respondents who 
used alcohol on 6 or more days in the past 12 months were 
defined as having dependence if they met three or more of 
the following seven dependence criteria:
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1. spent a lot of time engaging in activities related to
alcohol use,

2. used alcohol in greater quantities or for a longer time
than intended,

3. developed tolerance,
4. made unsuccessful attempts to cut down on use,
5. continued use despite physical health or emotional

problems associated with alcohol use,
6. reduced or eliminated participation in other activities

because of alcohol use, and
7. experienced withdrawal symptoms when cutting back

or stopping use.
Respondents who used alcohol on 6 or more days in the 
past 12 months and did not meet criteria for alcohol 
dependence were defined as having abuse if they reported 
one or more of the following:

1. problems at work, home, or school because of alcohol
use;

2. regularly using alcohol and then doing something
physically dangerous;

3. repeated trouble with the law because of alcohol use; and
4. continued use of alcohol despite problems with family

or friends.
An estimated 14.8 million people aged 12 or older in 
2018 had an alcohol use disorder, which corresponds to 
5.4 percent of the population (Figure 35), or about 1 in 19 
people. The percentage of people aged 12 or older in 2018 
with an alcohol use disorder was lower than the percentages 
in 2002 to 2015, but it was similar to the percentages in 
2016 and 2017.

Aged 12 to 17

An estimated 401,000 adolescents aged 12 to 17 in 2018 
had a past year alcohol use disorder, or 1.6 percent of 
adolescents (Figure 35). The percentage of adolescents 
in 2018 with an alcohol use disorder was lower than the 
percentages in 2002 to 2015, but it was similar to the 
percentages in 2016 and 2017.

Aged 18 to 25

Approximately 3.4 million young adults aged 18 to 25 in 
2018 had an alcohol use disorder in the past year. This number 
of young adults with an alcohol use disorder corresponds to 
10.1 percent of young adults (Figure 35). The percentage of 
young adults in 2018 with an alcohol use disorder was lower 

than the percentages in 2002 to 2015, but it was similar to the 
percentages in 2016 and 2017. Nevertheless, 1 in 10 young 
adults in 2018 had an alcohol use disorder.

Aged 26 or Older

In 2018, approximately 11.0 million adults aged 26 or 
older had an alcohol use disorder in the past year, which 
corresponds to 5.1 percent of the adults in this age group 
(Figure 35). The percentage of adults aged 26 or older 
in 2018 with an alcohol use disorder was lower than the 
percentages in most years from 2002 to 2014, but it was 
similar to the percentages in 2015 to 2017.

Illicit Drug Use Disorder
This section presents overall estimates for illicit drug use 
disorder, then provides SUD estimates for selected specific 
illicit drugs. Illicit drug use disorder is defined as meeting 
DSM-IV criteria for either dependence or abuse for one or 
more of the following illicit drugs: marijuana, cocaine, heroin, 
hallucinogens, inhalants, methamphetamine, or prescription 
psychotherapeutic drugs that were misused (i.e., stimulants, 
tranquilizers or sedatives, and pain relievers).44 There are seven 
possible dependence criteria for specific illicit drugs:

Figure 35. Alcohol Use Disorder in the Past Year among People 
Aged 12 or Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 35 Table. Alcohol Use Disorder in the Past Year among People Aged 
12 or Older: 2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 7.7+ 7.5+ 7.8+ 7.7+ 7.7+ 7.5+ 7.4+ 7.5+ 7.1+ 6.5+ 6.8+ 6.6+ 6.4+ 5.9+ 5.6 5.3 5.4

12-17 5.9+ 5.9+ 6.0+ 5.5+ 5.4+ 5.4+ 4.9+ 4.6+ 4.6+ 3.8+ 3.4+ 2.8+ 2.7+ 2.5+ 2.0 1.8 1.6

18-25 17.7+ 17.2+ 17.4+ 17.5+ 17.6+ 16.9+ 17.4+ 16.1+ 15.7+ 14.4+ 14.3+ 13.0+ 12.3+ 10.9+ 10.7 10.0 10.1

≥26 6.2+ 6.0+ 6.3+ 6.2+ 6.2+ 6.2+ 6.0+ 6.3+ 5.9+ 5.4 5.9+ 6.0+ 5.9+ 5.4 5.2 5.0 5.1

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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1. spent a lot of time engaging in activities related to use
of the drug,

2. used the drug in greater quantities or for a longer time
than intended,

3. developed tolerance to the drug,
4. made unsuccessful attempts to cut down on use of the

drug,
5. continued to use the drug despite physical health or

emotional problems associated with use,
6. reduced or eliminated participation in other activities

because of use of the drug, and
7. experienced withdrawal symptoms when respondents

cut back or stopped using the drug.
For most illicit drugs, dependence is defined as meeting three or 
more of these seven criteria. However, experiencing withdrawal 
symptoms is not included as a criterion for some illicit drugs 
based on DSM-IV criteria. For these substances, dependence is 
defined as meeting three or more of the first six criteria.

Respondents who used (or misused) a specific illicit drug in 
the past 12 months and did not meet the dependence criteria 
for that drug were defined as having abuse for that drug if 
they reported one or more of the following:

1. problems at work, home, or school because of use of
the drug;

2. regularly using the drug and then doing something
physically dangerous;

3. repeated trouble with the law because of use of the
drug; and

4. continued use of the drug despite problems with family
or friends.

Application of these criteria is discussed briefly in the 
respective SUD sections for specific illicit drugs. Detailed 
definitions for SUDs for specific illicit drugs also can 
be found in a glossary of key definitions for the 2018 
NSDUH.9

In 2018, an estimated 8.1 million people aged 12 or older 
had at least one illicit drug use disorder. This number of 
people with an illicit drug use disorder corresponds to 
3.0 percent of the population (Figure 36). The percentage 
of people aged 12 or older in 2018 with an illicit drug use 
disorder was similar to the percentages in 2015 to 2017.

Aged 12 to 17

An estimated 681,000 adolescents aged 12 to 17 in 2018 
had a past year illicit drug use disorder, or 2.7 percent of 
adolescents (Figure 36). The percentage of adolescents in 
2018 with an illicit drug use disorder was lower than the 
percentage in 2015, but it was similar to the percentages in 
2016 and 2017.

Aged 18 to 25

Approximately 2.6 million young adults aged 18 to 25 in 
2018 had an illicit drug use disorder in the past year. This 
number of young adults with an illicit drug use disorder 
corresponds to 7.6 percent of young adults (Figure 36). The 
percentage of young adults in 2018 with an illicit drug use 
disorder was similar to the percentages in 2015 to 2017.

Aged 26 or Older

In 2018, approximately 4.8 million adults aged 26 or 
older had an illicit drug use disorder in the past year, 
corresponding to 2.2 percent of the adults in this age group 
(Figure 36). The percentage of adults aged 26 or older in 
2018 with an illicit drug use disorder was similar to the 
percentages in 2015 to 2017.

Figure 36. Illicit Drug Use Disorder in the Past Year among People 
Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 36 Table. Illicit Drug Use Disorder in the Past Year among People 
Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 2.9 2.7 2.8 3.0

12 to 17 3.4+ 3.2 3.0 2.7

18 to 25 7.2 7.0 7.3 7.6

26 or Older 2.1 2.0 2.0 2.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Marijuana Use Disorder
Marijuana use disorder occurs when someone experiences 
clinically significant impairment caused by the recurrent 
use of marijuana, including health problems, persistent or 
increasing use, and failure to meet major responsibilities 
at work, school, or home. NSDUH respondents who used 
marijuana on 6 or more days in the past 12 months were 
categorized as having a marijuana use disorder if they met 
the DSM-IV criteria for either dependence or abuse for 
marijuana. Dependence and abuse criteria for illicit drugs 
(including marijuana) were described previously.

Approximately 4.4 million people aged 12 or older in 
2018 had a marijuana use disorder in the past year, which 
corresponds to 1.6 percent of the population (Figure 37). 
The percentage of the population aged 12 or older in 2018 
with a marijuana use disorder was similar to the percentages 
in most years between 2002 and 2017.

Aged 12 to 17

In 2018, an estimated 2.1 percent of adolescents aged 12 to 
17 had a marijuana use disorder in the past year (Figure 37), 
or about 512,000 adolescents. The percentage of adolescents 
in 2018 with a marijuana use disorder was lower than 

the percentages in 2002 to 2015, but it was similar to the 
percentages in 2016 and 2017.

Aged 18 to 25

Approximately 2.0 million young adults aged 18 to 25 
in 2018 had a marijuana use disorder in the past year, or 
5.9 percent of young adults (Figure 37). The percentage of 
young adults in 2018 with a marijuana use disorder was 
similar to the corresponding percentages in 2002 through 
2013 and 2017, but it was higher than the percentages 
between 2014 and 2016.

Aged 26 or Older

In 2018, approximately 1.9 million adults aged 26 or older had 
a marijuana use disorder in the past year, or 0.9 percent of adults 
in this age group (Figure 37). The 2018 percentage of adults 
aged 26 or older with a marijuana use disorder was similar to 
the percentages in most years between 2002 and 2017.

Cocaine Use Disorder
Cocaine use disorder occurs when someone experiences 
clinically significant impairment caused by the recurrent 
use of cocaine, including health problems, physical 
withdrawal, persistent or increasing use, and failure to meet 
major responsibilities at work, school, or home. NSDUH 
respondents who used cocaine or crack in the past 12 months 
were categorized as having a cocaine use disorder if they 
met the DSM-IV criteria for either dependence or abuse 
for cocaine. Dependence and abuse criteria for illicit drugs 
(including cocaine) were described previously.

About 977,000 people aged 12 or older in 2018 had a 
cocaine use disorder in the past year. This number of people 
with a cocaine use disorder corresponds to 0.4 percent of the 
population (Figure 38). The percentage of the population 
aged 12 or older in 2018 with a cocaine use disorder was 
similar to the percentages in 2009 to 2017, but it was lower 
than the percentages from 2002 to 2008.

Aged 12 to 17

Less than 0.1 percent of adolescents aged 12 to 17 in 2018 
had a cocaine use disorder in the past year (Figure 38), or 
about 5,000 adolescents. The percentage of adolescents 
in 2018 with a cocaine use disorder was lower than the 
percentages in all years from 2002 to 2017.

Aged 18 to 25

Approximately 212,000 young adults aged 18 to 25 in 2018 
had a cocaine use disorder in the past year. This number 

Figure 37. Marijuana Use Disorder in the Past Year among People 
Aged 12 or Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 37 Table. Marijuana Use Disorder in the Past Year among People Aged 
12 or Older: 2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 1.8+ 1.8 1.9+ 1.7 1.7 1.6 1.7 1.7 1.8 1.6 1.7 1.6 1.6 1.5 1.5 1.5 1.6

12-17 4.3+ 3.8+ 3.9+ 3.6+ 3.4+ 3.1+ 3.4+ 3.4+ 3.6+ 3.5+ 3.2+ 2.9+ 2.7+ 2.6+ 2.3 2.2 2.1

18-25 6.0 5.9 6.0 5.9 5.7 5.6 5.6 5.6 5.7 5.7 5.5 5.4 4.9+ 5.1+ 5.0+ 5.2 5.9

≥26 0.8 0.7 0.8 0.7+ 0.8 0.7+ 0.8 0.8 0.9 0.7+ 0.8 0.8 0.9 0.8 0.8 0.8 0.9

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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of young adults with a cocaine use disorder corresponds to 
0.6 percent of young adults (Figure 38). The percentage of 
young adults in 2018 with a cocaine use disorder was lower 
than the percentages in 2002 to 2009, but it was similar to 
the percentages from 2010 to 2017.

Aged 26 or Older

In 2018, approximately 760,000 adults aged 26 or older had 
a cocaine use disorder in the past year, which corresponds 
to 0.4 percent of adults in this age group (Figure 38). The 
percentage of adults aged 26 or older in 2018 with a cocaine 
use disorder was lower than the percentages from 2002 to 
2008, but it was similar to the percentages between 2009 
and 2017.

Heroin Use Disorder
Heroin use disorder occurs when someone experiences 
clinically significant impairment caused by the recurrent 
use of heroin, including health problems, physical 
withdrawal, persistent or increasing use, and failure to meet 
major responsibilities at work, school, or home. NSDUH 
respondents who used heroin in the past 12 months were 
categorized as having a heroin use disorder if they met the 
DSM-IV criteria for either dependence or abuse for heroin. 

Dependence and abuse criteria for illicit drugs (including 
heroin) were described previously.

About 526,000 people aged 12 or older in 2018 had a 
heroin use disorder. This number of people with a heroin 
use disorder corresponds to 0.2 percent of the population 
(Figure 39). The percentage of people in 2018 with a heroin 
use disorder was higher than the percentages in most years 
from 2002 to 2008, but it was similar to the percentages 
from 2009 to 2017. Although the percentages in some 
earlier years were lower than in 2018, all percentages from 
2002 to 2018 were 0.2 percent or less.

Aged 12 to 17

Less than 0.1 percent of adolescents aged 12 to 17 in 2018 
had a heroin use disorder in the past year (Figure 39), which 
corresponds to about 4,000 adolescents. The percentage of 
adolescents in 2018 with a heroin use disorder was similar to 
the percentages in most years from 2002 to 2017.

Aged 18 to 25

Approximately 101,000 young adults aged 18 to 25 in 2018 
had a heroin use disorder in the past year, which corresponds 
to 0.3 percent of young adults (Figure 39). The percentage of 
young adults in 2018 with a heroin use disorder was lower than 

Figure 38. Cocaine Use Disorder in the Past Year among People 
Aged 12 or Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 38 Table. Cocaine Use Disorder in the Past Year among People Aged 
12 or Older: 2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 0.6+ 0.6+ 0.7+ 0.6+ 0.7+ 0.6+ 0.6+ 0.4 0.4 0.3 0.4 0.3 0.3 0.3 0.3 0.4 0.4

12-17 0.4+ 0.3+ 0.4+ 0.4+ 0.4+ 0.4+ 0.3+ 0.2+ 0.1+ 0.2+ 0.2+ 0.1+ 0.1+ 0.1+ 0.1+ 0.1+ 0.0

18-25 1.2+ 1.2+ 1.4+ 1.5+ 1.3+ 1.4+ 1.2+ 0.9+ 0.7 0.6 0.6 0.7 0.5 0.7 0.6 0.7 0.6

≥26 0.6+ 0.6+ 0.6+ 0.5+ 0.6+ 0.6+ 0.5+ 0.4 0.4 0.3 0.4 0.3 0.3 0.3 0.3 0.3 0.4

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Note: Estimates of less than 0.05 percent round to 0.0 percent when shown to the nearest tenth of a percent.

Figure 39. Heroin Use Disorder in the Past Year among People 
Aged 12 or Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 39 Table. Heroin Use Disorder in the Past Year among People Aged 12 
or Older: 2002-2018

 Age 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

≥12 0.1+ 0.1+ 0.1+ 0.1+ 0.1 0.1+ 0.1+ 0.1 0.1 0.2 0.2 0.2 0.2 0.2 0.2 0.2 0.2

12-17 0.1 0.0 0.1+ 0.0 0.0 0.0 0.1+ 0.1+ 0.0 0.1+ 0.1 0.0 0.1 0.0 0.0 0.0 0.0

18-25 0.2+ 0.1+ 0.2 0.3 0.2 0.2 0.3 0.3 0.3 0.4 0.5+ 0.5+ 0.5+ 0.4 0.4 0.5+ 0.3

≥26 0.1+ 0.1+ 0.1+ 0.1+ 0.1 0.1+ 0.1+ 0.1 0.1 0.1 0.1 0.2 0.2 0.2 0.2 0.2 0.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Note: Estimates of less than 0.05 percent round to 0.0 percent when shown to the nearest tenth of a percent.
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the percentages in most years from 2011 to 2017 (ranging from 
0.4 to 0.5 percent), but it was similar to the percentages from 
2004 to 2010 (ranging from 0.2 to 0.3 percent). Compared 
with 2002 and 2003, there was a higher percentage of young 
adults in 2018 with a heroin use disorder.

Aged 26 or Older

In 2018, approximately 421,000 adults aged 26 or older had 
a heroin use disorder in the past year, which corresponds to 
0.2 percent of adults in this age group (Figure 39). Between 
2002 and 2018, 0.1 to 0.2 percent of adults aged 26 or older 
had a heroin use disorder in the past year. The 2018 estimate 
was higher than the estimates in most years from 2002 to 
2008, but it was similar to the estimates between 2009 and 
2017.

Methamphetamine Use Disorder
Respondents were asked questions about SUD symptoms 
that they attributed specifically to their use of methamphet-
amine. Methamphetamine use disorder does not include 
disorders based on the misuse of prescription stimulants 
because, starting in 2015, these concepts were measured 
and reported separately.

Methamphetamine use disorder occurs when someone 
experiences clinically significant impairment caused by 
the recurrent use of methamphetamine, including health 
problems, physical withdrawal, persistent or increasing 
use, and failure to meet major responsibilities at work, 
school, or home. NSDUH respondents who used 
methamphetamine in the past 12 months were categorized 
as having a methamphetamine use disorder if they met 
the DSM-IV criteria for either dependence or abuse for 
methamphetamine. Dependence and abuse criteria for 
illicit drugs (including methamphetamine) were described 
previously.

In 2018, an estimated 1.1 million people aged 12 or older 
had a methamphetamine use disorder. This number of 
people with a methamphetamine use disorder corresponds 
to about 0.4 percent of the population (2018 DT 7.45). 
The percentage of people aged 12 or older in 2018 with 
a methamphetamine use disorder was higher than the 
percentage in 2016, but it was similar to the percentages in 
2015 and 2017.

Aged 12 to 17

An estimated 0.1 percent of adolescents aged 12 to 17 had 
a methamphetamine use disorder in the past year (2018 

DT 7.46), which represents about 18,000 adolescents. The 
percentage of adolescents in 2018 with a methamphetamine 
use disorder was similar to the percentages in 2015 to 2017.

Aged 18 to 25

Approximately 134,000 young adults aged 18 to 25 in 
2018 had a methamphetamine use disorder in the past year, 
which corresponds to 0.4 percent of young adults (2018 
DT 7.48). The percentage of young adults in 2018 with 
a methamphetamine use disorder was similar to the 
percentages in 2015 to 2017.

Aged 26 or Older

In 2018, 0.4 percent of adults aged 26 or older had a 
methamphetamine use disorder (2018 DT 7.49). This 
percentage represents approximately 899,000 adults in this 
age group. The 2018 methamphetamine use disorder estimate 
among adults aged 26 or older was higher than the estimate in 
2016, but it was similar to the estimates in 2015 and 2017.

Stimulant Use Disorder
Stimulant use disorder occurs when someone experiences 
clinically significant impairment caused by the recurrent 
use of prescription stimulants, including health problems, 
persistent or increasing use, and failure to meet major 
responsibilities at work, school, or home. NSDUH 
respondents who misused stimulants in the past 12 months 
were categorized as having a stimulant use disorder if they 
met the DSM-IV criteria for either dependence or abuse for 
stimulants. Dependence and abuse criteria for illicit drugs 
(including misused stimulants) were described previously. 
Respondents who met criteria for methamphetamine use 
disorder but did not meet the criteria for having a stimulant 
use disorder were not classified as having a stimulant use 
disorder.

In 2018, an estimated 561,000 people aged 12 or older 
had a stimulant use disorder in the past year. This number 
of people with a stimulant use disorder corresponds to 
0.2 percent of the population (2018 DT 7.45). In each year 
from 2015 to 2018, 0.2 percent of people aged 12 or older 
had a stimulant use disorder.

Aged 12 to 17

An estimated 53,000 adolescents aged 12 to 17 in 2018 
had a past year stimulant use disorder, or 0.2 percent of 
adolescents (2018 DT 7.46). In each year from 2015 to 
2018, 0.2 percent had a stimulant use disorder.
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Aged 18 to 25

Approximately 185,000 young adults aged 18 to 25 in 2018 
had a stimulant use disorder in the past year, or 0.5 percent 
of young adults (2018 DT 7.48). In each year from 2015 to 
2018, 0.5 percent of young adults had a stimulant use disorder.

Aged 26 or Older

In 2018, approximately 323,000 adults aged 26 or older had 
a stimulant use disorder in the past year, which corresponds to 
0.2 percent of adults in this age group (2018 DT 7.49). The 
2018 estimate of stimulant use disorder among adults aged 26 
or older was similar to the estimates in 2015 to 2017.

Tranquilizer Use Disorder or Sedative Use Disorder
Tranquilizer use disorder or sedative use disorder occur 
when someone experiences clinically significant impairment 
caused by the recurrent use of tranquilizers, sedatives, or 
both. Impairment includes health problems, persistent or 
increasing use, and failure to meet major responsibilities at 
work, school, or home. NSDUH collects dependence and 
abuse information for these two categories of prescription 
drugs. Respondents were classified as having a tranquilizer 
or sedative use disorder if they met DSM-IV criteria 
for tranquilizer use disorder or sedative use disorder. 
Dependence and abuse criteria for illicit drugs (including 
misused tranquilizers or sedatives) were described previously.

In 2018, an estimated 751,000 people aged 12 or older had 
a tranquilizer or sedative use disorder. This number of people 
with a tranquilizer or sedative use disorder corresponds to 
0.3 percent of the population (2018 DT 7.45). In each year 
from 2015 to 2017, 0.3 percent of people aged 12 or older 
had a tranquilizer or sedative use disorder.

Aged 12 to 17

An estimated 0.3 percent of adolescents aged 12 to 17 had 
a tranquilizer or sedative use disorder in the past year (2018 
DT 7.46), which corresponds to about 68,000 adolescents. The 
percentage of adolescents in 2018 with a tranquilizer or sedative 
use disorder was similar to the percentages in 2015 to 2017.

Aged 18 to 25

Approximately 224,000 young adults aged 18 to 25 in 2018 
had a tranquilizer or sedative use disorder in the past year, or 
0.7 percent of young adults (2018 DT 7.48). The percentage 
of young adults in 2018 with a tranquilizer or sedative use 
disorder was similar to the corresponding percentages in 
2015 through 2017.

Aged 26 or Older

In 2018, approximately 458,000 adults aged 26 or older had 
a tranquilizer or sedative use disorder in the past year, which 
corresponds to 0.2 percent of adults in this age group (2018 
DT 7.49). In each year from 2015 to 2018, 0.2 percent of 
adults aged 26 or older had a tranquilizer or sedative use 
disorder. 

Pain Reliever Use Disorder
Pain reliever use disorder occurs when someone experiences 
clinically significant impairment caused by the recurrent 
use of pain relievers, including health problems, physical 
withdrawal, persistent or increasing use, and failure to 
meet major responsibilities at work, school, or home. 
NSDUH respondents who misused pain relievers in the 
past 12 months were categorized as having a pain reliever 
use disorder if they met the DSM-IV criteria for either 
dependence or abuse for pain relievers. Dependence and 
abuse criteria for illicit drugs (including misused pain 
relievers) were described previously.

In 2018, an estimated 1.7 million people aged 12 or older 
had a pain reliever use disorder, which corresponds to 
0.6 percent of the population (Figure 40). The percentage 

Figure 40. Pain Reliever Use Disorder in the Past Year among 
People Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 40 Table. Pain Reliever Use Disorder in the Past Year among People 
Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 0.8+ 0.7 0.6 0.6

12 to 17 0.5 0.6 0.4 0.4

18 to 25 1.2+ 0.8 1.0+ 0.7

26 or Older 0.7 0.6 0.6 0.6

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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of people aged 12 or older in 2018 with a pain reliever use 
disorder was similar to the percentages in 2016 and 2017, 
but it was lower than the percentage in 2015.

Aged 12 to 17

An estimated 0.4 percent of adolescents aged 12 to 17 had a 
pain reliever use disorder in the past year (Figure 40), which 
represents about 104,000 adolescents. The percentage of 
adolescents in 2018 with a pain reliever use disorder was 
similar to the percentages in 2015 to 2017.

Aged 18 to 25

Approximately 248,000 young adults aged 18 to 25 in 
2018 had a pain reliever use disorder in the past year, or 
0.7 percent of young adults (Figure 40). The percentage of 
young adults in 2018 with a pain reliever use disorder was 
lower than the percentages in 2015 and 2017, but it was 
similar to the percentage in 2016.

Aged 26 or Older

In 2018, approximately 1.3 million adults aged 26 or older had 
a pain reliever use disorder in the past year, which corresponds 
to 0.6 percent of adults in this age group (Figure 40). The 2018 
estimate of pain reliever use disorder among adults aged 26 or 
older was similar to the estimates in 2015 to 2017.

Opioid Use Disorder
Misuse of opioids includes two categories of drugs: the 
use of heroin and the misuse of prescription pain relievers. 
NSDUH collects dependence and abuse information for 
these two categories of drugs. Respondents were classified as 
having an opioid use disorder if they met DSM-IV criteria 
for heroin use disorder or pain reliever use disorder (or 
both), as described previously.

In 2018, an estimated 2.0 million people aged 12 or 
older had an opioid use disorder, which corresponds to 
0.7 percent of the population (Figure 41). The percentage 
of people aged 12 or older in 2018 with an opioid use 
disorder was similar to the percentages in 2016 and 2017, 
but it was lower than the percentage in 2015.

Aged 12 to 17

An estimated 0.4 percent of adolescents aged 12 to 17 had 
an opioid use disorder in the past year (Figure 41), which 
represents about 108,000 adolescents. The percentage 
of adolescents in 2018 with an opioid use disorder was 
similar to the percentages in 2015 to 2017.

Aged 18 to 25

Approximately 312,000 young adults aged 18 to 25 
in 2018 had an opioid use disorder in the past year, or 
0.9 percent of young adults (Figure 41). The percentage 
of young adults in 2018 with an opioid use disorder was 
similar to the percentage in 2016, but it was lower than 
the percentages in 2015 and 2017.

Aged 26 or Older

In 2018, approximately 1.6 million adults aged 26 or 
older had an opioid use disorder in the past year, which 
corresponds to 0.7 percent of adults in this age group 
(Figure 41). The 2018 estimate of opioid use disorder 
among adults aged 26 or older was similar to the estimates 
in 2015 to 2017.

Substance Use Disorder (Alcohol or Illicit Drugs)
NSDUH’s overall estimates of SUD include people who met 
the DSM-IV criteria for either dependence or abuse for alcohol 
or illicit drugs. In 2018, approximately 20.3 million people 
aged 12 or older had an SUD in the past year, including 
14.8 million who had an alcohol use disorder and 8.1 million 
who had an illicit drug use disorder (Figure 42). Among the 

Figure 41. Opioid Use Disorder in the Past Year among People 
Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 41 Table. Opioid Use Disorder in the Past Year among People Aged 12 
or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 0.9+ 0.8 0.8 0.7

12 to 17 0.5 0.6 0.4 0.4

18 to 25 1.5+ 1.1 1.3+ 0.9

26 or Older 0.8 0.8 0.7 0.7

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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8.1 million people who had an illicit drug use disorder, the 
most common disorders were for marijuana (4.4 million) and 
misuse of prescription pain relievers (1.7 million).

The estimated 14.8 million people aged 12 or older in 2018 
who had an alcohol use disorder in the past year correspond 
to nearly 3 out of 4 people who had an SUD (73.1 percent) 
(Figure 43).23 The 8.1 million people who had an illicit drug 
use disorder correspond to about 2 out of 5 people who had 
an SUD (40.0 percent). An estimated 2.7 million people had 
both an alcohol use disorder and an illicit drug use disorder 
in the past year, or about 1 in 8 people who had a past year 
SUD (13.1 percent).

In 2018, the 20.3 million people with a past year SUD 
correspond to 7.4 percent of people aged 12 or older 

(Figure 44). This percentage of people who had an SUD 
corresponds to about 1 in 14 people aged 12 or older. The 
percentage of the population in 2018 with an SUD was 
similar to the percentages in 2015 to 2017.

Aged 12 to 17

An estimated 916,000 adolescents aged 12 to 17 in 
2018 had a past year SUD, or 3.7 percent of adolescents 

Figure 43. Alcohol Use Disorder (AUD) and Illicit Drug Use 
Disorder (IDUD) in the Past Year among People Aged 12 or Older 
with Past Year Substance Use Disorder (SUD): 2018
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AUD Only
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with SUD)

14.8 Million People 
with AUD

(73.1% of People 
with SUD)

People with AUD and IDUD
(13.1% of People with SUD)

8.1 Million People 
with IDUD

(40.0% of People 
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IDUD Only
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Figure 44. Substance Use Disorder in the Past Year among People 
Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 44 Table. Substance Use Disorder in the Past Year among People 
Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 7.8 7.5 7.2 7.4

12 to 17 5.0+ 4.3+ 4.0 3.7

18 to 25 15.3 15.1 14.8 15.0

26 or Older 6.9 6.6 6.4 6.6

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 42. People Aged 12 or Older with a Past Year Substance Use Disorder (SUD): 2018
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Note: The estimated numbers of people with substance use disorders are not mutually exclusive because people could have use disorders for more than one substance.
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(Figure 44). Stated another way, about 1 in 27 adolescents 
had an SUD in the past year. The percentage of adolescents 
in 2018 with an SUD was lower than the percentages in 
2015 and 2016, but it was similar to the percentage in 2017.

Aged 18 to 25

About 1 in 7 young adults aged 18 to 25 had an SUD in the 
past year, or about 15.0 percent of young adults (Figure 44). 
Approximately 5.1 million young adults aged 18 to 25 in 
2018 had an SUD in the past year. The percentage of young 
adults in 2018 with an SUD was similar to the percentages 
in 2015 to 2017.

Aged 26 or Older

In 2018, approximately 14.2 million adults aged 26 or older 
had an SUD in the past year. This number corresponds to 
about 1 in 15 adults in this age group (6.6 percent) with an 
SUD in the past year (Figure 44). The percentage of adults 
aged 26 or older in 2018 with an SUD was similar to the 
percentages in 2015 to 2017.

Major Depressive Episode in the Past Year
Mental disorders are characterized by negative changes in 
mood, thought, or behavior and are accompanied by distress 
or impairment. These disorders can make carrying out daily 
activities difficult and can impair an individual’s ability to 
work or function in school, interact with family, or fulfill 
other major life functions.

One such mental disorder is major depressive episode 
(MDE). Respondents were defined as having had an MDE in 
the past 12 months if they had at least one period of 2 weeks 
or longer in the past year when they experienced a depressed 
mood or loss of interest or pleasure in daily activities, 
accompanied by problems with sleeping, eating, energy, 
concentration, or self-worth. The MDE questions are based 
on diagnostic criteria from DSM-5.45 Some of the wordings 
of the depression questions for adolescents aged 12 to 17 
and adults aged 18 or older differed slightly to make the 
questions more developmentally appropriate for adolescents. 
Therefore, the adult and youth estimates for MDE are not 
directly comparable and are presented separately.46,47

NSDUH also collects data on whether an MDE in 
the past year caused respondents to experience severe 
impairment in four major life activities or role domains. 
These domains are defined separately for adults aged 18 or 
older and youths aged 12 to 17 to reflect the different roles 
associated with the two age groups. Adults were defined as 

having an MDE with severe impairment if their depression 
caused severe problems with their ability to manage at home 
or work, have relationships with others, or have a social 
life.48 Adolescents were defined as having an MDE with 
severe impairment if their depression caused severe problems 
with their ability to do chores at home, do well at work or 
school, get along with their family, or have a social life.49

MDE and MDE with Severe Impairment among 
Adolescents
In 2018, about 1 in 7 adolescents aged 12 to 17 had a 
past year MDE (14.4 percent) and 1 in 10 had a past year 
MDE with severe impairment (10.0 percent) (Figure 45). 
These percentages correspond to 3.5 million adolescents 
having had an MDE in the past year and 2.4 million 
adolescents having had a past year MDE with severe 
impairment. Thus, more than two thirds of adolescents in 
2018 who had a past year MDE (70.0 percent) had an MDE 
with severe impairment.23

The percentage of adolescents aged 12 to 17 in 2018 who had 
a past year MDE was higher than the percentages in 2004 to 
2017 (Figure 45). The percentage of adolescents in 2018 who 

Figure 45. Major Depressive Episode (MDE) and MDE with Severe 
Impairment in the Past Year among Youths Aged 12 to 17: 
2004-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 45 Table. Major Depressive Episode (MDE) and MDE with Severe 
Impairment in the Past Year among Youths Aged 12 to 17: 2004-2018

 MDE Status 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

MDE 9.0+ 8.8+ 7.9+ 8.2+ 8.3+ 8.1+ 8.0+ 8.2+ 9.1+ 10.7+ 11.4+ 12.5+ 12.8+ 13.3+ 14.4

MDE with 
Severe 
Impairment 

N/A N/A 5.5+ 5.5+ 6.0+ 5.8+ 5.7+ 5.7+ 6.3+ 7.7+ 8.2+ 8.8+ 9.0+ 9.4 10.0

N/A = not available. 
+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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had a past year MDE with severe impairment also was higher 
than the percentages in 2006 to 2016 (ranging from 5.5 to 
9.0 percent), but it was similar to the percentage in 2017.

MDE and MDE with Severe Impairment among Adults
In 2018, an estimated 7.2 percent of adults aged 18 or older 
(17.7 million adults) had at least one MDE in the past year 
(Figure 46), and 4.7 percent of adults (11.5 million adults) 
had an MDE with severe impairment in the past year 
(Figure 47). Adults in 2018 who had an MDE with severe 
impairment correspond to nearly two thirds (65.1 percent) 
of adults who had a past year MDE.

The percentage of adults aged 18 or older in 2018 who had 
a past year MDE was higher than the percentages in most 
years from 2005 to 2016, but it was similar to the percentage 
in 2017 (Figure 46). The percentage of adults in 2018 with a 
past year MDE with severe impairment also was higher than 
the percentages in most years between 2009 and 2016, but it 
was similar to the percentage in 2017 (Figure 47).

Aged 18 to 25

In 2018, an estimated 4.6 million young adults aged 18 to 
25 had a past year MDE, or 13.8 percent of young adults 
(Figure 46). The percentage of young adults with a past year 

MDE was greater in 2018 than in the years from 2005 to 
2016, but it was similar to the percentage in 2017.

Approximately 3.0 million young adults aged 18 to 25 in 
2018 had a past year MDE with severe impairment, or 
8.9 percent of young adults (Figure 47). The percentage of 
young adults with a past year MDE with severe impairment 
was greater in 2018 than in 2009 to 2016, but it was similar 
to the percentage in 2017.

Aged 26 to 49

In 2018, about 8.0 million adults aged 26 to 49 had a 
past year MDE, or 8.0 percent of adults in this age group 
(Figure 46). The percentage of adults in this age group 
in 2018 who had a past year MDE was similar to the 
corresponding percentages in most years from 2005 to 2017.

An estimated 5.3 million adults aged 26 to 49 in 2018 had 
a past year MDE with severe impairment, or 5.3 percent 
of adults in this age group (Figure 47). Between 2009 and 
2017, the percentages of adults aged 26 to 49 who had a 
past year MDE with severe impairment ranged from 4.6 to 
5.2 percent; the 2018 percentage was either similar to or 
higher than the earlier percentages. Percentages of adults 
in this age group who had a past year MDE with severe 
impairment were similar between 2017 and 2018.

Figure 46. Major Depressive Episode in the Past Year among 
Adults Aged 18 or Older: 2005-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 46 Table. Major Depressive Episode in the Past Year among Adults 
Aged 18 or Older: 2005-2018

Age 05 06 07 08 09 10 11 12 13 14 15 16 17 18

18 or Older 6.6+ 6.5+ 6.7+ 6.5+ 6.6+ 6.8 6.6+ 6.9 6.7+ 6.6+ 6.7+ 6.7+ 7.1 7.2

18 to 25 8.8+ 8.1+ 8.0+ 8.4+ 8.0+ 8.3+ 8.3+ 8.9+ 8.7+ 9.3+ 10.3+ 10.9+ 13.1 13.8

26 to 49 7.6 7.7 7.6 7.4 7.6 7.5 7.7 7.6 7.6 7.2+ 7.5 7.4+ 7.7 8.0

50 or Older 4.5 4.5 5.2 4.8 4.9 5.6+ 4.8 5.5+ 5.1 5.2 4.8 4.8 4.7 4.5

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 47. Major Depressive Episode with Severe Impairment in 
the Past Year among Adults Aged 18 or Older: 2009-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 47 Table. Major Depressive Episode with Severe Impairment in the 
Past Year among Adults Aged 18 or Older: 2009-2018

Age 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 4.0+ 4.2+ 4.2+ 4.5 4.3 4.3+ 4.3+ 4.3+ 4.5 4.7

18 to 25 5.2+ 5.2+ 5.2+ 5.8+ 5.7+ 6.0+ 6.5+ 7.0+ 8.5 8.9

26 to 49 4.8 4.7+ 5.2 5.1 4.9 4.6+ 4.9 4.7+ 5.0 5.3

50 or Older 2.6 3.5 2.9 3.4 3.2 3.5+ 3.0 3.0 2.8 2.9

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 50 or Older

In 2018, about 5.1 million adults aged 50 or older had a 
past year MDE, or 4.5 percent of adults in this age group 
(Figure 46). The percentage of adults aged 50 or older 
in 2018 who had a past year MDE was similar to the 
corresponding percentages in most years from 2005 to 
2017.

An estimated 3.2 million adults aged 50 or older in 
2018 had a past year MDE with severe impairment, or 
2.9 percent of adults in this age group (Figure 47). The 
percentage of adults aged 50 or older in 2018 who had a 
past year MDE with severe impairment was similar to the 
percentages in most years from 2009 to 2017.

Any Mental Illness among Adults in the Past Year
NSDUH provides estimates of any mental illness (AMI) 
and serious mental illness (SMI) for adults aged 18 or older. 
Except for MDE, NSDUH does not include questions or 
methods for estimating the occurrence of mental illness 
among adolescents. Therefore, NSDUH does not include 
any measure for adolescents that is equivalent to AMI or 
SMI for adults.50

Adults aged 18 or older with AMI were defined as having 
any mental, behavioral, or emotional disorder in the past year 
that met DSM-IV criteria (excluding developmental 
disorders and SUDs).42 Adults with AMI were defined as 
having SMI if they had any mental, behavioral, or emotional 
disorder that substantially interfered with or limited one or 
more major life activities. AMI and SMI are not mutually 
exclusive categories; adults with SMI are included in 
estimates of adults with AMI. Adults with AMI who do not 
meet the criteria for having SMI are categorized as having 
AMI excluding SMI.

In 2018, approximately 47.6 million adults aged 18 or older 
had AMI in the past year (2018 DT 10.1), including an 
estimated 11.4 million (2018 DT 10.3) adults who had SMI 
and about 36.3 million adults who had AMI excluding SMI 
in the past year (2018 DT 10.5).51 The 36.3 million adults 
who had AMI excluding SMI correspond to 14.6 percent of 
all adults and 76.1 percent of adults with AMI.

The 47.6 million adults aged 18 or older in 2018 who had 
AMI in the past year correspond to 19.1 percent of all adults 
(Figure 48). The percentage of adults in 2018 who had AMI 
was similar to the percentage in 2017, but it was higher than 
percentages in most years from 2008 to 2016.

Aged 18 to 25

In 2018, approximately 8.9 million young adults aged 18 
to 25 (26.3 percent) had AMI in the past year (Figure 48). 
The percentage of young adults in 2018 who had AMI was 
greater than the percentages in 2008 to 2016, but it was 
similar to the percentage in 2017.

Aged 26 to 49

In 2018, about 22.7 million adults aged 26 to 49 
(22.5 percent) had AMI in the past year (Figure 48). The 
2018 estimate of AMI among adults in this age group was 
higher than the estimates in most years from 2008 to 2016, 
but it was similar to the estimate in 2017.

Aged 50 or Older

In 2018, an estimated 16.0 million adults aged 50 or older 
(14.0 percent) had AMI in the past year (Figure 48). The 
2018 estimate of AMI among adults in this age group was 
similar to estimates in most years from 2008 to 2017.

Serious Mental Illness among Adults in the 
Past Year
Adults aged 18 or older with AMI were defined as having SMI 
if they had any diagnosable mental, behavioral, or emotional 

Figure 48. Any Mental Illness in the Past Year among Adults Aged 
18 or Older: 2008-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 48 Table. Any Mental Illness in the Past Year among Adults Aged 18 
or Older: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 17.7+ 18.1+ 18.1+ 17.8+ 18.6 18.5 18.1+ 17.9+ 18.3+ 18.9 19.1

18 to 25 18.5+ 18.0+ 18.1+ 18.5+ 19.6+ 19.4+ 20.1+ 21.7+ 22.1+ 25.8 26.3

26 to 49 20.7+ 21.6 20.9+ 20.3+ 21.2+ 21.5 20.4+ 20.9+ 21.1+ 22.2 22.5

50 or Older 14.1 14.5 15.1 15.0 15.8+ 15.3 15.4+ 14.0 14.5 13.8 14.0

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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disorder, other than a developmental or substance use disorder, 
that substantially interfered with or limited one or more major 
life activities.50 In 2018, an estimated 11.4 million adults had 
SMI in the past year, which corresponds to 4.6 percent of 
adults (Figure 49). The percentage of adults in 2018 with SMI 
was higher than percentages in most years from 2008 to 2016, 
but it was similar to the percentage in 2017.

Aged 18 to 25

In 2018, about 2.6 million young adults aged 18 to 25 
(7.7 percent) had SMI in the past year (Figure 49). The 
percentage of young adults in 2018 who had SMI was 
greater than the percentages in 2008 to 2016, but it was 
similar to the percentage in 2017.

Aged 26 to 49

An estimated 5.9 million adults aged 26 to 49 (5.9 percent) 
in 2018 had SMI in the past year (Figure 49). The estimate 
of SMI among adults in this age group in 2018 was higher 
than the estimates in most years from 2008 to 2016, but it 
was similar to the estimate in 2017.

Aged 50 or Older

In 2018, approximately 2.8 million adults aged 50 or older 
(2.5 percent) had SMI in the past year (Figure 49). The 

percentage of adults in this age group in 2018 with past year 
SMI was similar to the percentages in most years from 2008 
to 2017.

Co‑Occurring MDE and SUD among 
Adolescents
Adolescents aged 12 to 17 with a past year MDE and an 
SUD (i.e., illicit drug use disorder or alcohol use disorder) are 
defined as having co-occurring MDE and an SUD. The order 
of onset of SUDs and MDE symptoms for adolescents cannot 
be established in the NSDUH data (e.g., whether the onset of 
SUDs preceded the onset of MDE symptoms, or vice versa).

In 2018, about 3.5 million adolescents aged 12 to 17 had 
an MDE in the past year, and 2.4 million adolescents had 
a past year MDE with severe impairment. As also discussed 
previously, an estimated 916,000 adolescents in 2018 had a 
past year SUD. An estimated 1.5 percent of adolescents in 
2018 had an SUD and an MDE in the past year (Figure 50), 
corresponding to 358,000 adolescents (Figure 51). About 
288,000 adolescents in 2018 (1.2 percent of adolescents) had 
an SUD and an MDE with severe impairment in the past year.

The percentages of adolescents aged 12 to 17 who had an 
SUD and an MDE in the past year remained steady from 

Figure 49. Serious Mental Illness in the Past Year among Adults 
Aged 18 or Older: 2008-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 49 Table. Serious Mental Illness in the Past Year among Adults Aged 
18 or Older: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 3.7+ 3.7+ 4.1+ 3.9+ 4.1+ 4.2 4.1+ 4.0+ 4.2+ 4.5 4.6

18 to 25 3.8+ 3.3+ 3.9+ 3.8+ 4.1+ 4.2+ 4.8+ 5.0+ 5.9+ 7.5 7.7

26 to 49 4.8+ 4.9+ 5.2+ 5.0+ 5.2+ 5.3 4.9+ 5.0+ 5.3+ 5.6 5.9

50 or Older 2.5 2.5 3.0 2.8 3.0 3.2+ 3.1+ 2.8 2.7 2.7 2.5

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 50. Past Year Substance Use Disorder (SUD) and Major 
Depressive Episode (MDE) Status among Youths Aged 12 to 17: 
2015-2018
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Figure 50 Table. Past Year Substance Use Disorder (SUD) and Major 
Depressive Episode (MDE) Status among Youths Aged 12 to 17: 2015-2018

 SUD/MDE Status 2015 2016 2017 2018

Co-Occurring SUD and MDE 1.4 1.4 1.4 1.5

Co-Occurring SUD and MDE with Severe 
Impairment

1.2 1.1 1.1 1.2



Key Substance Use and Mental Health Indicators in the United States: 
Results from the 2018 National Survey on Drug Use and Health August 2019 | 45

2015 to 2018 at 1.4 to 1.5 percent (Figure 50). Similarly, the 
percentages of adolescents who had an SUD and an MDE 
with severe impairment in the past year also remained steady 
from 2015 to 2018 at 1.1 to 1.2 percent.

Substance Use among Adolescents with MDE
This section compares the prevalence of substance use among 
adolescents aged 12 to 17 who had a past year MDE with the 
prevalence among adolescents who did not have a past year 
MDE. In 2018, the percentage of adolescents who used 
illicit drugs in the past year was higher among those with a 
past year MDE than it was among those without a past year 
MDE (32.7 vs. 14.0 percent) (Figure 52). Adolescents who 

had a past year MDE also were more likely than adolescents 
without an MDE to be past year users of marijuana (25.2 
vs. 10.5 percent) or misusers of opioids (i.e., heroin users or 
misusers of prescription pain relievers) (6.1 vs. 2.2 percent).

Unlike the illicit drug use estimates described previously, 
estimates of cigarette smoking and binge alcohol use 
refer to substance use behaviors that occurred in the 
past month. In 2018, about 1 in 16 adolescents aged 12 
to 17 (6.1 percent) with a past year MDE were cigarette 
smokers in the past month compared with 2.1 percent of 
those without a past year MDE (Figure 52). In addition, 
adolescents who had a past year MDE were more likely than 
adolescents without an MDE to be past month binge alcohol 
drinkers (8.5 vs. 4.1 percent).

Co‑Occurring Mental Health Issues and SUD 
among Adults
Adults aged 18 or older who had both a mental disorder 
and an SUD in the past year are referred to as having 
co-occurring disorders. In NSDUH, the presence of mental 
disorders is defined as having either AMI or SMI, and 
SUDs refer to the presence of either alcohol use disorder or 
illicit drug use disorder. This section presents findings on 
co-occurring disorders among adults in the United States. As 
described previously for adolescents aged 12 to 17, however, 
the order of onset of SUDs and symptoms of mental 
disorders cannot be established in the NSDUH data for 
adults (e.g., whether the onset of SUDs preceded the onset 
of symptoms of mental disorders, or vice versa).

Co‑Occurring AMI and SUD
As noted previously, 47.6 million adults aged 18 or older in 
2018 had AMI in the past year. In addition, 19.3 million adults 
had a past year SUD. About 9.2 million adults had both AMI 
and an SUD (Figure 53), which corresponds to 3.7 percent of 
adults (Figure 54). The 2018 percentage of adults with both 
AMI and an SUD was higher than the percentages in 2015 
and 2016, but it was similar to the percentage in 2017.

In 2018, approximately 8.9 million young adults aged 18 to 
25 had AMI in the past year, and 5.1 million had a past year 
SUD, as also had been discussed previously. Among young 
adults, 2.4 million had both AMI and an SUD in the past year 
(2018 DT 10.6). This corresponds to 7.2 percent of young 
adults (Figure 54). The 2018 percentage of young adults with 
both AMI and an SUD was higher than the percentages in 
2015 and 2016, but it was similar to the percentage in 2017.

Figure 51. Past Year Substance Use Disorder (SUD) and Major 
Depressive Episode (MDE) among Youths Aged 12 to 17: 2018
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Figure 52. Substance Use among Youths Aged 12 to 17, by 
Past Year Major Depressive Episode (MDE) Status: 2018
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As noted previously, 22.7 million adults aged 26 to 49 
in 2018 had AMI in the past year, and 9.7 million had a 
past year SUD. Among adults in this age group, 5.0 million 
had both AMI and an SUD (2018 DT 10.6). This 

corresponds to 5.0 percent of adults in this age group. The 
percentage of adults aged 26 to 49 in 2018 who had both 
AMI and an SUD was higher than the percentages in 2015 
and 2017, but it was similar to the percentage in 2016.

In 2018, approximately 16.0 million adults aged 50 or older 
had AMI in the past year, and 4.5 million had a past year 
SUD. Among adults in this age group, 1.7 million had 
both AMI and an SUD (2018 DT 10.6). This corresponds 
to 1.5 percent of adults in this age group. The percentages 
of adults aged 50 or older with both AMI and an SUD 
remained steady from 2015 to 2018 at 1.5 to 1.6 percent.

Co‑Occurring SMI and SUD
As noted previously, 11.4 million adults aged 18 or older 
in 2018 had SMI in the past year, and 19.3 million adults 
had a past year SUD. Approximately 3.2 million adults had 
co-occurring SMI and an SUD in the past year (Figure 55), 
which corresponds to 1.3 percent of adults (Figure 54). The 
2018 percentage of adults with both SMI and an SUD was 
higher than the percentages in 2015 and 2016, but it was 
similar to the percentage in 2017.

In 2018, approximately 2.6 million young adults aged 18 to 
25 had SMI in the past year, and 5.1 million had a past year 
SUD, as noted previously. About 879,000 young adults 
had co-occurring SMI and an SUD in the past year, which 
corresponds to 2.6 percent of young adults (2018 DT 10.6 
and Figure 54). The 2018 percentage of young adults with 
both SMI and an SUD was higher than the percentages in 
2015 and 2016, but it was similar to the percentage in 2017.

As noted previously, 5.9 million adults aged 26 to 49 in 
2018 had SMI in the past year, and 9.7 million had a 

Figure 54. Co-Occurring Past Year Substance Use Disorder (SUD), 
Any Mental Illness (AMI), and Serious Mental Illness (SMI) among 
Adults Aged 18 or Older: 2015-2018
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Figure 54 Table. Co-Occurring Past Year Substance Use Disorder (SUD), Any 
Mental Illness (AMI), and Serious Mental Illness (SMI) among Adults Aged 
18 or Older: 2015-2018

 SUD/Mental Illness Status and Age 2015 2016 2017 2018

SUD and AMI

18 or Older 3.3+ 3.4+ 3.4 3.7

18 to 25 5.9+ 6.1+ 6.9 7.2

SUD and SMI

18 or Older 1.0+ 1.1+ 1.3 1.3

18 to 25 1.7+ 2.1+ 2.8 2.6

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level.

Figure 53. Past Year Substance Use Disorder (SUD) and Mental 
Illness among Adults Aged 18 or Older: 2018
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Figure 55. Past Year Substance Use Disorder (SUD) and Serious 
Mental Illness (SMI) among Adults Aged 18 or Older: 2018
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past year SUD. Approximately 1.7 million adults in this age 
group had co-occurring SMI and an SUD in the past year 
(2018 DT 10.6), which corresponds to 1.7 percent of adults 
in this age group. The 2018 percentage of adults aged 26 
to 49 who had both SMI and an SUD in the past year was 
higher than the percentages in 2015 and 2016, but it was 
similar to the percentage in 2017.

In 2018, about 2.8 million adults aged 50 or older had 
past year SMI, and 4.5 million had a past year SUD, as noted 
previously. Approximately 560,000 adults in this age group 
had co-occurring SMI and an SUD (2018 DT 10.6), which 
corresponds to 0.5 percent of adults in this age group. The 
percentages of adults aged 50 or older with both SMI and an 
SUD remained steady from 2015 to 2018 at 0.4 to 0.5 percent.

Substance Use among Adults with Mental 
Health Issues
This section compares the prevalence of substance use among 
adults aged 18 or older who had a mental health issue in the 
past year with the prevalence among adults who did not have 
a past year mental health issue. In NSDUH, the presence of a 
mental health issue among adults refers to them having AMI 
or SMI. In 2018, the percentages of adults who used illicit 
drugs in the past year were higher among those with SMI 
(49.4 percent) and adults with AMI (36.7 percent) compared 
with those without any mental illness (15.7 percent) 
(Figure 56). Adults in 2018 who had AMI or SMI were 
more likely than those without any mental illness to be 

past year users of marijuana (29.2 or 38.9 vs. 13.2 percent) 
or past year misusers of opioids (9.2 or 14.6 vs. 2.6 percent).

Unlike the illicit drug use estimates described previously, 
estimates of cigarette smoking and binge alcohol use refer 
to substance use behaviors that occurred in the past month. 
Among adults aged 18 or older in 2018, 28.1 percent of 
adults with AMI and 37.2 percent of adults with SMI 
were cigarette smokers in the past month compared with 
16.3 percent of those without any mental illness (Figure 56). 
In addition, 31.3 percent of adults with AMI and 
32.3 percent of adults with SMI were binge alcohol drinkers 
in the past month compared with 25.3 percent of adults 
with no mental illness.

Suicidal Thoughts and Behavior among Adults
Suicide is an important public health problem in the 
United States and a tragedy for all involved—the individuals 
and their families, friends, neighbors, colleagues, and 
communities. In 2017, more than 47,000 people in the 
United States died by suicide.52 In addition, suicide rates 
increased in most states between 1999 and 2016, including 
increases by more than 30 percent in 25 states over this 
period.53 However, individuals who died by suicide represent 
a fraction of those who consider or attempt suicide.54 Out 
of every 31 adults in 2008 to 2011 in the United States who 
attempted suicide in the past 12 months, there was 1 death 
by suicide.55 Individuals are likely to have thought about 
suicide before attempting it.

NSDUH has collected information on past year suicidal 
thoughts and behavior among adults aged 18 or older in 
the United States since 2008. Information from NSDUH 
on adults who have seriously thought about suicide or have 
made suicide plans or attempts can be useful to policymakers 
and service providers in gauging the size of the adult 
population at a high level of risk for suicide and in tracking 
changes in the size of this population over time.

NSDUH respondents aged 18 or older were asked if at 
any time during the past 12 months they had thought 
seriously about trying to kill themselves. Adults who had 
serious thoughts of suicide in the past 12 months were asked 
whether they made a plan to kill themselves or tried to kill 
themselves in that period.

In 2018, approximately 10.7 million adults aged 18 or 
older (4.3 percent) had thought seriously about trying to 
kill themselves (Figures 57 and 58). Of the 10.7 million 

Figure 56. Substance Use among Adults Aged 18 or Older, by 
Mental Illness Status: 2018
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adults who had serious thoughts of suicide, 3.3 million had 
made suicide plans, and 1.4 million made a nonfatal suicide 
attempt. Among the 1.4 million adults who attempted 
suicide in the past year, 1.2 million made suicide plans, and 
0.2 million did not make suicide plans. Stated another way, 
about 1 in 3 adults who had serious thoughts of suicide 
made suicide plans, and about 1 in 8 adults who had serious 
thoughts of suicide made a suicide attempt.23

Serious Thoughts of Suicide
The estimated 10.7 million adults aged 18 or older in 
2018 who had serious thoughts of suicide in the past year 
(Figure 57) correspond to 4.3 percent of adults (Figure 58). 
The percentage of adults in 2018 who had serious thoughts 
of suicide was higher than the percentages in 2008 to 2014, 
but it was similar to the percentages in 2015 to 2017.

Aged 18 to 25

In 2018, approximately 3.7 million young adults aged 18 
to 25 (11.0 percent) had serious thoughts of suicide in the 
past year (Figure 58). This number corresponds to about 1 
in 9 young adults (11.0 percent) who had serious thoughts 
of suicide. The percentage of young adults who had serious 
thoughts of suicide was higher in 2018 than in 2008 to 
2016, but it was similar to the percentage in 2017.

Aged 26 to 49

In 2018, about 4.7 million adults aged 26 to 49 had serious 
thoughts of suicide in the past year, or 4.7 percent of adults in 
this age group (Figure 58). The percentage of adults in this age 
group in 2018 who had serious thoughts of suicide was higher 
than the percentages in most years between 2008 and 2015, 
but it was similar to the percentages in 2016 and 2017.

Aged 50 or Older

In 2018, approximately 2.4 million adults aged 50 or older 
had serious thoughts of suicide in the past year, which 
corresponds to 2.1 percent of adults in this age group 
(Figure 58). The percentage of adults aged 50 or older in 
2018 who had serious thoughts of suicide was similar in 
most years from 2008 to 2017.

Suicide Plans
The estimated 3.3 million adults aged 18 or older in 
2018 who made suicide plans in the past year (Figure 57) 
correspond to 1.3 percent of adults (Figure 59). The 
percentage of adults aged 18 or older in 2018 who made 
suicide plans was higher than in 2008 to 2016, but it was 
similar to the percentage in 2017.

Aged 18 to 25

In 2018, approximately 1.2 million young adults aged 18 to 
25 made suicide plans in the past year, which corresponds 
to 3.4 percent of young adults (Figure 59). The percentage 
of young adults in 2018 who made suicide plans was higher 
than the percentages in 2008 to 2016, but it was similar to 
the percentage in 2017.

Figure 57. Suicidal Thoughts, Plans, and Attempts in the 
Past Year among Adults Aged 18 or Older: 2018
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Figure 58. Suicidal Thoughts in the Past Year among Adults Aged 
18 or Older: 2008-2018
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Figure 58 Table. Suicidal Thoughts in the Past Year among Adults Aged 18 or 
Older: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 3.7+ 3.7+ 3.8+ 3.7+ 3.9+ 3.9+ 3.9+ 4.0 4.0 4.3 4.3

18 to 25 6.8+ 6.1+ 6.7+ 6.8+ 7.2+ 7.4+ 7.5+ 8.3+ 8.8+ 10.5 11.0

26 to 49 4.0+ 4.3 4.1+ 3.7+ 4.2 4.0+ 4.0+ 4.1+ 4.2 4.3 4.7

50 or Older 2.3 2.3 2.6 2.6 2.4 2.7+ 2.7+ 2.6 2.4 2.5 2.1

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 26 to 49

In 2018, about 1.5 million adults aged 26 to 49 made 
suicide plans in the past year, which corresponds to 
1.4 percent of adults in this age group (Figure 59). The 
percentage of adults aged 26 to 49 in 2018 who made 
suicide plans in the past year was higher than the percentages 
in most years from 2008 to 2015, but it was similar to the 
percentages in 2016 and 2017.

Aged 50 or Older

In 2018, approximately 702,000 adults aged 50 or older made 
suicide plans in the past year, which corresponds to 0.6 percent 
of adults in this age group (Figure 59). The percentage of 
adults aged 50 or older in 2018 who made suicide plans in the 
past year was similar to the percentages in 2008 to 2017.

Suicide Attempts
The estimated 1.4 million adults aged 18 or older in 2018 
who attempted suicide in the past year (with or without first 
making suicide plans) (Figure 57) correspond to 0.6 percent 
of all adults (Figure 60). The percentage of adults in 2018 
who attempted suicide was similar to the percentages in 
most years between 2008 and 2017.

Aged 18 to 25

In 2018, approximately 647,000 young adults aged 18 to 25 
attempted suicide in the past year. This number corresponds 
to 1.9 percent of young adults (Figure 60). The percentage 
of young adults who attempted suicide was higher in 2018 
than in 2008 to 2014, but it was similar to the percentages 
in 2015 to 2017.

Aged 26 to 49

In 2018, about 521,000 adults aged 26 to 49 attempted 
suicide in the past year, which corresponds to 0.5 percent 
of adults in this age group (Figure 60). The percentage of 
adults aged 26 to 49 in 2018 who attempted suicide in the 
past year was similar to the percentages from 2008 to 2017.

Aged 50 or Older

In 2018, about 274,000 adults aged 50 or older attempted 
suicide in the past year, which corresponds to 0.2 percent 
of adults in that age group (Figure 60). The percentage of 
adults aged 50 or older in 2018 who attempted suicide in the 
past year was similar to the percentages from 2008 to 2017.

Figure 59. Suicide Plans in the Past Year among Adults Aged 18 
or Older: 2008-2018
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Figure 59 Table. Suicide Plans in the Past Year among Adults Aged 18 or 
Older: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 1.0+ 1.0+ 1.1+ 1.0+ 1.1+ 1.1+ 1.1+ 1.1+ 1.1+ 1.3 1.3

18 to 25 2.0+ 2.0+ 1.9+ 1.9+ 2.4+ 2.5+ 2.3+ 2.7+ 2.9+ 3.7 3.4

26 to 49 1.1+ 1.0+ 1.0+ 1.1+ 1.3 1.3 1.1+ 1.1+ 1.3 1.2 1.4

50 or Older 0.7 0.6 0.9 0.7 0.6 0.6 0.7 0.7 0.5 0.6 0.6

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 60. Suicide Attempts in the Past Year among Adults Aged 
18 or Older: 2008-2018
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Figure 60 Table. Suicide Attempts in the Past Year among Adults Aged 18 or 
Older: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 0.5 0.5+ 0.5 0.5 0.6 0.6 0.5+ 0.6 0.5 0.6 0.6

18 to 25 1.2+ 1.1+ 1.2+ 1.2+ 1.5+ 1.3+ 1.2+ 1.6 1.8 1.9 1.9

26 to 49 0.4 0.5 0.4 0.5 0.5 0.6 0.5 0.5 0.5 0.4 0.5

50 or Older 0.3 0.2 0.3 0.3 0.3 0.3 0.2 0.3 0.2 0.3 0.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Substance Use Treatment in the Past Year
Substance use treatment (i.e., treatment for problems related 
to the use of alcohol or illicit drugs) is intended to help 
people address problems associated with their substance use. 
NSDUH provides two principal measures related to substance 
use treatment: (a) the need for substance use treatment and 
(b) the receipt of substance use treatment. NSDUH also
collects information on the types of settings where people
received treatment and whether people needed substance use
treatment but did not receive it. In addition, NSDUH collects
information about people who did not receive treatment but
felt they needed it and why they did not get treatment.

Need for Substance Use Treatment
NSDUH includes questions used to identify people who 
needed substance use treatment in the past year. For this report, 
people are classified as needing substance use treatment if they 
had an SUD in the past year or if they received substance use 
treatment at a specialty facility56 in the past year.57,58

In 2018, an estimated 21.2 million people aged 12 or older 
needed substance use treatment in the past year. Stated another 
way, about 1 in 13 people aged 12 or older (7.8 percent) 
needed substance use treatment (Figure 61). The percentage of 

the population in 2018 who needed substance use treatment 
was similar to the percentages from 2015 to 2017.

Aged 12 to 17

In 2018, about 946,000 adolescents aged 12 to 17 needed 
substance use treatment in the past year. This number 
corresponds to 3.8 percent of adolescents, or about 1 in 26 
adolescents (Figure 61). The percentage of adolescents in 
2018 who needed substance use treatment was lower than 
the corresponding percentages in 2015 and 2016, but it was 
similar to the percentage in 2017.

Aged 18 to 25

About 5.2 million young adults aged 18 to 25 in 2018 
needed treatment for a substance use problem in the 
past year, corresponding to 15.3 percent of young adults 
(Figure 61). Stated another way, about 1 in 7 young adults 
needed substance use treatment. The percentages of young 
adults who needed substance use treatment were similar 
from 2015 to 2018. In each year from 2015 to 2018, at least 
15 percent of young adults needed substance use treatment.

Aged 26 or Older

About 15.1 million adults aged 26 or older in 2018 needed 
substance use treatment in the past year. This number 
corresponds to 7.0 percent of adults in this age group, or 
about 1 in 14 adults aged 26 or older (Figure 61). The 2018 
estimate of adults in this age group who needed treatment 
for a substance use problem was similar to the estimates 
between 2015 and 2017.

Receipt of Substance Use Treatment
NSDUH respondents who used alcohol or illicit drugs in their 
lifetime are asked whether they ever received substance use 
treatment, and those who received substance use treatment in 
their lifetime are asked whether they received treatment in the 
12 months prior to the survey interview (i.e., the past year). 
Substance use treatment refers to treatment or counseling 
received for alcohol or illicit drug use or for medical problems 
associated with the use of alcohol or illicit drugs.

NSDUH collects information on the receipt of any substance 
use treatment and the receipt of substance use treatment at a 
specialty facility. The categories of any substance use treatment 
and treatment at a specialty facility are not mutually exclusive. 
People could report receiving treatment at more than one 
location. Receipt of any substance use treatment includes 
substance use treatment received in the past year at any 
location, such as a hospital (inpatient), rehabilitation facility 

Figure 61. Need for Substance Use Treatment in the Past Year 
among People Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 61 Table. Need for Substance Use Treatment in the Past Year among 
People Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 8.1 7.8 7.6 7.8

12 to 17 5.1+ 4.4+ 4.1 3.8

18 to 25 15.5 15.5 15.1 15.3

26 or Older 7.2 6.9 6.8 7.0

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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(outpatient or inpatient), mental health center, emergency 
room, private doctor’s office, prison or jail, or self-help group 
(e.g., Alcoholics Anonymous or Narcotics Anonymous). 
Substance use treatment at a specialty facility is included in 
estimates of any substance use treatment because a subset of the 
treatment locations is categorized as specialty facilities. Receipt 
of substance use treatment at a specialty facility is defined as 
substance use treatment a respondent received at a hospital 
(only as an inpatient), a drug or alcohol rehabilitation facility 
(as an inpatient or outpatient), or a mental health center. 
Receipt of substance use treatment at a specialty facility is also 
referred to as receipt of specialty substance use treatment.

This section presents the following past year estimates for 
the population aged 12 or older: receipt of any substance use 
treatment and receipt of specialty substance use treatment 
among all people in this age group and receipt of specialty 
substance use treatment among people who needed 
substance use treatment. To provide a better understanding 
of why people may have received substance use treatment, 
this section also presents treatment estimates among people 
with specific types of SUDs, such as receipt of specialty 
alcohol use treatment among people with alcohol use 
disorder, and receipt of specialty illicit drug use treatment 
among people with specific illicit drug use disorders.

Receipt of Any Substance Use Treatment

In 2018, approximately 3.7 million people aged 12 or older 
received any substance use treatment in the past year, or 
1.4 percent of the population (Figure 62). The 2018 percentage 
of people aged 12 or older who received any substance use 
treatment was similar to the percentages in 2015 to 2017.

By Age Group

Among adolescents aged 12 to 17 in 2018, 159,000 received 
any substance use treatment in the past year, or 0.6 percent 
of adolescents (Figure 62). The 2018 percentage was similar 
to the percentages in 2015 to 2017.

An estimated 547,000 young adults aged 18 to 25 in 2018 
received any substance use treatment in the past year. This 
number of young adults who received any substance use 
treatment corresponds to 1.6 percent of young adults 
(Figure 62). The percentage of young adults who received 
any substance use treatment in 2018 was similar to the 
percentages in 2015 to 2017.

About 3.0 million adults aged 26 or older in 2018 received 
any substance use treatment in the past year, or 1.4 percent 
of adults in this age group (Figure 62). The 2018 percentage 

of adults aged 26 or older who received any substance use 
treatment was similar to the percentages in 2015 to 2017.

Receipt of Specialty Substance Use Treatment

Approximately 2.4 million people aged 12 or older in 2018 
received substance use treatment at a specialty facility in the 
past year, or 0.9 percent of the population (Figure 63). The 
percentage of people who received substance use treatment 
at a specialty facility in 2018 was similar to the percentages 
in 2015 to 2017.

By Age Group

In 2018, about 83,000 adolescents aged 12 to 17 received 
substance use treatment at a specialty facility in the 
past year, which corresponds to 0.3 percent of adolescents 
(Figure 63). The percentage of adolescents in 2018 who 
received substance use treatment at a specialty facility was 
similar to the percentages from 2015 to 2017.

An estimated 331,000 young adults aged 18 to 25 in 2018 
received substance use treatment at a specialty facility in the 
past year, or 1.0 percent of young adults (Figure 63). The 
2018 percentage of young adults who received substance use 
treatment at a specialty facility was similar to the percentages 
in 2015 and 2016, but it was lower than the percentage in 
2017. Nevertheless, in each year from 2015 to 2018, about 

Figure 62. Received Any Substance Use Treatment in the 
Past Year among People Aged 12 or Older: 2015-2018

Pe
rc

en
t R

ec
ei

vi
ng

 A
ny

 S
ub

st
an

ce
 U

se
 

Tr
ea

tm
en

t i
n 

Pa
st

 Y
ea

r

0.0

0.5

1.0

1.5

2.0

2018201720162015

12 or Older 12 to 17 18 to 25 26 or Older

Figure 62 Table. Received Any Substance Use Treatment in the Past Year 
among People Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 1.4 1.4 1.5 1.4

12 to 17 0.8 0.7 0.7 0.6

18 to 25 1.9 1.8 1.9 1.6

26 or Older 1.4 1.4 1.5 1.4
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1.0 to 1.3 percent of young adults received substance use 
treatment at a specialty facility in the past year.

In 2018, about 1.9 million adults aged 26 or older received 
substance use treatment at a specialty facility in the 
past year. This number corresponds to 0.9 percent of adults 
in this age group (Figure 63). The percentage of adults aged 
26 or older in 2018 who received substance use treatment 
at a specialty facility was similar to the corresponding 
percentages in 2015 to 2017.

Receipt of Specialty Substance Use Treatment among 
People Who Needed Substance Use Treatment

The estimated 2.4 million people aged 12 or older in 2018 
who received substance use treatment at a specialty facility 
in the past year also correspond to 11.1 percent of the 
people who needed treatment (Figure 64). Among people 
aged 12 or older who needed substance use treatment, the 
percentage in 2018 who received specialty substance use 
treatment was similar to the percentages in 2015 to 2017.

By Age Group

The 83,000 adolescents aged 12 to 17 in 2018 who received 
substance use treatment at a specialty facility in the past year 

correspond to 8.8 percent of the adolescents who needed 
substance use treatment (Figure 64). Among adolescents 
who needed substance use treatment, the percentage in 2018 
who received substance use treatment at a specialty facility 
was similar to the percentages in 2015 to 2017.

In 2018, the 331,000 young adults aged 18 to 25 who 
received substance use treatment at a specialty facility 
in the past year correspond to 6.3 percent of the young 
adults who needed substance use treatment (Figure 64). 
Among young adults who needed substance use treatment, 
the 2018 percentage who received specialty substance use 
treatment was similar to the percentages in 2015 and 2016, 
but it was lower than the percentage in 2017.

The estimated 1.9 million adults aged 26 or older in 2018 
who received substance use treatment at a specialty facility 
in the past year correspond to 12.9 percent of the adults 
in this age group who needed substance use treatment 
(Figure 64). Among adults aged 26 or older who needed 
substance use treatment, the percentage who received 
substance use treatment at a specialty facility in 2018 was 
similar to the percentages in 2015 to 2017.

Figure 64. Received Specialty Substance Use Treatment in the 
Past Year among People Aged 12 or Older Who Needed Substance 
Use Treatment in the Past Year: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 64 Table. Received Specialty Substance Use Treatment in the 
Past Year among People Aged 12 or Older Who Needed Substance Use 
Treatment in the Past Year: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 10.8 10.6 12.2 11.1

12 to 17 6.3 8.2 8.8 8.8

18 to 25 7.7 7.2 8.5+ 6.3

26 or Older 12.3 12.1 13.8 12.9

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 63. Received Specialty Substance Use Treatment in the 
Past Year among People Aged 12 or Older: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 63 Table. Received Specialty Substance Use Treatment in the 
Past Year among People Aged 12 or Older: 2015-2018

 Age 2015 2016 2017 2018

12 or Older 0.9 0.8 0.9 0.9

12 to 17 0.3 0.4 0.4 0.3

18 to 25 1.2 1.1 1.3+ 1.0

26 or Older 0.9 0.8 0.9 0.9

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Receipt of Alcohol Use Treatment at a Specialty 
Facility among People with Alcohol Use Disorder

In 2018, about 686,000 people aged 12 or older with an 
alcohol use disorder received alcohol use treatment at a 
specialty facility in the past year, or 4.6 percent of people 
with an alcohol use disorder (2018 DT 7.58). Among people 
aged 12 or older with an alcohol use disorder, the percentage 
in 2018 who received alcohol use treatment at a specialty 
facility was similar to the percentages in 2015 to 2017.

Receipt of Illicit Drug Use Treatment at a Specialty Facility 
among People with Specific Illicit Drug Use Disorders

In 2018, approximately 743,000 people aged 12 or older 
with an illicit drug use disorder received illicit drug use 
treatment at a specialty facility in the past year (2018 
DT 7.57). This number corresponds to 9.2 percent of people 
aged 12 or older with an illicit drug use disorder (Figure 65). 
Among people aged 12 or older with an illicit drug use 

disorder, the percentage in 2018 who received illicit drug use 
treatment at a specialty facility was similar to the percentages 
in 2015 and 2016 (11.0 and 9.2 percent, respectively), but it 
was lower than the percentage in 2017 (13.0 percent).

About 400,000 people aged 12 or older in 2018 with an 
opioid use disorder received illicit drug use treatment at a 
specialty facility in the past year, or 19.7 percent of those 
with an opioid use disorder (Figure 65). In addition, the 
following percentages of people received illicit drug use 
treatment at a specialty facility: 19.0 percent of people 
with a cocaine use disorder, 18.1 percent of people with 
a methamphetamine use disorder, 17.6 percent of people 
with a tranquilizer or sedative use disorder, and 9.3 percent 
of people with a stimulant use disorder. Estimates for the 
receipt of illicit drug use treatment at a specialty facility 
among people aged 12 or older with a heroin use disorder, 
hallucinogen use disorder, or inhalant use disorder were not 
reported for 2018 due to low precision.12

Similar to the trend described previously for the receipt 
of illicit drug use treatment at a specialty facility in the 
past year among people with an illicit drug use disorder, the 
percentage of people in 2018 with an opioid use disorder 
who received illicit drug use treatment at a specialty 
facility (19.7 percent) was similar to the percentages in 
2015 and 2016 (20.7 and 21.1 percent, respectively), but 
it was lower than the percentage in 2017 (28.6 percent) 
(Figure 65). In contrast, among people aged 12 or older in 
2018 with a marijuana use disorder, cocaine use disorder, 
methamphetamine use disorder, pain reliever use disorder, 
stimulant use disorder, or tranquilizer use disorder, 
the respective percentages who received illicit drug use 
treatment at a specialty facility in the past year were similar 
to the corresponding percentages from 2015 to 2017 (2018 
DT 7.57). For example, 5.0 to 6.7 percent of people in 
2015 to 2018 who had a marijuana use disorder received 
illicit drug use treatment at a specialty facility.

Perceived Need for Substance Use Treatment
NSDUH respondents are defined as having a perceived 
need for substance use treatment (i.e., treatment for 
problems related to their use of alcohol or illicit drugs) 
if they indicated that they felt they needed substance 
use treatment in the past year. Respondents may have a 
perceived need for substance use treatment, regardless 
of whether they had an SUD in the past year. In this 
report, estimates for the perceived need for substance use 
treatment are discussed only for people aged 12 or older 

Figure 65. Received Specialty Illicit Drug Use Treatment in the 
Past Year among People Aged 12 or Older, by Specific Illicit Drug 
Use Disorders: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 65 Table. Received Specialty Illicit Drug Use Treatment in the 
Past Year among People Aged 12 or Older, by Specific Illicit Drug Use 
Disorders: 2015-2018

 Drug Use Disorder 2015 2016 2017 2018

Illicit Drug Use Disorder 11.0 9.2 13.0+ 9.2

Marijuana Use Disorder 5.0 5.1 6.7 5.1

Pain Reliever Use Disorder 18.2 17.5 20.6 15.6

Cocaine Use Disorder 17.7 16.7 26.9 19.0

Opioid Use Disorder 20.7 21.1 28.6+ 19.7

Methamphetamine Use Disorder 25.4 17.8 23.5 18.1

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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who were classified as needing treatment but who did not 
receive specialty treatment for their use of alcohol or illicit 
drugs. As described previously, people are defined as 
needing substance use treatment if they had an SUD in the 
past year or if they received substance use treatment at a 
specialty facility56 in the past year.57,58

In 2018, among the estimated 18.9 million people aged 12 
or older who needed substance use treatment but did not 
receive specialty treatment in the past year, about 964,000 
perceived a need for treatment for their use of illicit drugs 
or alcohol. These individuals who perceived a need for 
substance use treatment include 392,000 who made an 
effort to get treatment and 573,000 who did not make an 
effort to get treatment (Figure 66).59

The estimated 964,000 people who perceived a need for 
substance use treatment correspond to about 5.1 percent of 
people aged 12 or older who needed treatment but did not 
receive specialty substance use treatment in the past year 
(2018 DT 7.64). Thus, the large majority (94.9 percent) of 
people aged 12 or older who needed substance use treatment 
but did not receive specialty treatment did not think they 
needed treatment in the past 12 months for their substance 
use. Among people aged 12 or older who needed treatment 
but did not receive specialty substance use treatment, the 
percentage in 2018 who perceived they needed treatment 
was similar to the percentages in 2015 to 2017.

Aged 12 to 17

Most adolescents aged 12 to 17 in 2018 who needed 
treatment for their substance use but did not receive specialty 

treatment did not perceive a need for substance use treatment. 
Among the estimated 863,000 adolescents in 2018 who 
needed substance use treatment but did not receive treatment 
at a specialty facility in the past year, about 15,000 perceived 
a need for treatment for their substance use. This number of 
adolescents who perceived a need for substance use treatment 
corresponds to 1.8 percent of adolescents who needed but 
did not receive specialty treatment (2018 DT 7.64). Among 
adolescents who needed treatment but did not receive 
specialty substance use treatment, the percentage in 2018 who 
perceived a need for substance use treatment was similar to 
the percentages in 2015 to 2017.

Aged 18 to 25

Most young adults aged 18 to 25 in 2018 who needed 
treatment for their substance use but did not receive specialty 
treatment did not perceive a need for treatment. Among 
the estimated 4.9 million young adults in 2018 who needed 
substance use treatment but did not receive treatment at a 
specialty facility in the past year, about 169,000 perceived 
a need for treatment for their substance use. This number 
of young adults who perceived a need for substance use 
treatment corresponds to 3.5 percent of young adults who 
needed treatment but did not receive specialty treatment 
(2018 DT 7.64). Among young adults who needed treatment 
but did not receive specialty substance use treatment, the 
percentage in 2018 who perceived a need for substance use 
treatment was similar to the percentages in 2015 to 2017.

Aged 26 or Older

In 2018, the estimated 13.1 million adults aged 26 or older 
who needed substance use treatment but did not receive 
specialty treatment in the past year include approximately 
780,000 adults in this age group who perceived a need for 
treatment for their substance use. This number of adults 
aged 26 or older who perceived a need for substance use 
treatment corresponds to 5.9 percent of adults in this age 
group who needed treatment but did not receive specialty 
treatment (2018 DT 7.64). Among adults aged 26 or 
older who needed treatment but did not receive specialty 
substance use treatment, the percentage in 2018 who 
perceived a need for substance use treatment was similar to 
the percentages in 2015 to 2017.

Reasons for Not Receiving Specialty Substance Use 
Treatment
NSDUH respondents who did not receive substance use 
treatment in the past 12 months but felt they needed 

Figure 66. Perceived Need for Substance Use Treatment among 
People Aged 12 or Older Who Needed but Did Not Receive 
Specialty Substance Use Treatment in the Past Year: 2018

18.9 Million People Needed but Did Not Receive Specialty Substance Use Treatment

17.9 Million 
Did Not Feel They 
Needed Treatment

(94.9%)

392,000 Felt They Needed 
Treatment and Made an Effort 

to Get Treatment
(2.1%)

573,000 Felt They Needed 
Treatment and Did Not Make 

an Effort to Get Treatment
(3.0%)
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treatment were asked to report the reasons for not receiving 
treatment. As noted in the previous section, 94.9 percent 
of people aged 12 or older in 2018 who were classified as 
needing substance use treatment (i.e., either had an SUD 
or received specialty substance use treatment) but who did 
not receive specialty substance use treatment did not think 
they needed treatment (Figure 66). Information on common 
reasons for not receiving substance use treatment despite 
individuals perceiving a need for treatment is important for 
identifying and addressing barriers to treatment receipt.

In 2018, common reasons for not receiving substance use 
treatment among people aged 12 or older who needed 
treatment and perceived a need for treatment but did not 
receive treatment at a specialty facility were not being 
ready to stop using (38.4 percent) or having no health care 
coverage and not being able to afford the cost of treatment 
(32.5 percent) (2018 DT 7.65). Stated another way, about 2 
in 5 people who needed and perceived a need for treatment 
but did not receive substance use treatment at a specialty 
facility were not ready to stop using, and about 1 in 3 had 
no health care coverage and were not able to afford the cost. 
Among people aged 12 or older who needed and perceived 
a need for treatment but did not receive treatment at a 
specialty facility, the percentages in 2015 to 2018 who 
were not ready to stop using were similar across the years 
and ranged from 37.7 to 40.3 percent. Corresponding 
percentages in 2015 to 2018 for people not receiving 
substance use treatment because they had no health care 
coverage and could not afford the cost were also similar 
across the years and ranged from 26.4 to 32.5 percent.

About 1 in 5 people aged 12 or older in 2018 who needed 
and perceived a need for treatment but did not receive 
treatment at a specialty facility did not know where to 
go to get treatment (21.1 percent) (2018 DT 7.65). This 
percentage in 2018 was higher than the percentage in 2017 
(10.9 percent), but it was similar to the percentages in 2015 
and 2016 (12.5 and 18.6 percent, respectively).

In 2018, about 1 in 6 people aged 12 or older who needed and 
perceived a need for treatment but did not receive treatment 
at a specialty facility (16.0 percent) felt that getting treatment 
would have a negative effect on their job (2018 DT 7.65). 
An estimated 14.9 percent of these people felt that getting 
treatment would cause their neighbors or community to 
have a negative opinion of them. These percentages in 2018 
were similar to the percentages in 2015 to 2017 (ranging 
from 11.5 to 20.5 percent for effects on jobs and from 8.3 to 
17.2 percent for opinions of neighbors or the community).

Mental Health Service Use in the Past Year
NSDUH includes questions to estimate the use of mental 
health services in the United States among the adolescent 
and adult populations. In addition to estimating the use 
of mental health services among the overall adolescent and 
adult populations, these questions allow the estimation of 
the use of mental health services among adolescents and 
adults with mental health issues (i.e., MDE, AMI, and SMI).

Treatment for Depression among Adolescents
Adolescents aged 12 to 17 who had met the criteria for 
having a past year MDE were asked whether they had 
received treatment for their depression in the past year. 
Adolescents who reported seeing or talking to a health 
professional or taking prescribed medication for their 
depression were defined as having received treatment for 
their depression in the past year.60

Of the 3.5 million adolescents in 2018 with a past year 
MDE, an estimated 1.4 million adolescents received 
treatment for depression. Stated another way, 41.4 percent of 
adolescents who had a past year MDE received treatment for 
depression (Figure 67). The 2018 percentage was similar to 
the percentages in most years from 2004 to 2017.

In 2018, about 1.1 million adolescents aged 12 to 17 who 
had a past year MDE with severe impairment received 
treatment for depression, or 46.9 percent of adolescents who 
had a past year MDE with severe impairment (Figure 67). 
The percentage of adolescents in 2018 with an MDE with 
severe impairment who received treatment for depression was 
similar to the percentages in most years from 2006 to 2017.

Treatment for Depression among Adults
Adults aged 18 or older who had met the criteria for having 
a past year MDE were asked whether they had received 
treatment for their depression in the past year. Treatment for 
depression in adults is defined as seeing or talking to a health 
professional or other professional or using prescription 
medication for depression in the past year.60

Of the 17.7 million adults aged 18 or older in 2018 who had a 
past year MDE, 11.5 million received treatment for depression, 
or nearly two thirds (64.8 percent) of adults who had a 
past year MDE (Figure 68). The percentage of adults in 2018 
with a past year MDE who received treatment for depression 
was similar to the percentages in 2009 and in 2015 to 2017, 
but it was lower than the percentages in 2010 to 2014.
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Among the 11.5 million adults aged 18 or older in 2018 
who had a past year MDE with severe impairment, 
7.9 million received treatment for depression, or more than 
two thirds (68.6 percent) of adults with a past year MDE 
with severe impairment (2018 DT 10.35). The percentage 
of adults in 2018 with an MDE with severe impairment 
who received treatment for depression was lower than the 
percentages in 2010 to 2017.

Aged 18 to 25

Of the 4.6 million young adults aged 18 to 25 in 2018 with 
a past year MDE, about 2.3 million received treatment for 
depression in the past year, or about half (49.6 percent) 
of young adults with a past year MDE (Figure 68). The 
percentage of young adults in 2018 with a past year MDE 
who received treatment for depression was similar to 
percentages in most years from 2009 to 2017.

In 2018, approximately 1.6 million of the young adults aged 
18 to 25 with a past year MDE with severe impairment 
received treatment for depression in the past year, or slightly 
more than half of these young adults (53.7 percent) (2018 
DT 10.35). The percentage of young adults in 2018 with an 

MDE with severe impairment who received treatment for 
depression was similar to the percentages in 2009 to 2017 
(ranging from 51.2 to 57.1 percent).

Aged 26 to 49

In 2018, about 5.1 million of the 8.0 million adults aged 26 
to 49 with a past year MDE received treatment for depression 
in the past year, or close to two thirds of the adults in this age 
group who had a past year MDE (64.4 percent) (Figure 68). 
The percentage of adults in this age group in 2018 with a 
past year MDE who received treatment for depression was 
similar to the percentages in most years from 2009 to 2017.

In 2018, approximately 3.6 million adults aged 26 to 49 
with a past year MDE with severe impairment received 
treatment for depression in the past year, or 68.0 percent of 
adults in this age group who had a past year MDE with severe 
impairment (2018 DT 10.35). The percentage of adults in 
this age group in 2018 with an MDE with severe impairment 
who received treatment for depression was lower than the 
percentages in 2010 to 2013 and in 2016 (ranging from 73.7 
to 74.4 percent), but it was similar to the percentages in 2009, 
2014 to 2015, and 2017 (ranging from 71.8 to 72.4 percent).

Figure 67. Received Treatment in the Past Year for Depression 
among Youths Aged 12 to 17 with a Past Year Major Depressive 
Episode (MDE) or MDE with Severe Impairment: 2004-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 67 Table. Received Treatment in the Past Year for Depression among 
Youths Aged 12 to 17 with a Past Year Major Depressive Episode (MDE) or 
MDE with Severe Impairment: 2004-2018

 MDE Status 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

MDE 40.3 37.8 38.8 39.0 37.7 34.6+ 37.8 38.4 37.0+ 38.1 41.2 39.3 40.9 41.5 41.4

MDE with 
Severe 
Impairment 

N/A N/A 46.5 43.9 42.6 38.8+ 41.1+ 43.5 41.0+ 45.0 44.7 44.6 46.7 47.5 46.9

N/A = not available. 
+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 68. Received Treatment in the Past Year for Depression 
among Adults Aged 18 or Older with a Past Year Major 
Depressive Episode: 2009-2018
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+
 Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 68 Table. Received Treatment in the Past Year for Depression 
among Adults Aged 18 or Older with a Past Year Major Depressive Episode: 
2009-2018

Age 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 64.3 68.2+ 68.1+ 68.0+ 68.6+ 68.6+ 67.2 65.3 66.8 64.8

18 to 25 47.0 48.7 47.8 49.8 50.8 49.5 46.8 44.1+ 50.7 49.6

26 to 49 64.8 68.1 68.1 68.8+ 66.7 67.9 67.4 67.4 67.3 64.4

50 or Older 73.8 78.4 80.0 76.8 81.3 80.8 80.9 77.3 79.7 78.9

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 50 or Older

Of the 5.1 million adults aged 50 or older in 2018 who had 
a past year MDE, about 4.0 million received treatment for 
depression in the past year, or 78.9 percent of adults in 
this age group who had a past year MDE (Figure 68). The 
percentage of adults aged 50 or older in 2018 with an MDE 
who received treatment for depression was similar to the 
percentages from 2009 to 2017.

In 2018, 2.7 million of the 3.2 million adults aged 50 or 
older with a past year MDE with severe impairment received 
treatment for depression in the past year, or 83.1 percent of 
adults in this age group with a past year MDE with severe 
impairment (2018 DT 10.35). The percentage of adults aged 
50 or older in 2018 with an MDE with severe impairment 
who received treatment for depression was similar to the 
percentages in most years from 2009 to 2017.

Any Mental Health Service Use among All Adolescents
In addition to asking youths aged 12 to 17 about treatment 
for depression, NSDUH includes questions for adolescents 
that ask about any receipt of services for emotional and 
behavioral problems (i.e., not just depression) not caused by 
substance use. The youth mental health service utilization 
section of the interview asks respondents aged 12 to 17 
whether they received any treatment or counseling within the 
12 months prior to the interview for problems with emotions 
or behavior in the following settings: (a) specialty mental health 
settings;61 (b) education settings (talked with a school social 
worker, psychologist, or counselor about an emotional or 
behavioral problem; participated in a program for students 
with emotional or behavioral problems while in a regular 
school; or attended a school for students with emotional or 
behavioral problems); (c) general medical settings (care from a 
pediatrician or family physician for emotional or behavioral 
problems); (d) juvenile justice settings (services for an emotional 
or behavioral problem in a detention center, prison, or jail); or 
(e) child welfare settings (foster care or therapeutic foster care).

As noted previously, the NSDUH interview does not 
include questions or methods for estimating the occurrence 
of mental disorders among adolescents aged 12 to 17 other 
than whether they had an MDE. Therefore, NSDUH does 
not include measures for adolescents equivalent to AMI or 
SMI for adults. Consequently, this section focuses on mental 
health care among all adolescents.

In 2018, the following numbers and percentages of 
adolescents aged 12 to 17 received mental health services 

in the past 12 months in specific settings for problems with 
emotions or behaviors (2018 DT 11.1 and Figure 69):

• 3.9 million adolescents (16.0 percent) received mental
health services in a specialty mental health setting
(inpatient or outpatient care),

• 3.4 million adolescents (14.2 percent) received mental
health services in an education setting,

• 767,000 adolescents (3.1 percent) received mental
health services in a general medical setting,

• 94,000 adolescents (0.4 percent) received mental health
services in a child welfare setting, and

• 48,000 adolescents (0.2 percent) received mental health
services in a juvenile justice setting.

The percentage of adolescents aged 12 to 17 in 2018 who 
received mental health services in a specialty mental health 
setting in the past 12 months (16.0 percent) was higher than 
the percentages in 2009 to 2017, which ranged from 12.0 
to 14.8 percent (Figure 69). The percentage of adolescents 
in 2018 who received mental health services in an education 

Figure 69. Sources of Mental Health Services in the Past Year 
among Youths Aged 12 to 17: 2009-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level.

Figure 69 Table. Sources of Mental Health Services in the Past Year among 
Youths Aged 12 to 17: 2009-2018

 Source 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

Specialty Mental Health 
Setting

12.0+ 12.1+ 12.6+ 12.7+ 13.6+ 13.7+ 13.3+ 14.7+ 14.8+ 16.0

Education Setting 12.1+ 12.4+ 11.9+ 12.9+ 13.0+ 13.2 13.2+ 13.1+ 13.3 14.2

General Medical Setting 2.5+ 2.5+ 2.5+ 2.5+ 2.8 2.9 2.7 2.9 3.3 3.1

Child Welfare Setting 0.4 0.4 0.6+ 0.4 0.4 0.4 0.3 0.4 0.4 0.4

Juvenile Justice Setting 0.4+ 0.3+ 0.4+ 0.3+ 0.2 0.3 0.2 0.2 0.2 0.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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setting (14.2 percent) also was higher than the percentages 
in most years from 2009 to 2017, ranging from 11.9 to 
13.3 percent. In contrast, the percentages of adolescents in 
2018 who received mental health services in a child welfare 
setting (0.4 percent), a juvenile justice setting (0.2 percent), 
and a general medical setting (3.1 percent) were similar to 
the corresponding percentages between 2013 and 2017.

Any Mental Health Service Use among All Adults
Adults aged 18 or older are asked whether they received 
treatment or counseling for any problem with emotions, 
“nerves,” or mental health in the past year in any inpatient or 
outpatient setting or if they used prescription medication in 
the past year for a mental or emotional condition. All adults 
are asked these questions about their use of mental health 
services (i.e., not just those with mental illness). Respondents 
are asked not to include treatment for their use of alcohol 
or illicit drugs. Unlike the previously discussed questions 
about treatment for depression, general questions for the 
receipt of treatment or counseling for mental health issues 
among adults do not ask about treatment for a particular 
mental disorder. Consequently, references in this section to 
treatment or counseling for any problem with emotions, 
nerves, or mental health are described broadly as “mental 
health service use” or “mental health care.” This section 
presents estimates of mental health service use for the entire 
adult population, regardless of whether they were defined as 
having AMI or SMI in the past 12 months.

In 2018, an estimated 37.1 million adults aged 18 or older 
received any mental health services during the past 
12 months. This number corresponds to 15.0 percent of 
adults, or about 1 in 7 adults (Figure 70). An estimated 
12.2 percent of adults received prescription medication for a 
mental health issue, 7.9 percent received outpatient mental 
health services, and 1.0 percent received inpatient mental 
health services.

The estimate of adults aged 18 or older in 2018 who received 
any mental health services in the past 12 months was greater 
than the estimates in all years between 2002 and 2011, but it 
was similar to the estimates in most years from 2012 to 2017 
(Figure 70). The percentage of adults in 2018 who received 
prescription medication was greater than the percentages 
in 2002 to 2009, but it was similar to the percentages 
in 2010 to 2017. The percentage of adults in 2018 who 
received outpatient mental health services was greater than 
the percentages in 2003 to 2016, but it was similar to the 
percentage in 2017. The estimate of adults in 2018 who 

received inpatient mental health services was similar to the 
estimates in most years from 2002 to 2017.

Aged 18 to 25

In 2018, approximately 5.1 million young adults aged 18 
to 25 used mental health services in the past year (2018 
DT 10.7). This number of young adults who received 
mental health services corresponds to 15.2 percent of young 
adults. An estimated 11.1 percent of young adults received 
prescription medication for a mental health issue, 9.3 percent 
received outpatient mental health services, and 1.6 percent 
received inpatient mental health services (2018 DT 10.16).

The percentage of young adults aged 18 to 25 in 2018 
who received mental health services in the past year was 
higher than the percentages in 2002 to 2016, but it was 
similar to the percentage in 2017 (14.9 percent) (2018 
DT 10.7). The percentages of young adults in 2018 who 
received prescription medication or outpatient services were 
higher than the percentages in 2002 to 2016, but they were 
similar to the corresponding percentages in 2017 (2018 
DT 10.16). The percentage of young adults in 2018 who 

Figure 70. Type of Mental Health Services Received in the 
Past Year among Adults Aged 18 or Older: 2002-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 70 Table. Type of Mental Health Services Received in the Past Year 
among Adults Aged 18 or Older: 2002-2018

Service 
Type 02 03 04 05 06 07 08 09 10 11 12 13 14 15 16 17 18

Any Mental 
Health 
Services

13.0+ 13.2+ 12.8+ 13.0+ 12.9+ 13.3+ 13.5+ 13.4+ 13.8+ 13.6+ 14.5 14.6 14.8 14.2+ 14.4 14.8 15.0

Inpatient 0.7+ 0.8 0.9 1.0 0.7+ 1.0 0.9 0.8 0.8+ 0.8+ 0.8 0.9 1.0 0.9 0.9 1.0 1.0

Outpatient 7.4 7.1+ 7.1+ 6.8+ 6.7+ 7.0+ 6.8+ 6.4+ 6.6+ 6.7+ 6.6+ 6.6+ 6.7+ 7.1+ 6.9+ 7.5 7.9

Prescription 
Medication

10.5+ 10.9+ 10.5+ 10.7+ 10.9+ 11.2+ 11.4+ 11.3+ 11.7 11.5 12.4 12.5 12.6 11.8 12.0 12.1 12.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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received inpatient services was higher than the percentages 
in most years from 2002 to 2014, but it was similar to the 
percentages in 2015 to 2017.

Aged 26 to 49

In 2018, about 16.1 million adults aged 26 to 49 used mental 
health services in the past year (2018 DT 10.7). This number 
corresponds to 16.1 percent of adults in this age group. An 
estimated 12.9 percent of adults aged 26 to 49 received 
prescription medication for a mental health issue, 8.8 percent 
received outpatient mental health services, and 1.0 percent 
received inpatient mental health services (2018 DT 10.16).

The 2018 estimate of the receipt of mental health services 
in the past year among adults aged 26 to 49 was higher 
than the estimates from 2002 to 2011, but it was similar 
to the estimates in most years from 2012 to 2017 (2018 
DT 10.7). The percentage of adults in this age group in 
2018 who received prescription medication was higher 
than the percentages in 2002 to 2008, but it was similar 
to the percentages in 2009 to 2017 (2018 DT 10.16). The 
percentage of adults aged 26 to 49 in 2018 who received 
outpatient services was higher than the percentages in 2005 
to 2016, but it was similar to the percentages in 2002 to 
2004 and 2017. The percentage of adults in this age group 
in 2018 who received inpatient services was similar to the 
percentages in most years from 2002 to 2017.

Aged 50 or Older

In 2018, approximately 15.9 million adults aged 50 or older 
used mental health services in the past year (2018 DT 10.7). 
This number corresponds to 14.0 percent of adults in this 
age group. An estimated 11.8 percent of adults aged 50 or 
older received prescription medication for a mental health 
issue, 6.6 percent received outpatient mental health services, 
and 0.7 percent received inpatient mental health services 
(2018 DT 10.16).

The 2018 estimate of the receipt of mental health services 
in the past year among adults aged 50 or older was higher 
than the estimates in 2002 to 2006, but it was similar to the 
estimates in 2007 to 2017, except for 2014 (15.4 percent) 
(2018 DT 10.7). Percentages of adults in this age group 
in 2018 who received prescription medication or inpatient 
services were similar to corresponding estimates in most 
years (for prescription medication) or all years (for inpatient 
services) from 2002 to 2017 (2018 DT 10.16). The percentage 
of adults aged 50 or older in 2018 who received outpatient 

services was higher than percentages in 2009 to 2012, but it 
was similar to percentages in most years from 2013 to 2017.

Any Mental Health Service Use among Adults with AMI
NSDUH data may also be used to assess mental health 
service use among adults aged 18 or older with AMI. 
Among the 47.6 million adults in 2018 with AMI, fewer 
than half (20.6 million, or 43.3 percent) received mental 
health services in the past year (Figure 71). This percentage 
of adults in 2018 with AMI who received mental health care 
was higher than the percentages in most years from 2008 to 
2012, but it was similar to the percentages in 2013 to 2017.

Aged 18 to 25

In 2018, approximately 3.3 million young adults aged 18 
to 25 with AMI used mental health services in the past year. 
This number of young adults who used mental health 
services corresponds to 37.3 percent of young adults with 
AMI (Figure 71). The percentage of young adults in 2018 
with AMI who received mental health care was similar to the 
percentages in 2016 and 2017, and it was higher than the 
percentages between 2008 and 2015, when nearly one third 

Figure 71. Any Mental Health Services Received in the Past Year 
among Adults Aged 18 or Older with Any Mental Illness in the 
Past Year: 2008-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 71 Table. Any Mental Health Services Received in the Past Year among 
Adults Aged 18 or Older with Any Mental Illness in the Past Year: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 40.9+ 40.2+ 42.4 40.8+ 41.0+ 44.7 44.7 43.1 43.1 42.6 43.3

18 to 25 30.3+ 32.0+ 32.6+ 32.9+ 34.5+ 34.7+ 33.6+ 32.0+ 35.1 38.4 37.3

26 to 49 41.4 40.8+ 43.3 41.1+ 42.0 43.5 44.2 43.3 43.1 43.3 43.9

50 or Older 45.2 42.8 45.1 43.6 42.4 50.5 49.9 48.3 46.8 44.2 45.8

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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of young adults with AMI received services. Nevertheless, 
more than 60 percent of young adults in 2018 who had AMI 
did not receive mental health services in the past year.

Aged 26 to 49

In 2018, an estimated 10.0 million adults aged 26 to 49 
with AMI used mental health services in the past year. This 
number of adults in this age group who received mental 
health services corresponds to 43.9 percent of those with 
AMI (Figure 71). The percentage of adults aged 26 to 49 in 
2018 with AMI who received mental health care was similar 
to the percentages in most years from 2008 to 2017.

Aged 50 or Older

In 2018, approximately 7.3 million adults aged 50 or older 
with AMI used mental health services in the past year. This 
number of adults in this age group who used mental health 
services corresponds to 45.8 percent of those with AMI 
(Figure 71). The percentage of adults aged 50 or older in 
2018 with AMI who received mental health care was similar 
to the percentages in all years from 2008 to 2017.

Any Mental Health Service Use among Adults with SMI
NSDUH data may also be used to assess mental health 
service use among adults aged 18 or older with SMI. 
In 2018, about 7.3 million of the 11.4 million adults with 
past year SMI (64.1 percent) received mental health services 
in the past year (Figure 72). This percentage of adults in 
2018 with SMI who received mental health services in the 
past year was similar to the percentages in 2008 to 2012 
and in 2015 to 2017, but it was lower than the percentages 
in 2013 and 2014. In any given year, about two thirds of 
adults with past year SMI received mental health services in 
the past year. Stated another way, however, about one third 
of adults with SMI in any given year did not receive mental 
health services.

Aged 18 to 25

In 2018, approximately 1.4 million young adults aged 18 
to 25 with SMI used mental health services in the past year. 
This number of young adults who used mental health 
services corresponds to 53.8 percent of those with SMI 
(Figure 72). The percentage of young adults in 2018 with 
SMI who received mental health services was similar to the 
percentages in 2009 to 2017, but it was higher than the 
percentage in 2008.

Aged 26 to 49

In 2018, about 3.8 million adults aged 26 to 49 with SMI 
used mental health services in the past year. This number of 
adults in this age group who received mental health services 
in the past year corresponds to 63.7 percent of those with 
SMI (Figure 72). The percentage of adults aged 26 to 49 
with SMI who received mental health services remained 
steady from 2008 to 2018.

Aged 50 or Older

In 2018, an estimated 2.1 million adults aged 50 or older 
with SMI used mental health services in the past year. This 
number of adults in this age group who used mental health 
services corresponds to about three fourths of those with 
SMI (74.4 percent) (Figure 72). The percentage of adults 
aged 50 or older with SMI who received mental health 
services remained steady from 2008 to 2018.

Figure 72. Any Mental Health Services Received in the Past Year 
among Adults Aged 18 or Older with Serious Mental Illness in the 
Past Year: 2008-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level.

Figure 72 Table. Any Mental Health Services Received in the Past Year 
among Adults Aged 18 or Older with Serious Mental Illness in the Past Year: 
2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 65.7 66.5 67.5 64.9 62.9 68.5+ 68.5+ 65.3 64.8 66.7 64.1

18 to 25 45.9+ 55.0 53.7 52.1 53.1 54.0 53.9 50.7 51.5 57.4 53.8

26 to 49 67.2 64.5 67.4 63.6 63.5 68.4 66.2 66.1 66.1 66.2 63.7

50 or Older 73.2 76.1 74.0 73.2 66.3 74.9 79.2 72.2 71.5 75.6 74.4

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Perceived Unmet Need for Mental Health Services 
among Adults with Mental Illness
This section discusses estimates of the perceived unmet need 
for mental health services among adults aged 18 or older 
with AMI or SMI and the reasons for not receiving these 
services among adults with a perceived unmet need.

In contrast to how the perceived unmet need for substance 
use treatment is estimated (see the earlier section on the 
Perceived Need for Substance Use Treatment), the perceived 
unmet need for mental health services is estimated from a 
question that asks all adults aged 18 or older whether there 
was any time in the past 12 months when they thought they 
needed treatment or counseling for mental health issues but 
did not receive services. However, this section focuses on 
discussing estimates of the perceived unmet need for mental 
health services among adults with AMI or SMI, regardless 
of whether they received mental health services in the 
past 12 months. Therefore, this measure for the perceived 
unmet need for mental health services includes adults with 
AMI or SMI who may have received some type of mental 
health care in the past 12 months. Adults with AMI or SMI 
who received mental health services in the past 12 months 
could have felt an unmet need for services before or after 
they received services.

Perceived Unmet Need for Mental Health 
Services among Adults with AMI

In 2018, approximately 11.2 million adults aged 18 or 
older with past year AMI perceived an unmet need for 
mental health care in the past year (2018 DT 10.23), 
including 5.0 million adults with AMI who did not 
receive any mental health services in the past year (2018 
DT 10.25). About 1 in 4 adults with past year AMI 
(23.6 percent) perceived an unmet need for mental health 
care (Figure 73). Among adults with a perceived unmet 
need and past year AMI, 44.4 percent did not receive any 
mental health services.

The estimate of 23.6 percent of adults aged 18 or older in 
2018 with past year AMI who perceived an unmet need 
for mental health care in that period was higher than the 
estimates in most years from 2008 to 2017 (Figure 73). The 
2018 percentage of adults with a perceived unmet need and 
past year AMI who did not receive mental health services 
was similar to the percentages in most years from 2008 to 
2017 (2018 DT 10.25).

Aged 18 to 25

About 3.4 million young adults aged 18 to 25 in 2018 with 
past year AMI perceived an unmet need for mental health 
care in the past year, which corresponds to 37.9 percent 
of young adults with past year AMI (Figure 73). This 
percentage in 2018 of young adults with AMI who perceived 
an unmet need for mental health services was higher than 
the percentages in all years from 2008 to 2017 (ranging from 
27.8 to 35.3 percent).

In 2018, slightly more than half of the 3.4 million young 
adults aged 18 to 25 with AMI who perceived an unmet 
need for mental health care did not receive any mental 
health services in the past year (1.8 million young adults 
with AMI, or 54.3 percent) (2018 DT 10.25).62 The 
percentage of young adults in 2018 with a perceived unmet 
need and past year AMI who did not receive mental health 
services in the past year was similar to the percentages in all 
years from 2008 to 2017, ranging from 50.1 to 56.7 percent.

Figure 73. Perceived Unmet Need for Mental Health Services in 
the Past Year among Adults Aged 18 or Older with Any Mental 
Illness in the Past Year: 2008-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 73 Table. Perceived Unmet Need for Mental Health Services in the 
Past Year among Adults Aged 18 or Older with Any Mental Illness in the 
Past Year: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 20.6+ 22.1 21.0+ 20.7+ 20.8+ 19.3+ 20.8+ 20.3+ 20.7+ 23.7 23.6

18 to 25 30.2+ 29.4+ 29.8+ 28.8+ 28.1+ 27.8+ 28.9+ 29.0+ 32.4+ 35.3+ 37.9

26 to 49 23.3 24.8 22.5+ 24.6 24.4 21.7+ 23.3+ 22.5+ 23.0+ 24.5 25.3

50 or Older 11.8 14.8 15.2 12.0 13.2 12.6 14.3 13.0 12.3 16.1 13.2

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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Aged 26 to 49

An estimated 5.7 million adults aged 26 to 49 in 2018 
with past year AMI perceived an unmet need for mental 
health care in the past year. This number corresponds to 
25.3 percent of adults in this age group with past year AMI 
(Figure 73). This percentage was similar to the percentages 
in 2008, 2009, 2011, 2012, and 2017, but it was higher 
than the percentages in 2010 and in 2013 to 2016.

Among the estimated 5.7 million adults aged 26 to 49 with 
AMI who had a perceived unmet need for mental health 
care, 44.2 percent (2.5 million adults) did not receive any 
mental health services in the past year (2018 DT 10.25). 
This percentage in 2018 was similar to the percentages in 
most years from 2008 to 2017.

Aged 50 or Older

About 2.1 million or 13.2 percent of adults aged 50 or 
older in 2018 with past year AMI perceived an unmet 
need for mental health care in the past year (Figure 73). 
The percentages of adults in this age group with AMI 
who perceived an unmet need for mental health services 
remained steady between 2008 and 2018 (ranging from 
11.8 to 16.1 percent) (Figure 73). Among adults aged 50 
or older with AMI who had a perceived unmet need for 
mental health care, 29.2 percent (614,000 adults) did not 
receive any mental health services in the past year (2018 
DT 10.25). The 2018 percentage of adults in this age 
group with AMI and a perceived unmet need for mental 
health care who did not receive any mental health services 
was similar to the percentages in all years from 2008 
to 2017.

Perceived Unmet Need for Mental Health 
Services among Adults with SMI

In 2018, about 5.1 million adults aged 18 or older with 
past year SMI perceived an unmet need for mental health 
care in the past year (2018 DT 10.23), including 1.8 million 
adults with SMI who did not receive any mental health 
services in the past year (2018 DT 10.26). More than 2 out 
of 5 adults with SMI (45.1 percent) perceived an unmet 
need for mental health services (Figure 74). About one third 
of adults with a perceived unmet need and past year SMI 
(36.1 percent) did not receive any mental health services in 
the past year.

The percentage of adults aged 18 or older in 2018 with 
SMI who perceived an unmet need for mental health 

services (45.1 percent) was higher than the percentages in 
2015 and 2016, but it was similar to the percentages in 
2017 and most years between 2008 and 2014 (Figure 74). 
The 2018 percentage of adults with SMI and a perceived 
unmet need for mental health services who did not receive 
any mental health services in the past year was higher than 
the percentages in 2008 to 2010 (ranging from 27.9 to 
30.1 percent), but it was similar to the percentages in all 
years from 2011 to 2017 except for 2015 (30.7 percent) 
(2018 DT 10.26).

Aged 18 to 25

In 2018, an estimated 1.5 million young adults aged 18 to 
25 with SMI perceived an unmet need for mental health care 
in the past year, or 59.5 percent of young adults with SMI 
(Figure 74). For young adults with SMI, the 2018 estimate 
of the perceived unmet need for mental health services was 
higher than the estimates in most years from 2008 to 2016, 
but it was similar to the estimate in 2017.

About 726,000 of the 1.5 million young adults aged 18 to 25 
in 2018 with SMI who perceived an unmet need for mental 

Figure 74. Perceived Unmet Need for Mental Health Services in 
the Past Year among Adults Aged 18 or Older with Serious Mental 
Illness in the Past Year: 2008-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 74 Table. Perceived Unmet Need for Mental Health Services in the 
Past Year among Adults Aged 18 or Older with Serious Mental Illness in the 
Past Year: 2008-2018

Age 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

18 or Older 43.7 46.3 42.0 43.1 41.6 38.6+ 42.9 38.2+ 39.7+ 44.2 45.1

18 to 25 50.0+ 52.2+ 53.1+ 55.0 49.8+ 51.5+ 53.6+ 50.3+ 53.7+ 55.9 59.5

26 to 49 44.8 49.2 44.3 45.2 46.2 42.4 45.4 43.3 39.7+ 45.2 45.2

50 or Older 38.2 37.5 32.7 33.9 30.1 27.1 33.9 23.2+ 30.4 32.5 31.9

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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health services did not receive any mental health services in 
the past year, or 47.0 percent of these young adults (2018 
DT 10.26). The 2018 percentage of young adults with SMI 
and a perceived unmet need for mental health services who 
did not receive any mental health services was similar to the 
percentages in all years from 2008 to 2017, ranging from 
40.6 to 49.1 percent.

Aged 26 to 49

In 2018, approximately 2.7 million adults aged 26 to 49 
with SMI perceived an unmet need for mental health care in 
the past year, or 45.2 percent of adults in this age group with 
SMI (Figure 74). Among adults with SMI who were aged 
26 to 49, the 2018 estimate of the perceived unmet need for 
mental health services was similar to the estimates in most 
years from 2008 to 2017.

About 905,000 of the 2.7 million adults aged 26 to 49 in 
2018 with SMI who perceived an unmet need for mental 
health services in the past year did not receive any mental 
health services (2018 DT 10.23), or 34.0 percent of these 
adults who perceived an unmet need for mental health 
services (2018 DT 10.26). For adults aged 26 to 49 with 
SMI who perceived an unmet need for mental health 
services, the percentages who did not receive any mental 
health services remained steady between 2008 and 2018 
(ranging from 26.8 to 36.3 percent).

Aged 50 or Older

In 2018, about 907,000 adults aged 50 or older with SMI 
perceived an unmet need for mental health care in the 
past year, corresponding to 31.9 percent of adults in this age 
group with SMI (Figure 74). Among adults aged 50 or older 
with SMI, the 2018 estimate of the perceived unmet need 
for mental health services was similar to the estimates in 
most years from 2008 to 2017.

The percentage of adults aged 50 or older with SMI and a 
perceived unmet need for mental health care who did not 
receive any mental health services in the past year did not 
meet the criteria for statistical precision (2018 DT 10.26).12 
Therefore, trends are not discussed for these estimates among 
adults in this age group.

Reasons for Not Receiving Mental Health Services among 
Adults with Mental Illness and a Perceived Unmet Need

Among adults aged 18 or older in 2018 with AMI in the 
past year and among adults with SMI in the past year who 
had a perceived unmet need for mental health services 

but who did not receive services in the past year, the most 
common reason for not receiving services was that these 
adults could not afford the cost of care. About 2 out of 5 
adults with AMI (45.2 percent) (2018 DT 8.34) and slightly 
more than half of adults with SMI (54.7 percent) (2018 
DT 8.35) who perceived an unmet need for mental health 
services did not receive services because they could not afford 
the cost of care.

Other reasons in 2018 for not receiving mental health care 
among adults aged 18 or older with mental illness included 
not knowing where to go for services and believing that they 
could handle the problem without treatment. Among adults 
with AMI who had a perceived unmet need for mental health 
care and did not receive services in the past year, 29.6 percent 
believed at the time that they could handle the problem 
without treatment, and 29.3 percent did not know where to 
go for services (2018 DT 8.34). In addition, 21.3 percent of 
these adults with AMI did not have the time to go for care.

Among corresponding adults aged 18 or older in 2018 with 
SMI, 25.4 percent did not receive services because they 
believed at the time they could handle the problem without 
treatment (2018 DT 8.35), and 31.6 percent did not know 
where to go for services. An estimated 22.5 percent of these 
adults with SMI were concerned about being committed to a 
psychiatric hospital or having to take medication.

Receipt of Services for Co‑Occurring Substance 
Use Disorder and Mental Health Issues
People with co-occurring SUD and mental health issues may 
receive services to help with either or both of these issues. 
This section presents estimates of the receipt of services 
among adolescents and adults with co-occurring SUD and 
mental health issues.

Receipt of Services among Adolescents with 
Co‑Occurring MDE and a Substance Use Disorder
Among the 358,000 adolescents aged 12 to 17 in 2018 
who had a co-occurring MDE and an SUD in the past year, 
234,000 received either substance use treatment at a 
specialty facility or mental health services in the past year 
(2018 DT 11.14). This number of adolescents who received 
mental health care or specialty substance use treatment 
corresponds to 65.7 percent of adolescents who had a 
co-occurring MDE and an SUD (Figure 75). Stated another 
way, more than a third of adolescents with both an MDE 
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and an SUD in the past year did not receive either type of 
service. Among adolescents in 2018 with a co-occurring 
MDE and an SUD, 5.4 percent received both mental health 
care and specialty substance use treatment, 59.5 percent 
received only mental health care, and 0.8 percent received 
only specialty substance use treatment.

Receipt of Services among Adults with Co‑Occurring 
AMI and a Substance Use Disorder
Among the 9.2 million adults aged 18 or older in 2018 
with co-occurring AMI and an SUD in the past year, about 
4.7 million received either substance use treatment at a 
specialty facility56 or mental health care in the past year, or 
about half of these adults (51.4 percent) (Figure 76). Thus, 
48.6 percent of adults with co-occurring AMI and an SUD 
did not receive either type of care. The percentages of adults 
in 2018 with co-occurring AMI and an SUD who received 
either type of service was similar to the percentages in all 
years from 2015 to 2017, ranging from 48.0 to 51.0 percent. 
Stated another way, however, about half of the adults in 

each year who had co-occurring AMI and an SUD in the 
past year did not receive either type of service.63

An estimated 7.0 percent of adults aged 18 or older in 2018 
with these co-occurring disorders received both mental 
health services and specialty substance use treatment in the 
past year (Figure 76), 41.0 percent received only mental 
health services, and 3.3 percent received only specialty 
substance use treatment (2018 DT 10.27). The percentage 
of adults with co-occurring AMI and an SUD who received 
both mental health care and specialty substance use 
treatment remained steady between 2015 and 2018.

Aged 18 to 25

Among young adults aged 18 to 25 in 2018 who had 
co-occurring AMI and an SUD in the past year, 43.8 percent 
received substance use treatment at a specialty facility or 
mental health care in the past year (2018 DT 10.28). The 
2018 percentage of young adults with these co-occurring 
disorders who received either type of service was higher 
than the percentage in 2015 (35.2 percent), but it was 

Figure 76. Receipt of Mental Health Services and Specialty 
Substance Use Treatment in the Past Year among Adults Aged 
18 or Older with Past Year Mental Illness and Substance Use 
Disorder: 2015-2018
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Figure 76 Table. Receipt of Mental Health Services and Specialty Substance 
Use Treatment in the Past Year among Adults Aged 18 or Older with 
Past Year Mental Illness and Substance Use Disorder: 2015-2018

 Service Type 2015 2016 2017 2018

No Treatment 52.0 51.9 49.0 48.6

Mental Health Services or Specialty 
Substance Use Treatment

48.0 48.1 51.0 51.4

Both Mental Health Services and Specialty 
Substance Use Treatment

6.8 6.9 8.3 7.0

Figure 75. Receipt of Mental Health Services and Specialty 
Substance Use Treatment in the Past Year among Youths Aged 
12 to 17 with Past Year Major Depressive Episode and Substance 
Use Disorder: 2015-2018
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Figure 75 Table. Receipt of Mental Health Services and Specialty Substance 
Use Treatment in the Past Year among Youths Aged 12 to 17 with Past Year 
Major Depressive Episode and Substance Use Disorder: 2015-2018

 Service Type 2015 2016 2017 2018

No Treatment 36.9 28.1 37.3 34.3

Mental Health Services or Specialty 
Substance Use Treatment

63.1 71.9 62.7 65.7

Both Mental Health Services and Specialty 
Substance Use Treatment

3.8 4.6 5.9 5.4

August 2019
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similar to the percentages in 2016 and 2017 (42.0 and 
46.7 percent, respectively). In each year from 2015 to 2018, 
therefore, more than half of young adults with co-occurring 
AMI and an SUD in the past year did not receive either 
service, including nearly two thirds of young adults in 2015 
(64.8 percent).

Among young adults aged 18 to 25 in 2018 who had 
co-occurring AMI and an SUD, 37.9 percent received 
only mental health care, 3.7 percent received both mental 
health care and specialty substance use treatment, and 
2.0 percent received only specialty substance use treatment 
in the past year (2018 DT 10.28). The 2018 percentage 
of young adults with co-occurring AMI and an SUD who 
received both mental health services and specialty substance 
use treatment was lower than the percentage in 2017 
(6.3 percent), but it was similar to the percentages in 2015 
(5.4 percent) and 2016 (3.8 percent).

Aged 26 to 49

Among adults aged 26 to 49 in 2018 who had co-occurring 
AMI and an SUD in the past year, 49.5 percent received 
mental health care or substance use treatment at a specialty 
facility in the past year (2018 DT 10.30). The percentages 
of adults in this age group with co-occurring AMI and an 
SUD who received either type of service remained steady 
between 2015 and 2018, ranging from 47.9 to 52.6 percent. 
However, about half of adults in this age group in 2015 
to 2018 who had co-occurring AMI and an SUD did not 
receive either service.

Among adults aged 26 to 49 in 2018 who had co-occurring 
AMI and an SUD, 38.7 percent received only mental health 
care, 8.2 percent received both mental health care and 
specialty substance use treatment, and 2.5 percent received 
only specialty substance use treatment in the past year (2018 
DT 10.30). The percentage of adults in this age group with 
co-occurring AMI and an SUD who received both mental 
health care and specialty substance use treatment remained 
steady between 2015 and 2018.

Aged 50 or Older

Among adults aged 50 or older in 2018 who had 
co-occurring AMI and an SUD in the past year, 67.6 percent 
received mental health care or substance use treatment at 
a specialty facility in the past year (2018 DT 10.31). The 
2018 percentage of adults in this age group with these 
co-occurring disorders who received either type of service 

was similar to the percentages in 2015 and 2016 (57.1 
and 56.3 percent, respectively), but it was higher than 
the percentage in 2017 (52.6 percent). In 2015 to 2017, 
more than 40 percent of adults aged 50 or older with these 
co-occurring disorders did not receive either service.

Among adults in this age group in 2018 who had 
co-occurring AMI and an SUD, 51.9 percent received only 
mental health care, and 8.3 percent received both mental 
health care and specialty substance use treatment (2018 
DT 10.31). The percentage of adults aged 50 or older with 
co-occurring AMI and an SUD who received both types of 
services remained steady between 2015 and 2018.

Receipt of Services among Adults with Co‑Occurring 
SMI and a Substance Use Disorder
Among the 3.2 million adults aged 18 or older in 2018 
who had co-occurring SMI and an SUD in the past year, 
69.5 percent received either substance use treatment at a 
specialty facility or mental health care in the past year, and 
30.5 percent did not receive either type of care (Figure 77). 
The 2018 percentage of adults with these co-occurring 
disorders who received either type of care was higher than 
the percentage in 2015, but it was similar to the percentages 
in 2016 and 2017. Stated another way, however, about 1 
in 3 adults in 2015 to 2018 with co-occurring SMI and an 
SUD did not receive either type of care.

Among adults aged 18 or older in 2018 with co-occurring 
SMI and an SUD, 10.9 percent received both mental health 
care and specialty substance use treatment, 55.9 percent 
received only mental health care, and 2.7 percent received 
only specialty substance use treatment (2018 DT 10.27). 
The percentage of adults with co-occurring SMI and an 
SUD who received both mental health care and specialty 
substance use treatment remained steady between 2015 and 
2018 (Figure 77).

Aged 18 to 25

Among young adults aged 18 to 25 in 2018 with 
co-occurring SMI and an SUD, 60.1 percent received either 
mental health care or specialty substance use treatment in the 
past year (2018 DT 10.28). The 2018 percentage of young 
adults with these co-occurring disorders who received either 
type of care was similar to the percentages in 2015 to 2017 
(ranging from 53.1 to 59.2 percent). In each year from 2015 
to 2018, however, at least 40 percent of young adults with 
co-occurring SMI and an SUD did not receive either service.
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In 2018, about 5.8 percent of young adults aged 18 to 25 
with SMI and an SUD received both mental health care and 
specialty substance use treatment, 52.8 percent received only 
mental health care, and 1.5 percent received only specialty 
substance use treatment in the past year (2018 DT 10.28). The 
percentage of young adults with co-occurring SMI and an SUD 
who received both mental health care and specialty substance 
use treatment remained steady between 2015 and 2018.

Aged 26 to 49

Among adults aged 26 to 49 in 2018 with co-occurring 
SMI and an SUD, 67.2 percent received either mental 
health care or specialty substance use treatment, including 
13.7 percent who received both mental health care and 
specialty substance use treatment, 51.6 percent who received 
only mental health care, and 1.9 percent who received only 
specialty substance use treatment in the past year (2018 
DT 10.30). The percentages of adults in this age group with 
co-occurring SMI and an SUD who received either type 
of service or received both types of service remained steady 
between 2015 and 2018. Among adults aged 26 to 49 in 
2015 to 2018 who had co-occurring SMI and an SUD, 31.0 
to 34.6 percent did not receive either service.

Aged 50 or Older

In 2015 to 2018, estimates for the receipt of services among 
adults aged 50 or older with co-occurring SMI and an 
SUD were not reported because of low precision (2018 
DT 10.31).12

Figure 77. Receipt of Mental Health Services and Specialty 
Substance Use Treatment in the Past Year among Adults Aged 18 
or Older with Past Year Serious Mental Illness and Substance Use 
Disorder: 2015-2018
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+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 

Figure 77 Table. Receipt of Mental Health Services and Specialty Substance 
Use Treatment in the Past Year among Adults Aged 18 or Older with 
Past Year Serious Mental Illness and Substance Use Disorder: 2015-2018

 Service Type 2015 2016 2017 2018

No Treatment 37.4+ 34.4 36.0 30.5

Mental Health Services or Specialty 
Substance Use Treatment

62.6+ 65.6 64.0 69.5

Both Mental Health Services and Specialty 
Substance Use Treatment

11.0 12.0 11.8 10.9

+ Difference between this estimate and the 2018 estimate is statistically significant at the .05 level. 
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28. Desoxyn® was not mentioned in 2018 as some other stimulant and has 
been mentioned only rarely in some years since 2015. Because Desoxyn® 
is chemically similar to other prescription amphetamines (e.g., Adderall®), 
it was grouped with the other amphetamines.

29. For example, the product label for Xanax®, which is prescribed as a 
tranquilizer, indicates the drug has an average half-life of 11.2 hours (i.e., 
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41. Survey questions for the perceived risk from using different substances 
vary in terms of the frequency (e.g., use once or twice a week, use nearly 
every day or daily) and quantity of use (e.g., having five or more drinks of 
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that category.

45. American Psychiatric Association. (2013). Diagnostic and statistical 
manual of mental disorders (DSM-5) (5th ed.). Arlington, VA: Author.

46. Adolescents were first asked whether they ever had a period in their 
lifetime lasting several days or longer when any of the following was true 
for most of the day: (a) feeling sad, empty, or depressed; (b) feeling very 
discouraged or hopeless about how things were going in their lives; or 
(c) losing interest and becoming bored with most things they usually 
enjoy. Adolescents who reported any of these problems were asked further 
questions about having an MDE in their lifetime, including whether they 
had at least five of nine symptoms in the same 2-week period in their 
lifetime; at least one of the symptoms needed to be having a depressed 
mood or loss of interest or pleasure in daily activities. Unlike questions 
for adults, adolescents who reported gaining weight without trying were 
asked if this occurred because they were growing. Those who had lifetime 
MDE were asked if they had a period of time in the past 12 months 
when they felt depressed or lost interest or pleasure in daily activities for 
2 weeks or longer, and they reported they had some of their other lifetime 
MDE symptoms in the past 12 months. These adolescents were defined as 
having past year MDE.

47. Adults were first asked whether they ever had a period in their lifetime 
lasting several days or longer when any of the following was true for most 
of the day: (a) feeling sad, empty, or depressed; (b) feeling discouraged 
about how things were going in their lives; or (c) losing interest in most 
things they usually enjoy. Adults who reported any of these problems 
were asked further questions about having an MDE in their lifetime, 
including whether they had at least five of nine symptoms in the same 
2-week period in their lifetime; at least one of the symptoms needed to be 
having a depressed mood or loss of interest or pleasure in daily activities. 
Those who had lifetime MDE were asked if they had a period of time in 
the past 12 months when they felt depressed or lost interest or pleasure in 
daily activities for 2 weeks or longer, and they reported they had some of 
their other lifetime MDE symptoms in the past 12 months. These adults 
were defined as having past year MDE. Data on MDE in the past year for 
adults are available in NSDUH since 2005.

48. Data on MDE with severe impairment for adults are available since 2009.

49. Questions measuring adolescents’ impairment in carrying out life 
activities because of MDE were added to the survey in 2006.

33. Estimates relating to the periods prior to the 12-month reference period 
have not been considered here because of concerns about their validity 
resulting from recall bias. See the following reference: Gfroerer, J., 
Hughes, A., Chromy, J., Heller, D., & Packer, L. (2004, July). Estimating 
trends in substance use based on reports of prior use in a cross-sectional 
survey. In S. B. Cohen & J. M. Lepkowski (Eds.), Eighth Conference on 
Health Survey Research Methods: Conference proceedings [Peachtree City, 
GA] (HHS Publication No. PHS 04-1013, pp. 29-34). Hyattsville, MD: 
U.S. Department of Health and Human Services, Public Health Service, 
Centers for Disease Control and Prevention, National Center for Health 
Statistics.

34. For substances other than prescription psychotherapeutic drugs, 
respondents who had ever used the substance (e.g., marijuana) were 
asked to report when they first used the substance, and respondents who 
reported first use within a year of their current age were asked to report 
the year and month when they first used it. Thus, past year initiates of 
the use of substances other than prescription psychotherapeutic drugs 
reported their first use within 12 months of the interview date.

35. Assessing whether respondents in the 2018 NSDUH had initiated 
misuse of a prescription psychotherapeutic drug in the past 12 months 
differed from assessing whether respondents had initiated the use of 
other substances in that period because the psychotherapeutic drug 
categories (e.g., prescription pain relievers) include many different types 
of prescription drugs in a given category (e.g., pain relievers containing 
hydrocodone, such as Vicodin®, Lortab®, Norco®, Zohydro® ER, or 
generic hydrocodone). Respondents in 2018 were asked questions about 
initiation of misuse only for the specific prescription drugs they misused 
in the past 12 months, including their age when they first misused a drug 
and (if the first misuse occurred within a year of the current age) the year 
and month of first misuse for that drug. Respondents who reported they 
initiated misuse in the past 12 months for all of the specific prescription 
drugs in a given category they misused in that period were asked a follow-
up question to establish whether they had ever misused prescription 
drugs in that category more than 12 months before being interviewed. 
Respondents who answered this follow-up question as “no” were defined 
as being past year initiates of the misuse of any prescription drug in the 
overall category. This answer meant respondents had never misused any 
prescription drug in that category more than 12 months prior to the 
interview date.

36. More information about the methods for measuring and estimating the 
initiation of substance use and prescription drug misuse in NSDUH 
can be found in Section 3.4.2 of the following reference: Center for 
Behavioral Health Statistics and Quality. (2019). 2018 National Survey on 
Drug Use and Health: Methodological summary and definitions. Retrieved 
from https://www.samhsa.gov/data/

37. Numbers in Figure 26 refer to people who used a specific substance for 
the first time in the past year, regardless of whether the initiation of use of 
other substances occurred prior to the past year.

38. Past year initiates of crack cocaine use were counted as past year initiates 
of cocaine use only if they had not previously used cocaine in any form.

39. For more information, see Section B.2.3 in the following reference: 
Center for Behavioral Health Statistics and Quality. (2017). 2016 
National Survey on Drug Use and Health: Methodological summary and 
definitions. Retrieved from https://www.samhsa.gov/data/

40. Past year initiates of LSD, PCP, or Ecstasy use are counted as past year 
initiates of hallucinogen use only if respondents had previously not used 
other hallucinogens.
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https://www.samhsa.gov/data/
https://www.samhsa.gov/data/
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50.  In order to generate estimates of AMI and SMI in the United States, 
SAMHSA designed and implemented the Mental Health Surveillance 
Study (MHSS). From 2008 to 2012, a subsample of adults was selected 
from the main NSDUH study to participate in a follow-up telephone 
interview that obtained a detailed mental health assessment administered 
by trained mental health clinicians. The MHSS interview used the 
Structured Clinical Interview for DSM-IV-TR Axis I Disorders, Research 
Version, Non-patient Edition (SCID-I/NP). A prediction model created 
from clinical interview data was applied to data from the 2008 to 2015 
NSDUHs to produce estimates of AMI for the entire NSDUH adult 
sample in these years. The SCID instrument is available in First, Spitzer, 
Gibbon, and Williams (2002), and information on the definitions and 
estimation methods for the mental illness estimates are provided in 
Section 3.4.7 and Appendix A of CBHSQ (2019). See the following 
references:

Center for Behavioral Health Statistics and Quality. (2019). 2018 
National Survey on Drug Use and Health: Methodological summary and 
definitions. Retrieved from https://www.samhsa.gov/data/

First, M. B., Spitzer, R. L., Gibbon, M., & Williams, J. B. W. (2002). 
Structured Clinical Interview for DSM‑IV‑TR Axis I Disorders, Research 
Version, Non‑patient Edition (SCID‑I/NP). New York, NY: New York State 
Psychiatric Institute, Biometrics Research.

51. Estimated numbers of adults aged 18 or older with SMI or AMI 
excluding SMI do not sum to the estimated number of adults with AMI 
due to rounding.

52. Centers for Disease Control and Prevention, National Center for Injury 
Prevention and Control. (2018). National Violent Death Reporting System 
(NVDRS): About NVDRS, NVDRS overview fact sheet. Retrieved from 
https://www.cdc.gov/violenceprevention/datasources/nvdrs/

53. Stone, D. M., Simon, T. R., Fowler, K. A., Kegler, S. R., Yuan, K., 
Holland, K. M., Ivey-Stephenson, A. Z., & Crosby, A. E. (2018, June 8). 
Vital Signs: Trends in suicide rates — United States, 1999-2016 and 
circumstances contributing to suicide — 27 states, 2015. Morbidity and 
Mortality Weekly Report, 67(22), 617-624. Retrieved from https://www.
cdc.gov/mmwr/volumes/67/wr/pdfs/mm6722a1-H.pdf

54. Crosby, A. E., Han, B., Ortega, L. A. G., Parks, S. E., & Gfroerer, J. 
(2011, October 21). Suicidal thoughts and behaviors among adults aged 
≥18 years—United States, 2008-2009. Morbidity and Mortality Weekly 
Report Surveillance Summaries, 60(SS13), 1-22. Retrieved from https://
www.cdc.gov/mmwr/preview/mmwrhtml/ss6013a1.htm

55. Han, B., Kott, P. S., Hughes, A., McKeon, R., Blanco, C., & Compton, 
W. M. (2016). Estimating the rates of deaths by suicide among adults 
who attempt suicide in the United States. Journal of Psychiatric Research, 
77, 125-133. https://doi.org/10.1016/j.jpsychires.2016.03.002 

56. Specialty treatment refers to substance use treatment at a hospital (only 
as an inpatient), a drug or alcohol rehabilitation facility (as an inpatient 
or outpatient), or a mental health center. This NSDUH definition 
historically has not considered emergency rooms, private doctors’ 
offices, prisons or jails, and self-help groups to be specialty substance use 
treatment facilities.

57. The NSDUH definition of the need for treatment does not explicitly 
indicate the need for treatment at a specialty facility. People who had an 
SUD in the past year can be considered to need some form of assistance 
for their problems with substance use. However, individuals who met 
DSM-IV criteria for abuse but not dependence may not necessarily need 
treatment at a specialty facility. For more information about the DSM-IV 
criteria for having an SUD, see Section 3.4.3 and the definitions for abuse 
and dependence in Appendix A of CBHSQ (2019). See the following 
references:

American Psychiatric Association. (1994). Diagnostic and statistical 
manual of mental disorders (DSM-IV) (4th ed.). Washington, DC: Author.

Center for Behavioral Health Statistics and Quality. (2019). 2018 
National Survey on Drug Use and Health: Methodological summary and 
definitions. Retrieved from https://www.samhsa.gov/data/

58. Because there were 20.3 million people aged 12 or older in 2018 with an 
SUD in the past year, about 95 percent of the people in 2018 who needed 
treatment for a substance use problem were defined as such because 
they had an SUD in the past year, regardless of whether they received 
substance use treatment at a specialty facility.

59. Estimated numbers of people in Figure 66 who made an effort or did not 
make an effort to get substance use treatment do not sum to the total 
number of people who needed substance use treatment, did not receive 
specialty treatment in the past year, and perceived a need for treatment 
due to rounding.

60. Health professionals include general practitioners or family doctors; other 
medical doctors (e.g., cardiologist, gynecologist, urologist); psychologists; 
psychiatrists or psychotherapists; social workers; counselors; other mental 
health professionals (e.g., mental health nurse or other therapist where 
type is not specified); and nurses, occupational therapists, or other health 
professionals.

61. The specialty mental health setting includes services in outpatient or 
inpatient settings. Outpatient services include those from (a) a private 
therapist, psychologist, psychiatrist, social worker, or counselor; (b) a 
mental health clinic or center; (c) a partial day hospital or day treatment 
program; or (d) an in-home therapist, counselor, or family preservation 
worker. Inpatient or residential specialty mental health services in which 
adolescents stayed overnight or longer include services in a hospital or a 
residential treatment center.

62. Percentages that readers calculate from estimated numbers of adults with 
a perceived unmet need for mental health services may not agree with 
reported percentages because the estimated numbers are rounded to the 
nearest 0.1 million adults.

63. Percentages for the receipt of specific types of services do not sum to the 
total percentage who received any type of service due to rounding.

https://www.samhsa.gov/data/
https://www.cdc.gov/violenceprevention/datasources/nvdrs/
https://www.cdc.gov/mmwr/volumes/67/wr/pdfs/mm6722a1-H.pdf
https://www.cdc.gov/mmwr/volumes/67/wr/pdfs/mm6722a1-H.pdf
https://www.cdc.gov/mmwr/preview/mmwrhtml/ss6013a1.htm
https://www.cdc.gov/mmwr/preview/mmwrhtml/ss6013a1.htm
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Table A.1B Types of Illicit Drug, Tobacco Product, and Alcohol Use in the Past Month among Individuals Aged 12 or Older: 2002-2018  
Substance 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 
ILLICIT DRUGS   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

Marijuana 6.2* (0.14) 6.2* (0.14) 6.1* (0.15) 6.0* (0.15) 6.0* (0.15) 5.8* (0.14) 6.1* (0.15) 6.7* (0.16) 6.9* (0.16) 7.0* (0.16) 7.3* (0.17) 
Cocaine 0.9* (0.05) 1.0* (0.06) 0.8 (0.05) 1.0* (0.06) 1.0* (0.06) 0.8 (0.06) 0.7 (0.05) 0.7 (0.05) 0.6* (0.04) 0.5* (0.04) 0.6 (0.05) 

Crack 0.2* (0.03) 0.3* (0.04) 0.2 (0.03) 0.3* (0.04) 0.3* (0.04) 0.2* (0.03) 0.1 (0.02) 0.2 (0.03) 0.1 (0.02) 0.1* (0.02) 0.2 (0.04) 
Heroin 0.1* (0.02) 0.1* (0.01) 0.1* (0.02) 0.1* (0.01) 0.1 (0.03) 0.1* (0.02) 0.1 (0.02) 0.1* (0.01) 0.1 (0.02) 0.1 (0.02) 0.1 (0.02) 
Hallucinogens   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

LSD 0.0* (0.01) 0.1* (0.01) 0.1* (0.01) 0.0* (0.01) 0.1* (0.01) 0.1* (0.01) 0.1* (0.01) 0.1* (0.01) 0.1* (0.01) 0.1* (0.01) 0.1* (0.01) 
PCP 0.0 (0.01) 0.0 (0.01) 0.0 (0.01) 0.0 (0.01) 0.0 (0.00) 0.0 (0.01) 0.0 (0.00) 0.0 (0.01) 0.0 (0.01) 0.0 (0.00) 0.0 (0.00) 
Ecstasy   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

Inhalants   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Methamphetamine   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Misuse of Psychotherapeutics   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

Pain Relievers   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Stimulants   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Tranquilizers or Sedatives   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

Tranquilizers   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Sedatives   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Benzodiazepines   --   --   --   --   --   --   --   --   --   --   -- 

Opioids   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Illicit Drugs Other Than Marijuana    nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

TOBACCO PRODUCTS 30.4* (0.35) 29.8* (0.34) 29.2* (0.33) 29.4* (0.35) 29.6* (0.35) 28.7* (0.34) 28.4* (0.35) 27.7* (0.33) 27.5* (0.34) 26.5* (0.33) 26.7* (0.34) 
Cigarettes  26.0* (0.34) 25.4* (0.33) 24.9* (0.32) 24.9* (0.32) 25.0* (0.33) 24.3* (0.33) 24.0* (0.32) 23.3* (0.32) 23.0* (0.31) 22.1* (0.32) 22.1* (0.32) 
Smokeless Tobacco   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Cigars 5.4* (0.15) 5.4* (0.14) 5.7* (0.13) 5.6* (0.15) 5.6* (0.14) 5.4* (0.14) 5.3* (0.15) 5.3* (0.14) 5.2* (0.14) 5.0* (0.14) 5.2* (0.15) 
Pipe Tobacco 0.8 (0.07) 0.7 (0.06) 0.8 (0.06) 0.9 (0.06) 0.9* (0.07) 0.8 (0.07) 0.8 (0.06) 0.8 (0.06) 0.8 (0.06) 0.8 (0.06) 1.0* (0.07) 

ALCOHOL 51.0 (0.42) 50.1 (0.39) 50.3 (0.40) 51.8 (0.40) 51.0 (0.39) 51.2 (0.41) 51.6 (0.39) 51.9 (0.38) 51.8 (0.39) 51.8 (0.39) 52.1 (0.39) 
Binge Alcohol Use   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

Heavy Alcohol Use   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
SUBSTANCE USE                                             

Illicit Drugs, Tobacco Products, or 
Alcohol   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 

Illicit Drugs or Alcohol   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc   nc 
Tobacco Products or Alcohol 61.0* (0.40) 60.1* (0.38) 59.6 (0.40) 61.1* (0.39) 60.7* (0.39) 60.5* (0.37) 60.6* (0.38) 60.6* (0.36) 60.9* (0.39) 60.3* (0.38) 61.0* (0.37) 

NOTE: Footnotes and source information are shown at the end of the second half of this table.  
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Table A.1B Types of Illicit Drug, Tobacco Product, and Alcohol Use in the Past Month among Individuals Aged 12 or Older: 2002-2018 (continued)  
Substance 2013 2014 2015 2016 2017 2018 

ILLICIT DRUGS   nc   nc 10.1* (0.17) 10.6* (0.18) 11.2 (0.19) 11.7 (0.21) 
Marijuana 7.5* (0.17) 8.4* (0.16) 8.3* (0.15) 8.9* (0.16) 9.6* (0.18) 10.1 (0.20) 
Cocaine 0.6 (0.05) 0.6* (0.04) 0.7 (0.05) 0.7 (0.04) 0.8 (0.05) 0.7 (0.05) 

Crack 0.1 (0.02) 0.1 (0.02) 0.1 (0.02) 0.2 (0.02) 0.2 (0.03) 0.2 (0.03) 
Heroin 0.1 (0.02) 0.2 (0.02) 0.1 (0.02) 0.2 (0.02) 0.2 (0.02) 0.1 (0.02) 
Hallucinogens   nc   nc 0.5* (0.03) 0.5 (0.03) 0.5 (0.03) 0.6 (0.04) 

LSD 0.1* (0.01) 0.1* (0.02) 0.1 (0.01) 0.1 (0.02) 0.2 (0.02) 0.2 (0.02) 
PCP 0.0 (0.01) ** (**) 0.0 (0.00) 0.0 (0.00) 0.0 (0.01) 0.0 (0.00) 
Ecstasy   nc   nc 0.2 (0.02) 0.2 (0.02) 0.2 (0.02) 0.3 (0.02) 

Inhalants   nc   nc 0.2 (0.02) 0.2 (0.02) 0.2 (0.02) 0.2 (0.02) 
Methamphetamine   nc   nc 0.3 (0.03) 0.2* (0.03) 0.3 (0.03) 0.4 (0.04) 
Misuse of Psychotherapeutics   nc   nc 2.4* (0.08) 2.3* (0.08) 2.2 (0.08) 2.0 (0.08) 

Pain Relievers   nc   nc 1.4* (0.06) 1.2* (0.06) 1.2 (0.06) 1.0 (0.06) 
Stimulants   nc   nc 0.6 (0.04) 0.6 (0.04) 0.7 (0.04) 0.6 (0.04) 
Tranquilizers or Sedatives   nc   nc 0.8* (0.05) 0.9* (0.05) 0.7 (0.04) 0.7 (0.05) 

Tranquilizers   nc   nc 0.7 (0.04) 0.7* (0.04) 0.6 (0.04) 0.6 (0.04) 
Sedatives   nc   nc 0.2* (0.02) 0.2* (0.03) 0.1 (0.02) 0.1 (0.02) 
Benzodiazepines   --   --   --   --   --   -- 

Opioids   nc   nc 1.5* (0.06) 1.4* (0.06) 1.3* (0.06) 1.1 (0.06) 
Illicit Drugs Other Than Marijuana    nc   nc 3.5 (0.10) 3.4 (0.10) 3.4 (0.10) 3.2 (0.10) 

TOBACCO PRODUCTS 25.5* (0.32) 25.2* (0.28) 23.9* (0.26) 23.5* (0.27) 22.4* (0.26) 21.5 (0.27) 
Cigarettes  21.3* (0.30) 20.8* (0.26) 19.4* (0.25) 19.1* (0.25) 17.9* (0.25) 17.2 (0.25) 
Smokeless Tobacco   nc   nc 3.4* (0.11) 3.3* (0.10) 3.2* (0.09) 2.9 (0.09) 
Cigars 4.7 (0.14) 4.5 (0.11) 4.7 (0.12) 4.6 (0.11) 4.6 (0.11) 4.5 (0.12) 
Pipe Tobacco 0.9 (0.06) 0.8 (0.05) 0.8 (0.05) 0.8 (0.05) 0.9 (0.05) 0.8 (0.04) 

ALCOHOL 52.2* (0.41) 52.7* (0.33) 51.7 (0.32) 50.7 (0.31) 51.7 (0.33) 51.1 (0.37) 
Binge Alcohol Use   nc   nc 24.9 (0.27) 24.2 (0.26) 24.5 (0.27) 24.5 (0.26) 

Heavy Alcohol Use   nc   nc 6.5* (0.14) 6.0 (0.14) 6.1 (0.13) 6.1 (0.14) 
SUBSTANCE USE                        

Illicit Drugs, Tobacco Products, or 
Alcohol   nc   nc 60.9 (0.30) 60.2 (0.30) 60.7 (0.32) 60.2 (0.35) 

Illicit Drugs or Alcohol   nc   nc 54.1 (0.31) 53.4 (0.32) 54.3 (0.33) 53.9 (0.36) 
Tobacco Products or Alcohol 60.6* (0.39) 61.0* (0.31) 59.8* (0.30) 58.9 (0.30) 59.4 (0.32) 58.8 (0.35) 

** = Low precision; no estimate reported; -- = not available; nc = not comparable due to methodological changes. 
NOTE: Estimates shown are percentages with standard errors included in parentheses.  
NOTE: Estimates of 0.0 percent round to less than 0.1 percent when shown to the nearest tenth of a percent.  
NOTE: Additional estimates may be found in the detailed tables for the 2018 NSDUH at https://www.samhsa.gov/data/. Measures and terms are defined in Appendix A of the 2018 NSDUH detailed tables. 
* The difference between this estimate and the 2018 estimate is statistically significant at the .05 level. Rounding may make the estimates appear identical.  
Source: SAMHSA, Center for Behavioral Health Statistics and Quality, National Survey on Drug Use and Health, 2002-2018.  
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Table A.2B Type of Tobacco Product Use among Past Month Tobacco Users Aged 12 or Older, by Age Group: 2018 

Tobacco Product Use Total 12 to 17 18 to 25 26 or Older 
Only Cigarettes 65.5 (0.58) 37.3 (2.20) 50.3 (0.97) 68.9 (0.65) 
Cigarettes and Some Other Type of Tobacco Product 14.4 (0.40) 26.5 (2.17) 23.8 (0.83) 12.4 (0.46) 
Only Noncigarette Tobacco Products  20.1 (0.51) 36.1 (2.17) 25.9 (0.81) 18.7 (0.58) 

NOTE: Estimates shown are percentages with standard errors included in parentheses.  
NOTE: Additional estimates may be found in the detailed tables for the 2018 NSDUH at https://www.samhsa.gov/data/. Measures and terms are defined in Appendix A of the 2018 NSDUH detailed tables. 
Source: SAMHSA, Center for Behavioral Health Statistics and Quality, National Survey on Drug Use and Health, 2018.  

Table A.3A Average Number of Initiates per Day among Individuals Aged 12 or Older, by Age Group: 2018 
Substance Aged 12 or Older Aged 12 to 17 Aged 18 or Older Aged 18 to 25 Aged 26 or Older 
TOBACCO PRODUCTS                     

Cigarettes 5,000 (243) 1,564 (104) 3,436 (210) 3,126 (179) 310 (79) 
Daily Cigarette Use 1,357 (117) 171 (30) 1,186 (115) 967 (95) 220 (65) 

Smokeless Tobacco 2,515 (182) 841 (68) 1,674 (165) 1,134 (105) 540 (126) 
Cigars 6,229 (276) 1,350 (84) 4,879 (259) 3,414 (175) 1,465 (171) 

ALCOHOL 13,365 (355) 6,521 (207) 6,845 (258) 6,673 (234) 171 (43) 
ILLICIT DRUGS                     

Marijuana 8,387 (282) 3,668 (153) 4,719 (246) 3,281 (175) 1,438 (167) 
Cocaine 2,394 (183) 204 (41) 2,190 (180) 1,686 (137) 504 (92) 

Crack 276 (72) ** (**) 266 (72) 98 (28) 168 (64) 
Heroin 321 (66) ** (**) 302 (65) 97 (27) 205 (59) 
Hallucinogens 3,057 (197) 640 (64) 2,417 (186) 1,732 (139) 685 (118) 

LSD 2,131 (166) 388 (49) 1,743 (160) 1,281 (116) 462 (97) 
PCP 39 (16) ** (**) ** (**) ** (**) ** (**) 
Ecstasy 1,979 (159) 289 (48) 1,690 (152) 1,260 (123) 430 (90) 

Inhalants 1,579 (124) 843 (78) 737 (92) 577 (75) 160 (52) 
Methamphetamine 561 (84) 85 (22) 477 (80) 186 (39) 291 (70) 
Misuse of Psychotherapeutics                     

Pain Relievers 5,228 (330) 849 (77) 4,378 (316) 1,271 (98) 3,108 (298) 
Tranquilizers 3,315 (242) 590 (64) 2,725 (234) 1,190 (103) 1,535 (209) 
Stimulants 2,743 (175) 497 (53) 2,246 (166) 1,418 (110) 828 (127) 
Sedatives 689 (104) 98 (27) 591 (99) 199 (43) 391 (90) 

** = Low precision; no estimate reported. 
NOTE: Estimates shown are unrounded averages with standard errors included in parentheses. 
NOTE: Additional estimates may be found in the detailed tables for the 2018 NSDUH at https://www.samhsa.gov/data/. Measures and terms are defined in Appendix A of the 2018 NSDUH detailed tables. 
Source: SAMHSA, Center for Behavioral Health Statistics and Quality, National Survey on Drug Use and Health, 2018. 

 
  

https://www.samhsa.gov/data/
https://www.samhsa.gov/data/


 

 

A
-5 

Table A.4 Perceived Recovery from Substance Use Problems or Mental Health Issues among Adults Aged 18 or Older, by Age Group: Numbers in Thousands and 
Percentages: 2018  

Measure 
Aged 18 or Older Aged 18 to 25 Aged 26 to 49 Aged 50 or Older 

Number1 Percent2 Number1 Percent2 Number1 Percent2 Number1 Percent2 
Ever Had a Drug/Alcohol Use 

Problem3 27,207 (540) 11.0 (0.22) 2,367 (86) 7.0 (0.25) 12,662 (279) 12.7 (0.28) 12,178 (454) 10.8 (0.40) 
In Recovery from a Drug/ 

Alcohol Use Problem4 20,221 (468) 8.2 (0.19) 1,627 (74) 4.8 (0.22) 8,961 (236) 9.0 (0.24) 9,633 (397) 8.5 (0.35) 
Adults with a Drug/Alcohol Use 

Problem5 20,221 (501) 74.5 (0.87) 1,627 (78) 68.9 (1.77) 8,961 (255) 70.9 (1.03) 9,633 (422) 79.4 (1.55) 
Ever Had a Mental Health Issue6 43,649 (628) 17.7 (0.25) 8,898 (156) 26.4 (0.46) 20,239 (344) 20.2 (0.34) 14,512 (451) 12.8 (0.40) 
In Recovery from a Mental 

Health Issue7 30,833 (549) 12.5 (0.22) 5,859 (130) 17.4 (0.39) 13,643 (290) 13.6 (0.29) 11,331 (418) 10.0 (0.37) 
Adults with a Mental Health 

Issue8 30,833 (597) 71.1 (0.64) 5,859 (156) 66.4 (0.87) 13,643 (325) 67.8 (0.85) 11,331 (440) 78.6 (1.38) 
NOTE: Respondents were excluded from the analysis if they had unknown information about (a) ever having a drug or alcohol use problem or a mental health issue or (b) perceived recovery from a problem or issue. 
1 Estimates shown are numbers in thousands with standard errors in parentheses. 
2 Estimates shown are percentages with standard errors in parentheses.  
3 The question in the survey asks all adults aged 18 or older, "Do you think you ever had a problem with your own drug or alcohol use?" 
4  The question in the survey asks all adults aged 18 or older, "At this time do you consider yourself to be in recovery or recovered from your own problem with drugs or alcohol use?" 
5  Estimates shown are respondents who answered "yes" to being in "recovery or recovered" among those who answered "yes" to ever having a problem with their own drug or alcohol use. 
6  The question in the survey asks all adults aged 18 or older, "Do you think you ever had a problem with your own mental health?" 
7  The question in the survey asks all adults aged 18 or older, "At this time do you consider yourself to be in recovery or recovered from your own mental health problem?" 
8  Estimates shown are respondents who answered "yes" to being in "recovery or recovered" from a mental health problem among those who answered "yes" to ever having a mental health problem. 
Source: SAMHSA, Center for Behavioral Health Statistics and Quality, National Survey on Drug Use and Health, 2018.  
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In a detailed 69-page report that 
underscores the liabilities hospi-
tal emergency departments (EDs) 
incur by not providing appropriate 
care for substance use disorders 
(SUDs), the Legal Action Center 
has added a critical piece to the 
debate about when and how to 
get treatment to people who need 
it. During an opioid overdose epi-
demic — 93,000 people died from 
ODs in 2020, according to provi-
sional data released by the Centers 
for Disease Control and Preven-
tion (see story, p. 4), it’s vital that 
hospitals treat patients appropri-
ately when they show up in the 
ED for help, often after being res-
cued from an opioid OD. If they 

Bottom Line…
With groundbreaking legislation 
behind them, Rhode Island leaders 
have embarked on drawing up 
regulations for the operation of  
harm-reduction centers that will 
include safe consumption spaces.

do not get treatment, chances are 
they will OD again, due to the 
lethal illicit fentanyl that has con-
taminated the drug supply. 

The report, EMERGENCY: Hos-
pitals Can Violate Federal Law by 
Denying Necessary Care for Sub-
stance Use Disorders in Emergency 
Departments, is by Legal Action Cen-
ter attorneys Sika Yeboah-Sampong, 
Ellen Weber and Sally Friedman.

Rhode Island has become the first 
state to adopt a statewide measure 
authorizing sites where drug users 
could engage in medically super-
vised consumption of substances. 
But whether this proves to become 
a truly historic development will 
depend largely on the degree to 
which proponents of the effort suc-
ceed in their mission to establish 
these locations as comprehensive 
service sites.

The enabling legislation that was 
signed into law earlier this month 
by Rhode Island Gov. Daniel McKee 
eschews use of the labels “safe injec-
tion” or “supervised consumption” 
and refers to the authorized sites as 
“harm-reduction centers.” A lead-
ing treatment administrator who 
has served on a state opioid over-
dose prevention task force told 
ADAW that these centers’ presence 
will offer individuals a connection to 
any substance use treatment, mental 
health or general health intervention 
they want to pursue.

“I’ve heard people ask ‘Are you 
trying to pretend this is something 
else?’” said Linda Hurley, presi-
dent and CEO of CODAC Behav-
ioral Healthcare, the state’s most 

See RI page 7

Bottom Line…
The Legal Action Center details  
the legal liabilities hospitals  
incur when they give short shrift  
to SUDs.

See EDs page 2

Rhode Island advocates see opportunity 
in program sites with safe injection

Hospital EDs failing to care for SUDs may 
violate federal law: Report
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What EDs should do
Good practices according to the 

Legal Action Center that should be 
followed by hospital EDs include:

• Screening and diagnosis of sub-
stance use disorder (including 
a brief intervention for at-risk 
alcohol use). Substance use dis-
order screening and diagnosis 
enables ED practitioners to 
determine whether a patient 
who presents with a substance 
use–related condition has a 
substance use disorder that 
could pose a life-threatening 
condition: the most fundamen-
tal role of the emergency 
department. Multiple substance 
use disorder screening tools 
have been validated for ED use, 
and the Diagnostic and Statisti-
cal Manual contains clear diag-
nostic criteria for substance use 
disorders that can be incorpo-
rated into an emergency depart-
ment’s electronic health record.

• Offer of opioid agonist medica-
tions (methadone or buprenor-
phine), as appropriate, for indiv- 
iduals with opioid use disorder 
(OUD). The offer to administer 
opioid agonist medications  
to patients with opioid use  
disorder, as appropriate, helps  
avert or treat opioid withdrawal  
and suppress opioid cravings.  

EDs from page 1 Buprenorphine, the most effec-
tive opioid agonist medication 
for ED use, reduces mortality by 
50% and protects patients from 
opioid overdose. ED initiation of 
buprenorphine is effective and 
cost-effective, and hospitals 
nationwide have adopted proto-
cols for its administration. 

• Facilitated referral. Facilitated 
referral to treatment connects 
patients with substance use dis-
order to ongoing care, consis-
tent with the emergency 
department’s role to link patients 
to definitive care. A facilitated 
referral addresses common 
roadblocks to care, including 
insurance status and transporta-
tion and language barriers. EDs 
also make naloxone (an opioid 
overdose-reversal medication) 
available to patients who use 
drugs that may include opioids 
to decrease their likelihood of 
death post-discharge. A facili-
tated referral is sometimes 
described as a “warm handoff.” 
It’s not just a list of phone num-
bers or treatment centers.

“The provision of evidence-based 
care SUD fits squarely within the role 
of hospital EDs, which data shows 
see thousands of patients weekly for 
substance use–related emergencies,” 
author Yeboah-Sampong told ADAW 
last week. “Our new report details 

three such care practices, all of which 
are supported by robust research and 
recommendations from federal and 
state entities as well as leading pro-
fessional organizations, including the 
American College of Emergency Phy-
sicians.” These practices include the 
offer to administer buprenorphine to 
treat opioid withdrawal and suppress 
cravings for patients with untreated 
OUD and facilitated referral to ongo-
ing treatment with medication for 
opioid use disorder.”

So EDs need to provide appropri-
ate treatment for everyone with any 
SUD, not just methadone or buprenor-
phine for someone with an OUD. 

The Legal Action Center report 
notes that many hospitals across the 
country have adopted these prac-
tices “with support and direction 
from state and local policymakers, 
professional association protocols, 
and federal healthcare financing.” 

Barriers
“In far too many other hospitals, 

however, EDs address only the acute 
symptoms of substance use and fail 
to conduct diagnostic testing for 
substance use disorder, offer opi-
oid agonist medications to address a 
life-threatening opioid use disorder, 
or link patients to definitive care,” 
the report states. Why is this? 

Some hospitals resist because 
they don’t want these patients. They 
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have safety concerns, and a growing 
concern that their resources aren’t 
adequate to the job. There is also the 
endemic problem: EDs, like the rest 
of medicine, just view themselves as 
playing a limited role in SUDs com-
pared to other chronic conditions.

In what the Legal Action Cen-
ter report calls “institutional inertia” 
when it comes to providing medica-
tions for OUD, bias against patients 
with addiction clearly stands out. 
“Clearly, the implementation of evi-
dence-based practices requires hos-
pital planning,” the report states. 
But “too often the real barriers are 
stigma” and “limited availability of 
community treatment resources.”

Hospital EDs do actually provide 
more extensive services for other 
chronic conditions. Generally, the 
ED stabilizes and treats time-sensi-
tive conditions, conducts acute diag-
nostic testing and serves as the point 
of access to the health care system. 
Those three purposes are all missing 
for SUDs in many EDs.

Some EDs have in place proto-
cols that only address acute symp-
toms of patients with a substance 
use–related emergency.

Legal issues
But whatever the excuse, failing to 

offer evidence-based care to patients 
with SUD is not only poor medicine, 
but it could violate the law.

“Our report analyzes legal liabil-
ity that can arise under four sep-
arate federal laws when hospitals 
fail to implement these evidence-
based practices,” report co-author 
Weber told ADAW last week. “For 
patients with OUD, we’ve found 
that hospitals can violate the stabi-
lization requirement of the Emer-
gency Medical Treatment and Labor 
Act (EMTALA) when an ED identi-
fies a patient with untreated mod-
erate or severe OUD but does not 
offer to administer buprenorphine 
or another opioid agonist, as the 
practitioner should foresee that 
their condition would deteriorate 
post-discharge due to continued 
opioid use.”

Hospitals could be liable for viola-
tions of the EMTALA. The report states:

EMTALA imposes affirma-
tive medical care requirements 
on most hospitals that see indi-
viduals with substance-use 
related conditions in their ED. 
Emergency departments must 
conduct a medical screening 
examination of every individ-
ual to identify an emergency 
medical condition — a con-
dition that, absent immedi-
ate medical attention, poses a 
serious threat to the patient’s 
health. They also must stabi-
lize that condition before the 
patient’s discharge or transfer 
to another medical facility. EDs 
violate EMTALA when they do 
not conduct medical screening 
examinations to identify life-
threatening substance use dis-
orders and stabilize them. 

Patients seek ED care for a 
range of substance use-related 
conditions that include with-
drawal or overdose from opi-
oids or other drugs, alcohol 
intoxication or poisoning, falls, 
injuries or infections related to 
substance use. Many of these 
conditions constitute an emer-
gency medical condition. If the 
ED does not conduct a medical 
screening examination to screen 
for substance use or diagnose a 
substance use disorder, and the 
patient suffers harm as a result, 
the patient could successfully 
assert a violation of EMTALA’s 
medical screening examina-
tion obligation. To conduct that 
examination, practitioners have 
standardized screening tools, 
validated for ED use, that iden-
tify substance use not evident 
from the patient’s presenting 
condition as well as standard-
ized criteria from the Diag-
nostic and Statistical Manual 
to diagnose the existence and 
severity of a patient’s substance 
use disorder. 

A patient diagnosed with 
moderate or severe substance 

use disorder also could suc-
cessfully assert an EMTALA 
stabilization violation if the 
ED does not offer appropri-
ate medications and/or dis-
charge planning which are 
necessary to ensure, with rea-
sonable medical certainty, that 
the individual’s condition will 
not materially deteriorate post-
discharge. Because untreated 
moderate or severe substance 
use disorders are characterized 
by compulsive substance use, 
an ED physician can foresee 
that a patient will continue to 
use substances post-discharge 
with potentially life-threat-
ening consequences absent 
appropriate stabilization of 
withdrawal symptoms and 
cravings for drugs or alcohol. 
Thus, the failure to offer to 
administer an opioid agonist 
medication, such as buprenor-
phine — one of the most 
effective medications to avert 
or treat withdrawal, suppress 
cravings, and prevent future 
overdose — to patients with 
opioid use disorder, as appro-
priate, could violate EMTALA’s 
stabilization requirements. 

Similarly, most patients with 
a substance use-related emer-
gency medical condition will 
require substance use disor-
der treatment post-discharge 
for their generally chronic con-
dition. While EMTALA does 
not require an ED to treat a 
patient’s underlying medical 
condition, the ED must help 
secure such care because it is 
foreseeable that a patient with 
moderate or severe substance 
use disorder will continue to 
use substances in a life-threat-
ening manner absent treatment. 
Discharging patients with a list 
of treatment programs does not 
meet this EMTALA requirement. 
Finally, ED failure to make nal-
oxone available at discharge 
for patients who use drugs that 

Continues on page 4
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may contain opioids could also 
give rise to an EMTALA viola-
tion, as continued, life- threat-
ening drug use is foreseeable, 
and naloxone effectively 
reverses opioid overdose. 
Hospitals could also be violating 

the Americans with Disabilities Act 
(ADA), Rehabilitation Act of 1973 
and Title VI of the Civil Rights Act of 
1964. The report states:

Two federal laws prohibit 
disability-based discrimination 
— the ADA and Rehabilitation 
Act. Both laws are intended 
to eliminate discrimination by 
requiring state and local gov-
ernment programs and “places 
of public accommodation” — 
including hospitals — to treat 
individuals with substance use 
disorders and other disabili-
ties equally and fairly, based 
on an objective evaluation 
of their qualifications for ser-
vices, rather than outdated ste-
reotypes and myths. Many ED 
patients who are denied evi-
dence-based practices for sub-
stance use disorder could meet 
the requirements for proving 
disability-based discrimination: 
they (1) have a “disability,” (2) 
are qualified (or eligible) for 
the services or benefits sought, 
and (3) were denied those ser-
vices or benefits because of 
their disability. 

An individual with a sub-
stance use disorder who seeks 
care for a substance use-related 
emergency has a “disability” 
(substance use disorder) and 
is “qualified” for ED services 
because they have an acute 
injury or illness — the “essen-
tial eligibility requirement” for 

ED care. Individuals who “cur-
rently engage in the illegal use 
of drugs” do not have a “dis-
ability” as defined by the ADA, 
but EDs may not deny them 
substance use disorder treat-
ment — or other health ser-
vices — on the basis of such 
use. A hospital that denies ED 
patients evidence-based prac-
tices “because of” their sub-
stance use disorder or current 
illegal drug use could be liable 
for discrimination under two 
legal theories: disparate treat-
ment and failure to provide a 
reasonable modification. 

Disparate treatment discrim-
ination occurs when an ED 
denies evidence-based prac-
tices for substance use dis-
order due to generalizations, 
assumptions, and stereotypes 
about people with substance 
use disorder, as opposed to 
legitimate non-discriminatory 
reasons. Many patients could 
show that the reasons they 
were denied these evidence-
based practices are not legit-
imate, but are instead due to 
stigma or assumptions about 
patients with substance use 
disorder. Additionally, an emer-
gency department’s failure 
to use evidence-based prac-
tices for substance use disor-
der typically occurs through 
its “methods of administra-
tion,” such as decisions not to 
stock buprenorphine for opi-
oid use disorder or failure to 
implement protocols requiring 
consistent screening and diag-
nosis and facilitated referrals to 
treatment. These administrative 
methods can constitute another 
form of “disparate treatment” 

discrimination because they 
have the purpose and/or effect 
of discriminating against peo-
ple with substance use disorder. 

Finally, if a patient requests 
an evidence-based practice, 
such as a facilitated referral to 
treatment, which the ED does 
not provide, the hospital could 
be liable for failing to provide 
a reasonable modification of 
its policies or practices, as nec-
essary to avoid discrimination. 
“An ED that does not offer evi-

dence-based practices for substance 
use–related emergencies, or that 
denies a patient’s request for such 
care, including the offer of medica-
tion for OUD, can violate both the 
Americans with Disabilities Act and 
the Rehabilitation Act of 1973 due to 
disparate treatment on the basis of 
disability, and/or the failure to pro-
vide a reasonable modification for 
the patient,” said Friedman. “Finally, 
we found that hospitals that do not 
use evidence-based practices could 
be illegally engaging in two types 
of race-based discrimination prohib-
ited by Title VI of the Civil Rights Act 
— intentional race-based discrimi-
nation (disparate treatment) against 
Black, Latinx and/or Indigenous peo-
ple who present with substance use–
related emergencies, or actions that 
disparately impact any of these three 
groups. So, not only would hospital 
ED adoption of evidence-based SUD 
practices save lives and help reverse 
the escalating overdose crisis, but our 
analysis shows there is a powerful 
legal case for them to do so.” •

For the report, go to https://www. 
lac.org/resource/emergency-hospitals- 
can-violate-federal-law-by-denying- 
necessary-care-for-substance-use- 
disorders-in-emergency-departments.

Continued from page 3

CDC: 93,000 deaths from drug overdoses in the U.S. in 2020
Provisional data from the Cen-

ters for Disease Control and Pre-
vention (CDC) shows that about 
93,000 people died from drug 

overdoses in 2020. This is an 
increase of 29.4% from the 72,151 
deaths predicted for 2019, accord-
ing to the CDC’s National Center 

for Health Statistics, which released 
the data July 14.

Estimated overdose deaths from 
opioids increased from 50,963 in 
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use of the three Food and Drug Administration-approved medications used to treat opioid use 
disorder—methadone, naltrexone, and buprenorphine—and the other strategies and services 
needed to support recovery.
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Foreword
The Substance Abuse and Mental Health Services Administration (SAMHSA) is the U.S. Department of 
Health and Human Services agency that leads public health efforts to advance the behavioral health 
of the nation. SAMHSA’s mission is to reduce the impact of substance abuse and mental illness on 
America’s communities.

The Treatment Improvement Protocol (TIP) series fulfills SAMHSA’s mission by providing science- 
based best-practice guidance to the behavioral health field. TIPs reflect careful consideration of all 
relevant clinical and health service research, demonstrated experience, and implementation require-
ments. Select nonfederal clinical researchers, service providers, program administrators, and patient 
advocates comprising each TIP’s consensus panel discuss these factors, offering input on the TIP’s 
specific topic in their areas of expertise to reach consensus on best practices. Field reviewers then 
assess draft content.

The talent, dedication, and hard work that TIP panelists and reviewers bring to this highly participatory 
process have helped bridge the gap between the promise of research and the needs of practicing 
clinicians and administrators to serve, in the most scientifically sound and effective ways, people in 
need of behavioral health services. We are grateful to all who have joined with us to contribute to 
advances in the behavioral health field.

Elinore F. McCance-Katz, M.D., Ph.D.
Assistant Secretary for Mental Health and Substance Use
SAMHSA
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Introduction
Our nation faces a crisis of overdose deaths from 
opioids, including heroin, illicit fentanyl, and 
prescription opioids. These deaths represent a 
mere fraction of the total number of Americans 
harmed by opioid misuse and addiction. Many 
Americans now suffer daily from a chronic 
medical illness called “opioid addiction” or 
OUD (see the Glossary in Part 5 of this TIP for 
definitions). Healthcare professionals, treatment 
providers, and policymakers have a responsibility 
to expand access to evidence-based, effective 
care for people with OUD.

An expert panel developed the TIP’s content 
based on a review of the literature and on their 
extensive experience in the field of addiction 
treatment. Other professionals also generously 
contributed their time and commitment to this 
project.

The TIP is divided into parts so that readers can 
easily find the material they need. Part 1 is a 
general introduction to providing medications 
for OUD and issues related to providing that 
treatment. Some readers may prefer to go directly 
to those parts most relevant to their areas of 
interest, but everyone is encouraged to read  
Part 1 to establish a shared understanding of  
key facts and issues covered in detail in this TIP.

Following is a summary of the TIP’s overall main 
points and brief summaries of each of the five 
TIP parts.

Overall Key Messages
Addiction is a chronic, treatable illness. 
Opioid addiction, which generally corresponds 
with moderate to severe forms of OUD, often 
requires continuing care for effective treatment 
rather than an episodic, acute-care treatment 
approach.

Executive Summary

The goal of treatment for opioid addiction or opioid use disorder (OUD) is remission of the 
disorder leading to lasting recovery. Recovery is a process of change through which individ-
uals improve their health and wellness, live self-directed lives, and strive to reach their full 
potential.1 This Treatment Improvement Protocol (TIP) reviews the use of the three Food 
and Drug Administration (FDA)-approved medications used to treat OUD—methadone, 
naltrexone, and buprenorphine—and the other strategies and services needed to support 
recovery for people with OUD.

An estimated 1.8M 
AMERICANS
have OUD related to
opioid painkillers;

626K have heroin-
related OUD.3

Estimated cost  
of the OPIOID 
EPIDEMIC was

$504
B I L L I O N
in 2015.2
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General principles of good care for chronic 
diseases can guide OUD treatment. 
Approaching OUD as a chronic illness can 
help providers deliver care that helps patients 
stabilize, achieve remission of symptoms, and 
establish and maintain recovery.

Patient-centered care empowers patients 
with information that helps them make better 
treatment decisions with the healthcare 
professionals involved in their care. Patients 
should receive information from their healthcare 
team that will help them understand OUD and 
the options for treating it, including treatment 
with FDA-approved medication.

Patients with OUD should have access to 
mental health services as needed, medical 
care, and addiction counseling, as well as 
recovery support services, to supplement 
treatment with medication.

The words you use to describe OUD and 
an individual with OUD are powerful. The 
TIP defines, uses, and encourages providers 
to adopt terminology that will not reinforce 
prejudice, negative attitudes, or discrimination.

There is no “one size fits all” approach to 
OUD treatment. Many people with OUD benefit 
from treatment with medication for varying 
lengths of time, including lifelong treatment. 
Ongoing outpatient medication treatment for 
OUD is linked to better retention and outcomes 

than treatment without medication. Even so, 
some people stop using opioids on their own; 
others recover through support groups or 
specialty treatment with or without medication.

The science demonstrating the effectiveness 
of medication for OUD is strong. For example, 
methadone, extended-release injectable naltrex-
one (XR-NTX), and buprenorphine were each 
found to be more effective in reducing illicit 
opioid use than no medication in randomized 
clinical trials, which are the gold standard for 
demonstrating efficacy in clinical medicine.6,7,8,9,10 
Methadone and buprenorphine treatment 
have also been associated with reduced risk of 
overdose death.11,12,13,14,15

This doesn’t mean that remission and recovery 
occur only through medication. Some people 
achieve remission without OUD medication, just 
as some people can manage type 2 diabetes 
with exercise and diet alone. But just as it is 
inadvisable to deny people with diabetes the 
medication they need to help manage their 
illness, it is also not sound medical practice to 
deny people with OUD access to FDA-approved 
medications for their illness.

Medication for OUD should be successfully 
integrated with outpatient and residential 
treatment. Some patients may benefit from 
different levels of care at different points in their 
lives, such as outpatient counseling, intensive 
outpatient treatment, inpatient treatment, or 
long-term therapeutic communities. Patients 
treated in these settings should have access to 
OUD medications.

Opioid overdose caused 

42,249 DEATHS
nationwide in 2016—
this exceeded the #  
caused by motor vehicle
crashes.4,5

2.1 MILLION
people in the U.S., 
ages 12 and older,
had OUD involving  
PRESCRIPTION
OPIOIDS, HEROIN,
or both in 2016.16
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Patients treated with medications for OUD 
can benefit from individualized psychosocial 
supports. These can be offered by patients’ 
healthcare providers in the form of medication 
management and supportive counseling and/or 
by other providers offering adjunctive addiction 
counseling, recovery coaching, mental health 
services, and other services that may be needed 
by particular patients.

Expanding access to OUD medications is 
an important public health strategy. 17 The 
gap between the number of people needing 
opioid addiction treatment and the capacity to 
treat them with OUD medication is substantial. 
In 2012, the gap was estimated at nearly 1 
million people, with about 80 percent of opioid 
treatment programs (OTPs) nationally operating 
at 80 percent capacity or greater.18

Improving access to treatment with OUD 
medications is crucial to closing the wide 
gap between treatment need and treatment 
availability, given the strong evidence of 
effectiveness for such treatments.19

Data indicate that medications for OUD are 
cost effective and cost beneficial.20,21

Content Overview
The TIP is divided into parts to make the material 
more accessible according to the reader’s interests.

Part 1: Introduction to Medications for 
Opioid Use Disorder Treatment
This part lays the groundwork for understanding 
treatment concepts discussed later in this TIP. 
The intended audience includes:

 • Healthcare professionals (physicians, nurse 
practitioners, physician assistants, and nurses).

 • Professionals who offer addiction counseling 
or mental health services.

 • Peer support specialists.

 • People needing treatment and their families.

 • People in remission or recovery and their 
families.

 • Hospital administrators.

 • Policymakers.

In Part 1, readers will learn that:

 • Increasing opioid overdose deaths, illicit 
opioid use, and prescription opioid misuse 
constitute a public health crisis.

 • OUD medications reduce illicit opioid use, 
retain people in treatment, and reduce risk of 
opioid overdose death better than treatment 
with placebo or no medication.

 • Only physicians, nurse practitioners, and 
physician assistants can prescribe buprenor-
phine for OUD. They must get a federal 
waiver to do so.

 • Only federally certified, accredited OTPs can 
dispense methadone to treat OUD. OTPs 
can administer and dispense buprenorphine 
without a federal waiver.

 • Any prescriber can offer naltrexone.

 • OUD medication can be taken on a short- or 
long-term basis, including as part of medically 
supervised withdrawal and as maintenance 
treatment.

 • Patients taking medication for OUD are 
considered to be in recovery.

 • Several barriers contribute to the underuse of 
medication for OUD.

Part 2: Addressing Opioid Use Disorder in 
General Medical Settings
This part offers guidance on OUD screening, 
assessment, treatment, and referral. Part 2 is 
for healthcare professionals working in general 
medical settings with patients who have or are  
at risk for OUD.

OPIOID-RELATED

EMERGENCY
DEPARTMENT
visits nearly doubled
from 2005–2014.22
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In Part 2, readers will learn that:

 • All healthcare practices should screen for 
alcohol, tobacco, and other substance misuse 
(including opioid misuse).

 • Validated screening tools, symptom surveys, 
and other resources are readily available; this 
part lists many of them.

 • When patients screen positive for risk of harm 
from substance use, practitioners should 
assess them using tools that determine 
whether substance use meets diagnostic 
criteria for a substance use disorder (SUD).

 • Thorough assessment should address 
patients’ medical, social, SUD, and family 
histories.

 • Laboratory tests can inform treatment 
planning.

 • Practitioners should develop treatment plans 
or referral strategies (if onsite SUD treatment 
is unavailable) for patients who need SUD 
treatment.

Part 3: Pharmacotherapy for Opioid Use 
Disorder
This part offers information and tools for health-
care professionals who prescribe, administer, 
or dispense OUD medications or treat other 
illnesses in patients who take these medications. 
It provides guidance on the use of buprenorphine, 
methadone, and naltrexone by healthcare  
professionals in:

 • General medical settings, including hospitals.

 • Office-based opioid treatment settings.

 • Specialty addiction treatment programs, 
including OTPs.

In Part 3, readers will learn that:

 • OUD medications are safe and effective when 
used appropriately.

 • OUD medications can help patients reduce or 
stop illicit opioid use and improve their health 
and functioning.

 • Pharmacotherapy should be considered for all 
patients with OUD. Opioid pharmacothera-
pies should be reserved for those with moder-
ate-to-severe OUD with physical dependence.

 • Patients with OUD should be informed of 
the risks and benefits of pharmacotherapy, 
treatment without medication, and no 
treatment.

 • Patients should be advised on where and how 
to get treatment with OUD medication.

HIV

Hep C

O P I O I D 
A D D I C T I O N 
is linked with significant 

MORBIDITY  and

M O R T A L I T Y
related to HIV and 
hepatitis C.23

OPIOID-RELATED
inpatient hospital stays

INCREASED 64%
nationally from 2005–2014.24
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 • Doses and schedules of pharmacotherapy 
must be individualized.

Part 4: Partnering Addiction Treatment 
Counselors With Clients and Healthcare 
Professionals
This part recommends ways that addiction 
treatment counselors can collaborate with 
healthcare professionals to support client- 
centered, trauma-informed OUD treatment 
and recovery. It also serves as a quick guide to 
medications that can treat OUD and presents 
strategies for clear communication with pre-
scribers, creation of supportive environments 
for clients who take OUD medication, and ways 
to address other common counseling concerns 
when working with this population.

In Part 4, readers will learn that:

 • Many patients taking OUD medication benefit 
from counseling as part of treatment.

 • Counselors play the same role for clients with 
OUD who take medication as for clients with 
any other SUD.

 • Counselors help clients recover by addressing  
the challenges and consequences of addiction.

 • OUD is often a chronic illness requiring 
ongoing communication among patients and 
providers to ensure that patients fully benefit 
from both pharmacotherapy and psychosocial 
treatment and support.

 • OUD medications are safe and effective when 
prescribed and taken appropriately.

 • Medication is integral to recovery for many 
people with OUD. Medication usually 
produces better treatment outcomes than 
outpatient treatment without medication.

 • Supportive counseling environments for 
clients who take OUD medication can 
promote treatment and help build recovery 
capital.

Part 5: Resources Related to Medications 
for Opioid Use Disorder
This part has a glossary and audience-segmented 
resource lists to help medical and behavioral 
health service providers better understand how 
to use OUD medications with their patients and 
to help patients better understand how OUD 
medications work. It is for all interested readers.

In Part 5, readers will learn that:

 • Practice guidelines and decision-making tools 
can help healthcare professionals with OUD 
screening, assessment, diagnosis, treatment 
planning, and referral.

 • Patient- and family-oriented resources provide 
information about opioid addiction in general; 
the role of medication, behavioral and sup-
portive services, and mutual-help groups in 
the treatment of OUD; how-tos for identifying 
recovery support services; and how-tos for 
locating medical and behavioral health service 
providers who specialize in treating OUD or 
other SUDs.

OPIOID ADDICTION
is linked with high rates of

ILLEGAL ACTIVITY and 

INCARCERATION.25,26
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KEY MESSAGES

 • Increasing opioid overdose deaths, 
illicit opioid use, and prescription opioid 
misuse constitute a public health crisis.

 • OUD medications reduce illicit opioid use, 
retain people in treatment, and reduce 
risk of opioid overdose death better than 
treatment with placebo or no medication.

 • Only physicians, nurse practitioners, 
and physician assistants can prescribe 
buprenorphine for OUD. They must get a 
federal waiver to do so.

 • Only federally certified, accredited opioid 
treatment programs (OTPs) can dispense 
methadone to treat OUD. OTPs can 
administer and dispense buprenorphine 
without a federal waiver. 

 • Any prescriber can offer naltrexone.

 • OUD medication can be taken on a short- 
or long-term basis, including as part of 
medically supervised withdrawal and as 
maintenance treatment.

 • Patients taking medication for OUD are 
considered to be in recovery.

 • Several barriers contribute to the 
underuse of medication for OUD.

Part 1: Introduction to Medications for Opioid Use Disorder Treatment
For Healthcare and Addiction Professionals, Policymakers, Patients, and Families

Part 1 of this Treatment Improvement Protocol (TIP) will help readers understand key facts and 
issues related to providing Food and Drug Administration (FDA)-approved medications used to 
treat opioid use disorder (OUD).
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The Approach to OUD Care
According to the Substance Abuse and Mental 
Health Services Administration (SAMHSA) 
and the National Institute on Drug Abuse, 
addiction is a chronic, treatable illness. Opioid 
addiction, which generally corresponds with 
moderate to severe forms of OUD (Exhibit 1.1), 
often requires continuing care for effective 
treatment rather than an episodic, acute-care 
treatment approach.

The World Health Organization’s (WHO’s) 
principles of good care for chronic diseases 
can guide OUD care:1

 • Develop a treatment partnership with patients.

 • Focus on patients’ concerns and priorities.

 • Support patient self-management of illness.

 • Use the five A’s at every visit (assess, advise, 
agree, assist, and arrange).

 • Organize proactive follow-up.

 • Link patients to community resources/support.

 • Work as a clinical team.

 • Involve “expert patients,” peer educators, 
and support staff in the health facility.

 • Ensure continuity of care. 

Chronic care management is effective for many 
long-term medical conditions, such as diabetes 
and cardiovascular disease, and it can offer 

Introduction to Medications for Opioid Use 
Disorder Treatment

PART 1 of 5

similar benefits to patients with substance use 
disorders (SUDs); for example, it can help them 
stabilize, achieve remission of symptoms, and 
establish and maintain recovery. Good con-
tinuing care also provides, and links to, other 
medical, behavioral health, and community and 
recovery support services.

A noticeable theme in chronic disease 
management is patient-centered care. 
Patient-centered care empowers patients 
with information that helps them make better 
treatment decisions with the healthcare profes-
sionals involved in their care. Patients should 
receive information from their healthcare team 
that will help them understand OUD and the 
options for treating it, including treatment 
with FDA-approved medications. Healthcare 
professionals should also make patients aware 
of available, appropriate recovery support and 
behavioral health services.

Estimated cost  
of the OPIOID 
EPIDEMIC was

$504
B I L L I O N
in 2015.2

Part 1 of this TIP offers a general introduction to providing medications to address opioid use 
disorder (OUD). It is for all audiences. Part 1 will help readers understand key facts and issues 
related to providing FDA-approved medications used to treat OUD. TIP Parts 2 through 5 cover 
these issues in more detail.
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EXHIBIT 1.1. Key Terms

Addiction: As defined by the American Society of Addiction Medicine, “a primary, chronic disease of 
brain reward, motivation, memory, and related circuitry.”3 It is characterized by inability to consistently 
abstain, impairment in behavioral control, craving, diminished recognition of significant problems with 
one’s behaviors and interpersonal relationships, and a dysfunctional emotional response. Like other 
chronic diseases, addiction often involves cycles of relapse and remission. The Diagnostic and Statistical 
Manual of Mental Disorders, Fifth Edition4 (DSM-5), does not use the term for diagnostic purposes, but it 
commonly describes the more severe forms of OUD.

Medically supervised withdrawal (formerly called detoxification): Using an opioid agonist (or an 
alpha-2 adrenergic agonist if an opioid agonist is not available) in tapering doses or other medications to 
help a patient discontinue illicit or prescription opioids.

Opioid misuse: The use of prescription opioids in any way other than as directed by a prescriber; the 
use of any opioid in a manner, situation, amount, or frequency that can cause harm to self or others.5

Opioid receptor agonist: A substance that has an affinity for and stimulates physiological activity 
at cell receptors in the central nervous system (CNS) that are normally stimulated by opioids. Mu-opioid 
receptor full agonists (e.g., methadone) bind to the mu-opioid receptor and produce actions similar to 
those produced by the endogenous opioid beta-endorphin. Increasing the dose increases the effect. 
Mu-opioid receptor partial agonists (e.g., buprenorphine) bind to the mu-opioid receptor. Unlike with full 
agonists, increasing their dose may not produce additional effects once they have reached their maximal 
effect. At low doses, partial agonists may produce effects similar to those of full agonists.

Opioid receptor antagonist: A substance that has affinity for opioid receptors in the CNS without 
producing the physiological effects of opioid agonists. Mu-opioid receptor antagonists (e.g., naltrexone) 
can block the effects of exogenously administered opioids.

Opioids: All natural, synthetic, and semisynthetic substances that have effects similar to morphine. 
They can be used as medications having such effects (e.g., methadone, buprenorphine, oxycodone).

Opioid treatment program (OTP): An accredited treatment program with SAMHSA certification 
and Drug Enforcement Administration registration to administer and dispense opioid agonist 
medications that are approved by FDA to treat opioid addiction. Currently, these include methadone and 
buprenorphine products. Other pharmacotherapies, such as naltrexone, may be provided but are not 
subject to these regulations. OTPs must provide adequate medical, counseling, vocational, educational, 
and other assessment and treatment services either onsite or by referral to an outside agency or 
practitioner through a formal agreement.6

Opioid use disorder (OUD): Per DSM-5, a disorder characterized by loss of control of opioid use, 
risky opioid use, impaired social functioning, tolerance, and withdrawal. Tolerance and withdrawal do not 
count toward the diagnosis in people experiencing these symptoms when using opioids under appropriate 
medical supervision. OUD covers a range of severity and replaces what DSM-IV termed “opioid abuse” and 
“opioid dependence.” An OUD diagnosis is applicable to a person who uses opioids and experiences at least 2 
of the 11 symptoms in a 12-month period. (See Exhibit 2.13 in Part 2 for full DSM-5 diagnostic criteria for OUD.)

Recovery: A process of change through which individuals improve their health and wellness, live self-
directed lives, and strive to reach their full potential. Even individuals with severe and chronic SUDs can, 
with help, overcome their SUDs and regain health and social function. Although abstinence from all 
substance misuse is a cardinal feature of a recovery lifestyle, it is not the only healthy, prosocial feature. 
Patients taking FDA-approved medication to treat OUD can be considered in recovery.

Relapse: A process in which a person with OUD who has been in remission experiences a return of 
symptoms or loss of remission. A relapse is different from a return to opioid use in that it involves more 
than a single incident of use. Relapses occur over a period of time and can be interrupted. Relapse need 
not be long lasting. The TIP uses relapse to describe relapse prevention, a common treatment modality. 

Remission: A medical term meaning a disappearance of signs and symptoms of the disease.7 DSM-5 
defines remission as present in people who previously met OUD criteria but no longer meet any OUD 
criteria (with the possible exception of craving).8 Remission is an essential element of recovery.

Return to opioid use: One or more instances of opioid misuse without a return of symptoms of 
OUD. A return to opioid use may lead to relapse.



1-3

TIP 63Part 1 of 5—Introduction to Medications for Opioid Use Disorder Treatment

Overview of Medications for OUD
There is no “one size fits all” approach to 
OUD treatment. Many people with OUD benefit 
from treatment with medication for varying 
lengths of time, including lifelong treatment. 
Ongoing outpatient medication treatment for 
OUD is linked to better retention and outcomes 
than treatment without medication. Even so, 
some people stop using opioids on their own; 
others recover through support groups or 
specialty outpatient or residential treatment 
with or without medication. Still, FDA-approved 
medication should be considered and offered to 
patients with OUD as part of their treatment.

Benefits
The three FDA-approved medications used 
to treat OUD improve patients’ health and 
wellness by:

 • Reducing or eliminating withdrawal 
symptoms: methadone, buprenorphine.

 • Blunting or blocking the effects of 
illicit opioids: methadone, naltrexone, 
buprenorphine.

 • Reducing or eliminating cravings to 
use opioids: methadone, naltrexone, 
buprenorphine.

See Exhibit 1.2 for further comparison between 
these medications.

Effectiveness
The science demonstrating the effectiveness 
of medication for OUD is strong. For example, 
methadone, extended-release injectable naltrex-
one (XR-NTX), and buprenorphine were each 
found to be more effective in reducing illicit 
opioid use than no medication in randomized 
clinical trials,9,10,11,12 which are the gold standard 
for demonstrating efficacy in clinical medicine. 
Methadone and buprenorphine treatment 
have also been associated with reduced risk of 
overdose death.13,14,15,16,17

As is true for patients undergoing treatment 
for any chronic medical condition, patients 
with OUD should have access to medical, 
mental health, addiction counseling, and 
recovery support services that they may 
need to supplement treatment with medication. 
Medical care should include preventive services 
and disease management. Patients with OUD 
who have mental disorders should have access 
to mental health services.

Treatment and support services should reflect 
each patient’s individual needs and preferences. 
Some patients, particularly those with co- 
occurring disorders, may require these treatments 
and services to achieve sustained remission and 
recovery.

The words you use to describe both OUD and 
an individual with OUD are powerful and can 
reinforce prejudice, negative attitudes, and 
discrimination. Negative attitudes held by the 
public and healthcare professionals can deter 
people from seeking treatment, make patients 
leave treatment prematurely, and contribute to 
worse treatment outcomes. The TIP expert panel 
recommends that providers always use medical 
terms when discussing SUDs (e.g., positive or 
negative urine sample, not dirty or clean sample) 
and use person-first language (e.g., a person 
with an SUD, not a user, alcoholic, or addict). 
Exhibit 1.1 defines some key terms. A full 
glossary is in Part 5 of this TIP.

RESOURCE ALERT

Shared Decision Making

SAMHSA’s shared decision-making tool is helpful 

for educating patients and their families about 

OUD. The information this tool provides can help 

patients make informed decisions about their 

care (http://archive.samhsa.gov/MAT-Decisions 

-in-Recovery/Default.aspx).

http://archive.samhsa.gov/MAT-Decisions-in-Recovery/Default.aspx
http://archive.samhsa.gov/MAT-Decisions-in-Recovery/Default.aspx
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EXHIBIT 1.2. Comparison of Medications for OUD

PRESCRIBING 
CONSIDERATIONS METHADONE NALTREXONE BUPRENORPHINE

Mechanism of 
Action at mu- 
Opioid Receptor

Agonist Antagonist Partial agonist

Phase of 
Treatment

Medically 
supervised 
withdrawal, 
maintenance

Prevention of relapse 
to opioid dependence, 
following medically 
supervised withdrawal

Medically supervised withdrawal, 
maintenance

Route of  
Administration

Oral Oral, intramuscular 
extended-release

Sublingual, buccal, subdermal 
implant, subcutaneous extended 
release

Possible Adverse 
Effects

Constipation, 
hyperhidrosis, 
respiratory 
depression, 
sedation, QT 
prolongation, 
sexual dysfunction, 
severe hypotension 
including 
orthostatic 
hypotension and 
syncope, misuse 
potential, neonatal 
abstinence 
syndrome

Nausea, anxiety, 
insomnia, precipitated 
opioid withdrawal, 
hepatotoxicity, 
vulnerability to opioid 
overdose, depression, 
suicidality, muscle 
cramps, dizziness or 
syncope, somnolence 
or sedation, anorexia, 
decreased appetite or 
other appetite disorders

Intramuscular: Pain, 
swelling, induration 
(including some cases 
requiring surgical 
intervention)

Constipation, nausea, 
precipitated opioid withdrawal, 
excessive sweating, insomnia, 
pain, peripheral edema, 
respiratory depression 
(particularly combined with 
benzodiazepines or other CNS 
depressants), misuse potential, 
neonatal abstinence syndrome

Implant: Nerve damage during 
insertion/removal, accidental 
overdose or misuse if extruded, 
local migration or protrusion

Subcutaneous: Injection site 
itching or pain, death from 
intravenous injection

Regulations and 
Availability

Schedule II; only 
available at federally 
certified OTPs and 
the acute inpatient 
hospital setting for 
OUD treatment

Not a scheduled 
medication; not included 
in OTP regulations; 
requires prescription; 
office-based treatment 
or specialty substance 
use treatment programs, 
including OTPs

Schedule III; requires waiver to 
prescribe outside OTPs

Implant: Prescribers must be 
certified in the Probuphine 
Risk Evaluation and Mitigation 
Strategy (REMS) Program. 
Providers who wish to insert/
remove implants are required 
to obtain special training 
and certification in the REMS 
Program

Subcutaneous: Healthcare 
settings and pharmacies must be 
certified in the Sublocade REMS 
Program and only dispense the 
medication directly to a provider 
for administration

Adapted with permission.18 Copyrighted 2017. UBM Medica. 131265:0917SH
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This doesn’t mean that remission and recovery 
occur only through medication. Some people 
achieve remission without OUD medication, just 
as some people can manage type 2 diabetes 
with exercise and diet alone. But just as it is 
inadvisable to deny people with diabetes the 
medication they need to help manage their 
illness, it is also not sound medical practice to 
deny people with OUD access to FDA-approved 
medications for their illness.

Medication for OUD should be successfully 
integrated with outpatient and residential 
treatment. Some patients may benefit from 
different levels of care during the course of their 
lives. These different levels include outpatient 
counseling, intensive outpatient treatment, 
inpatient treatment, or long-term therapeutic 
communities. Patients receiving treatment in 
these settings should have access to FDA-
approved medications for OUD.

Patients treated with OUD medications can 
benefit from individualized psychosocial 
supports. These can be offered by patients’ 
healthcare providers in the form of medication 
management and supportive counseling and/or 
by other providers offering adjunctive addiction 
counseling, contingency management, recovery 
coaching, mental health services, and other 
services (e.g., housing supports) that particular 
patients may need.

Expanding access to FDA-approved medica-
tions is an important public health strategy. 19 
A substantial gap exists between the number of 
people needing OUD treatment and the capacity 
to treat those individuals with OUD medication. 
In 2012, the gap was estimated at nearly 1 
million people, with approximately 80 percent of 
OTPs nationally operating at 80 percent capacity 
or greater.20 Blue Cross Blue Shield reported a 
493 percent increase in members diagnosed with 
OUD from 2010 to 2016 but only a 65 percent 
increase in the use of medication for OUD.21 
Improving access is crucial to closing the wide 
gap between the need for treatment with 
OUD medications and the availability of such 
treatment, given the strong evidence of OUD 
medications’ effectiveness.22

Methadone
Methadone retains patients in treatment and 
reduces illicit opioid use more effectively than 
placebo, medically supervised withdrawal, or 
no treatment, as numerous clinical trials and 
meta-analyses of studies conducted in many 
countries show.23,24,25 Higher methadone doses 
are associated with superior outcomes.26,27 Given 
the evidence of methadone’s effectiveness, WHO 
lists it as an essential medication.28

Methadone treatment has by far the largest, 
oldest evidence base of all treatment ap-
proaches to opioid addiction. Large multisite 
longitudinal studies from the world over support 
methadone maintenance’s effectiveness.29,30,31 
Longitudinal studies have also found that it is 
associated with:32,33,34,35,36,37,38,39,40

 • Reduced risk of overdose-related deaths.

 • Reduced risk of HIV and hepatitis C infection.

 • Lower rates of cellulitis.

 • Lower rates of HIV risk behavior.

 • Reduced criminal behavior.

The TIP expert panel strongly 
recommends informing all patients 
with OUD about the risks and benefits 
of treatment of OUD with all FDA-
approved medications. Alternatives 
to these treatments and their risks 
and benefits should be discussed. 
Patients should receive access to such 
medications if clinically appropriate  
and desired by the patients.
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Naltrexone
XR-NTX reduces illicit opioid use and retains 
patients in treatment more effectively than 
placebo and no medication, according to 
findings from randomized controlled trials.41,42,43

In a two-group random assignment study of 
adults who were opioid dependent and involved 
in the justice system, all participants received 
brief counseling and community treatment 
referrals. One group received no medication, 
and the other group received XR-NTX. During 
the 6-month follow-up period, compared 
with the no-medication group, the group that 
received the medication demonstrated:44

 • Longer time to return to substance use (10.5 
weeks versus 5.0 weeks).

 • A lower rate of return to use (43 percent 
versus 64 percent).

 • A higher percentage of negative urine screens 
(74 percent versus 56 percent).

There are two studies comparing XR-NTX to  
sublingual buprenorphine. A multisite random-
ized trial assigned adult residential treatment 
patients with OUD to either XR-NTX or bu-
prenorphine. Patients randomly assigned to 
buprenorphine had significantly lower relapse 
rates during 24 weeks of outpatient treatment 
than patients assigned to XR-NTX.45 This finding 
resulted from challenges in completing XR-NTX 
induction, such that a significant proportion 
of patients did not actually receive XR-NTX. 
However, when comparing only those partici-
pants who started their assigned medication, no 
significant between-group differences in relapse 
rates were observed. Because dose induction 
was conducted with inpatients, findings may not 
be generalizable to dose induction in outpatient 
settings, where most patients initiate treatment. 
A 12-week trial among adults with opioid de-
pendence in Norway who were opioid abstinent 
at the time of random assignment found that 
XR-NTX was as effective as buprenorphine in 
retaining patients in treatment and in reducing 
illicit opioid use.46

Oral naltrexone is also available, but it has not 
been found to be superior to placebo or to no 
medication in clinical trials.47 Nonadherence 
limits its use.

Buprenorphine
Buprenorphine in its sublingual form retains 
patients in treatment and reduces illicit opioid 
use more effectively than placebo.48 It also 
reduces HIV risk behaviors.49,50 A multisite 
randomized trial with individuals addicted to 
prescription opioids showed that continued 
buprenorphine was superior to buprenorphine 
dose taper in reducing illicit opioid use.51  
Another randomized trial showed that continued 
buprenorphine also improved treatment 
retention and reduced illicit prescription opioid 
use compared with buprenorphine dose taper.52 
Long-term studies of buprenorphine show 
its effectiveness outside of clinical research 
protocols.53,54 Naloxone, a short-acting opioid 
antagonist, is also often included in the buprenor-
phine formulation to help prevent diversion to 
injected misuse. Because of the evidence of 
buprenorphine’s effectiveness, WHO lists it as  
an essential medication.55 Buprenorphine is 
available in “transmucosal” (i.e., sublingual or 
buccal) formulations.

Buprenorphine implants can be effective 
in stable patients. FDA approved implants 
(Probuphine) after a clinical trial showed them to 
be as effective as relatively low-dose (i.e., 8 mg 
or less daily) sublingual buprenorphine/naloxone 
(Suboxone) for patients who are already clinically 
stable.56 More research is needed to establish 
implants’ effectiveness outside of research 
studies, but findings to date are promising.57,58

FDA approved buprenorphine extended- 
release injection (Sublocade) in November 
2017 to treat patients with moderate 
or severe OUD who have first received 
treatment with transmucosal buprenorphine 
for at least 1 week. This buprenorphine formu-
lation is a monthly subcutaneous injection.

Exhibit 1.2 compares medications for OUD.
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Cost Effectiveness and Cost Benefits
Cost-effectiveness and cost-benefit analyses can 
further our understanding of OUD medications’ 
effectiveness. 

Data indicate that medications for OUD are 
cost effective. Cost-effectiveness analyses 
compare the cost of different treatments with 
their associated outcomes (e.g., negative opioid 
urine tests). Such analyses have found that:

 • Methadone and buprenorphine are more 
cost effective than OUD treatment without 
medication.59

 • Counseling plus buprenorphine leads to 
significantly lower healthcare costs than little 
or no treatment among commercially insured 
patients with OUD.60

 • Treatment with any of the three OUD medi-
cations this TIP covers led to lower healthcare 
usage and costs than treatment without 
medication in a study conducted in a large 
health plan.61

Relatively few cost-benefit analyses have 
examined addiction treatment with medi-
cation separately from addiction treatment 
in general.62 Cost-benefit studies compare a 
treatment’s cost with its benefits. The treatment 
is cost beneficial if its benefits outweigh its cost. 
These benefits can include:

 • Reduced expenditures because of decreased 
crime.

 • Reduced expenditures related to decreases in 
the use of the justice system.

 • Improved quality of life.

 • Reduced healthcare spending.

 • Greater earned income. 

Methadone treatment in OTPs can reduce justice 
system and healthcare costs.63,64 

Requirements and Regulations
Following is a summary of regulations and 
requirements that apply to the three OUD 
medications. Part 3 of this TIP discusses the 
pharmacology and dosing of these medications.

Only federally certified and accredited OTPs 
can dispense methadone for the treatment of 
OUD. Methadone is typically given orally as a 
liquid.65

OTPs can dispense buprenorphine under OTP 
regulations without using a federal waiver.

Individual healthcare practitioners can 
prescribe buprenorphine in any medical 
setting, as long as they apply for and receive 
waivers of the special registration requirements 
defined in the Controlled Substances Act by 
meeting the requirements of the Drug Addiction 
Treatment Act of 2000 (DATA 2000) and the 
revised Comprehensive Addiction and Recovery 
Act. Physicians can learn how to obtain a waiver 
online (www.samhsa.gov/medication-assisted 
-treatment/buprenorphine-waiver-management 
/qualify-for-physician-waiver), as can nurse prac-
titioners and physician assistants (www.samhsa 
.gov/medication-assisted-treatment/qualify-nps 
-pas-waivers).

 • Eligible physicians, nurse practitioners, and 
physician assistants can treat up to 30 patients 
at one time in the first year of practice.

 • They can apply to increase this number to  
100 patients in the second year.

 • After a year at the 100-patient limit, only 
physicians may apply to increase to up to 
275 patients (with additional practice and 
reporting requirements).

Prescribing buprenorphine implants requires 
Probuphine REMS Program certification. 
Providers who wish to insert or remove 
implants must obtain live training and certifi-
cation in the REMS Program.

Healthcare settings and pharmacies must get 
Sublocade REMS Program certification to 
dispense this medication and can only dispense 
it directly to healthcare providers for subcutane-
ous administration.

Naltrexone has no regulations beyond those 
that apply to any prescription pharmaceuti-
cal. Any healthcare provider with prescribing 

www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/qualify-for-physician-waiver
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/qualify-for-physician-waiver
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/qualify-for-physician-waiver
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
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authority, including those practicing in OTPs, can 
prescribe its oral formulation and administer its 
long-acting injectable formulation.

The Controlled Substances Act contains a few 
exceptions from the requirement to provide 
methadone through an OTP or buprenorphine 
through an OTP or a waivered practitioner. 
These include (1) administering (not prescribing) 
an opioid for no more than 3 days to a patient 
in acute opioid withdrawal while preparations 
are made for ongoing care and (2) administering 
opioid medications in a hospital to maintain or 
detoxify a patient as an “incidental adjunct to 
medical or surgical treatment of conditions other 
than addiction.”66

Duration of Treatment With OUD 
Medication
Patients can take medication for OUD on 
a short-term or long-term basis. However, 
patients who discontinue OUD medication 
generally return to illicit opioid use. Why is this 
so, even when discontinuation occurs slowly 
and carefully? Because the more severe form 
of OUD (i.e., addiction) is more than physical 

dependence. Addiction changes the reward 
circuitry of the brain, affecting cognition, 
emotions, and behavior. Providers and their 
patients should base decisions about discon-
tinuing OUD medication on knowledge of the 
evidence base for the use of these medications, 
individualized assessments, and an individualized 
treatment plan they collaboratively develop 
and agree upon. Arbitrary time limits on the 
duration of treatment with OUD medication are 
inadvisable.

Maintenance Treatment
The best results occur when a patient receives 
medication for as long as it provides a benefit. 
This approach is often called “maintenance 
treatment.”67,68 Once stabilized on OUD med-
ication, many patients stop using illicit opioids 
completely. Others continue to use for some 
time, but less frequently and in smaller amounts, 
which reduces their risk of morbidity and 
overdose death.

OUD medication gives people the time 
and ability to make necessary life changes 
associated with long-term remission and 
recovery (e.g., changing the people, places, and 
things connected with their drug use), and to 
do so more safely. Maintenance treatment also 
minimizes cravings and withdrawal symptoms. 
And it lets people better manage other aspects 
of their life, such as parenting, attending school, 
or working.

Medication Taper
After some time, patients may want to stop 
opioid agonist therapy for OUD through 
gradually tapering doses of the medication. 
Their outcomes will vary based on factors such 
as the length of their treatment, abstinence 
from illicit drugs, financial and social stability, 
and motivation to discontinue medication.69 
Longitudinal studies show that most patients who 
try to stop methadone treatment relapse during 
or after completing the taper.70,71 For example, 
in a large, population-based retrospective 
study, only 13 percent of patients who tapered 

RESOURCE ALERT 

OUD Medication Treatment Limits 
and Reporting Requirements

The following websites provide information 

about (1) the Department of Health and Human 

Services final rule to increase patient access 

to medication for OUD and (2) associated 

reporting requirements:

www.federalregister.gov/documents/2016/07 

/08/2016-16120/medication-assisted-treatment 

-for-opioid-use-disorders

www.samhsa.gov/sites/default/files/programs 

_campaigns/medication_assisted/understanding 

-patient-limit275.pdf

www.federalregister.gov/documents/2016/07/08/2016-16120/medication-assisted-treatment-for-opioid-use-disorders
www.federalregister.gov/documents/2016/07/08/2016-16120/medication-assisted-treatment-for-opioid-use-disorders
www.federalregister.gov/documents/2016/07/08/2016-16120/medication-assisted-treatment-for-opioid-use-disorders
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf


1-9

TIP 63Part 1 of 5—Introduction to Medications for Opioid Use Disorder Treatment

from methadone had successful outcomes (no 
treatment reentry, death, or opioid-related 
hospitalization within 18 months after taper).72 
A clinical trial of XR-NTX versus treatment 
without medication also found increased risk of 
returning to illicit opioid use after discontinuing 
medication.73

Adding psychosocial treatments to taper 
regimens may not significantly improve 
outcomes compared with remaining on 
medication. One study randomly assigned 
participants to methadone maintenance or to 
6 months of methadone treatment with a dose 
taper plus intensive psychosocial treatment. 
The maintenance group had more days in 
treatment and lower rates of heroin use and HIV 
risk behavior at 12-month follow-up.74 Patients 
wishing to taper their opioid agonist medication 
should be offered psychosocial and recovery 
support services. They should be monitored 
during and after dose taper, offered XR-NTX, and 
encouraged to resume treatment with medication 
quickly if they return to opioid use.

Medically Supervised Withdrawal
Medically supervised withdrawal is a process in 
which providers offer methadone or buprenor-
phine on a short-term basis to reduce physical 
withdrawal signs and symptoms. Formerly called 
detoxification, this process gradually decreases 
the dose until the medication is discontinued, 
typically over a period of days or weeks. Studies 
show that most patients with OUD who undergo 
medically supervised withdrawal will start using 
opioids again and won’t continue in recommend-
ed care.75,76,77,78,79,80,81,82,83 Psychosocial treatment 
strategies, such as contingency management, 
can reduce dropout from medically supervised 
withdrawal, opioid use during withdrawal, and 
opioid use following completion of withdrawal.84 

Medically supervised withdrawal is necessary for 
patients starting naltrexone, which requires at 
least 7 days without short-acting opioids and 10 
to 14 days without long-acting opioids. 

Patients who complete medically supervised 
withdrawal are at risk of opioid overdose.

Treatment Settings 
Almost all healthcare settings are appro-
priate for screening and assessing for 
OUD and offering medication onsite or by 
referral. Settings that offer OUD treatment 
have expanded from specialty sites (certified 
OTPs, residential facilities, outpatient addiction 
treatment programs, and addiction specialist 
physicians’ offices) to general primary care 
practices, health centers, emergency depart-
ments, inpatient medical and psychiatric units, 
jails and prisons, and other settings.

OUD medications should be available to 
patients across all settings and at all levels 
of care—as a tool for remission and recovery. 
Because of the strength of the science, a 2016 
report from the Surgeon General85 urged 
adoption of medication for OUD along with 
recovery supports and other behavioral health 
services throughout the healthcare system.

Challenges to Expanding Access 
to OUD Medication
Despite the urgent need for treatment 
throughout the United States, only about 21.5 
percent of people with OUD received treatment 
from 2009 to 2013.86 The Centers for Disease 
Control and Prevention lists more than 200 U.S. 
counties as at risk for an HIV or a hepatitis C 
virus outbreak related to injection drug use.87

Primary care physicians are on the 
front lines of providing office-based 
treatment with medication for OUD.

Sustained public health efforts are 
essential to address the urgent need for 
OUD treatment and the risk of related 
overdose, HIV, and hepatitis C virus 
epidemics. These efforts must remove 
barriers and increase access to OUD 
medication.



1-10

Medications for Opioid Use DisorderTIP 63

Resources
Patient success stories are inspirational. They 
highlight the power of OUD medication to help 
people achieve remission and recovery. See the 
“Patient Success Stories” section in Part 5 of this 
TIP.

Part 5 of this TIP also contains community 
resources and advocacy resources. The 
community resources are for OTP, addiction 
treatment, and office-based providers The 
advocacy resources can help patients and others 
advocate for OUD medication for themselves 
and in their communities.
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Part 2: Addressing Opioid Use Disorder in General Medical Settings
For Healthcare Professionals

Part 2 of this Treatment Improvement Protocol (TIP) will guide practitioners’ efforts to identify, 
assess, and treat or refer patients with opioid use disorder (OUD) in general medical settings.

TIP Navigation

Executive Summary 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 1:  Introduction to Medications for Opioid 
Use Disorder Treatment 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 2:  Addressing Opioid Use Disorder in 
General Medical Settings 
For healthcare professionals

Part 3:  Pharmacotherapy for Opioid Use 
Disorder 
For healthcare professionals

Part 4:   Partnering Addiction Treatment 
Counselors With Clients and  
Healthcare Professionals 
For healthcare and addiction professionals

Part 5:  Resources Related to Medication for 
Opioid Use Disorder 
For healthcare and addiction professionals, 
policymakers, patients, and families

KEY MESSAGES

 • All healthcare practices should screen 
for alcohol, tobacco, and other substance 
misuse (including opioid misuse). 

 • Validated screening tools, symptom 
surveys, and other resources are readily 
available; this part lists many of them.

 • When patients screen positive for risk of 
harm from substance use, practitioners 
should assess them using tools that 
determine whether substance use meets 
diagnostic criteria for a substance use 
disorder (SUD). 

 • Thorough assessment should address 
patients’ medical, social, SUD, and family 
histories. 

 • Laboratory tests can inform treatment 
planning.

 • Practitioners should develop treatment 
plans or referral strategies (if onsite SUD 
treatment is unavailable) for patients 
who need SUD treatment.
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Scope of the Problem
The number of patients presenting with OUD 
in medical clinics, community health centers, 
and private practices is increasing. Healthcare 
professionals in these general settings are in 
an important position to identify, assess, and 
treat OUD or to refer patients for treatment. 
Moreover, patients who are medically and 
mentally stable can benefit from receiving OUD 
medications in integrated care settings, where 
they often have already established therapeutic 
relationships with their healthcare providers.

Exhibit 2.1 defines key terms in Part 2. For more 
definitions, see the glossary in Part 5 of this TIP.

Screening
Screening can identify patients who may 
have diseases or conditions related to their 
substance use. Health care in general medical 
settings routinely includes screening for 
common, treatable conditions such as cancer 
that are associated with significant morbidity and 
mortality. Screening for SUDs is important, as 
misuse of alcohol, tobacco, and other substances 
is common among patients in medical settings 
(Exhibit 2.2).1

Addressing Opioid Use Disorder in General 
Medical Settings

PART 2 of 5

*In this TIP, the term “general medical setting” includes medical clinics, community health centers, and private practices.

Screening can identify substance misuse in 
patients who wouldn’t otherwise discuss it 
or connect it with the negative consequences 
they’re experiencing. Some patients may 
spontaneously reveal their substance use and 
ask for help. This is more likely when they’re 
experiencing harmful consequences of substance 
use. However, screening may identify unhealthy 
substance use (e.g., binge drinking) and SUDs 

An estimated 1.9M 
AMERICANS
have OUD related to
opioid painkillers;

589K, related to 
heroin.2

Part 2 of this TIP is for healthcare professionals who work in general medical settings* and care 
for patients who misuse opioids or have OUD. Healthcare professionals in such settings address 
most personal healthcare needs, develop sustained partnerships with patients, and practice in 
the context of family and community. Thus, they have a good basis from which to understand 
patients’ needs related to OUD screening, assessment, and treatment (or referral to specialty 
treatment.

The TIP expert panel recommends 
that healthcare professionals 
screen patients for alcohol, tobacco, 
prescription drug, and illicit drug use 
at least annually.
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EXHIBIT 2.1. Key Terms

Addiction: As defined by the American Society of Addiction Medicine (ASAM),3 “a primary, chronic 
disease of brain reward, motivation, memory, and related circuitry.” It is characterized by inability to 
consistently abstain, impairment in behavioral control, craving, diminished recognition of significant 
problems with one’s behaviors and interpersonal relationships, and a dysfunctional emotional response. 
Like other chronic diseases, addiction often involves cycles of relapse and remission. The Diagnostic 
and Statistical Manual of Mental Disorders, Fifth Edition4 (DSM-5), does not use the term for diagnostic 
purposes, but it commonly describes the more severe forms of OUD. 

Healthcare professionals: Physicians, nurse practitioners (NPs), physician assistants (PAs), and 
other medical service professionals who are eligible to prescribe medications for and treat patients with 
OUD. The term “prescribers” also refers to these healthcare professionals.

Maintenance treatment: Providing medications to achieve and sustain clinical remission of signs 
and symptoms of OUD and support the individual process of recovery without a specific endpoint (as 
with the typical standard of care in medical and psychiatric treatment of other chronic illnesses).

Medically supervised withdrawal (formerly called detoxification): Using an opioid agonist (or an 
alpha-2 adrenergic agonist if an opioid agonist is not available) in tapering doses or other medications to 
help a patient discontinue illicit or prescription opioids.

Medical management: Process whereby healthcare professionals provide medication, basic brief 
supportive counseling, monitoring of drug use and medication adherence, and referrals, when necessary, 
to addiction counseling and other services to address the patient’s medical, mental health, comorbid 
addiction, and psychosocial needs.

Office-based opioid treatment (OBOT): Providing medication for OUD in outpatient settings 
other than certified opioid treatment programs (OTPs).

Opioid misuse: The use of prescription opioids in any way other than as directed by a prescriber; the 
use of any opioid in a manner, situation, amount, or frequency that can cause harm to self or others.5

Opioid receptor agonist: A substance that has an affinity for and stimulates physiological activity at 
cell receptors in the central nervous system that are normally stimulated by opioids. Mu-opioid receptor 
full agonists (e.g., methadone) bind to the mu-opioid receptor and produce actions similar to those 
produced by the endogenous opioid beta-endorphin. Increasing the dose increases the effect. Mu-opioid 
receptor partial agonists (e.g., buprenorphine) bind to the mu-opioid receptor. Unlike with full agonists, 
increasing their dose may not produce additional effects once they have reached their maximal effect. At 
low doses, partial agonists may produce effects similar to those of full agonists.

Opioid receptor antagonist: A substance that has an affinity for opioid receptors in the central 
nervous system without producing the physiological effects of opioid agonists. Mu-opioid receptor 
antagonists (e.g., naltrexone) can block the effects of exogenously administered opioids.

Opioid treatment program (OTP): An accredited treatment program with Substance Abuse and 
Mental Health Services Administration (SAMHSA) certification and Drug Enforcement Administration 
(DEA) registration to administer and dispense opioid agonist medications that are approved by the 
Food and Drug Administration (FDA) to treat opioid addiction. Currently, these include methadone and 
buprenorphine products. Other pharmacotherapies, such as naltrexone, may be provided but are not 
subject to these regulations. OTPs must provide adequate medical, counseling, vocational, educational, 
and other assessment and treatment services either onsite or by referral to an outside agency or 
practitioner through a formal agreement.6

Continued on next page
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The following sections summarize reliable 
screening tools. (See Part 5 for more resources.)

Alcohol Screening
Screening for alcohol misuse can identify 
patients at increased risk for opioid use. 
When screening patients for opioid misuse, 
providers should also screen for alcohol misuse 
and alcohol use disorder (AUD), which cause 
considerable morbidity and mortality.11 Providers 
should warn patients who use opioids that 
alcohol may increase opioid overdose risk.12 The 
U.S. Preventive Services Task Force (USPSTF) 
recommends screening adults for alcohol misuse, 
including risky drinking and AUD. USPSTF also 
recommends brief counseling for patients with 
risky drinking.13,14

before patients connect their substance use with 
their presenting complaint. Screening is also 
helpful when patients feel ashamed or afraid to 
reveal their concerns spontaneously.

Every medical practice should determine 
which screening tools to use and when, how, 
and by whom they will be administered. 
Each practice should also identify steps to take 
when a patient screens positive. One efficient 
workflow strategy is to have clinical assistants 
or nurses administer the screening instrument in 
an interview or provide patients with a paper or 
computer tablet version for self-administration. 
(Self-administration is generally as reliable as 
interviewer administration.)10 Providers should be 
nonjudgmental and rely on established rapport 
when discussing screening results with patients. 

EXHIBIT 2.1. Key Terms (continued)

Opioid use disorder (OUD): Per DSM-5,7 a disorder characterized by loss of control of opioid use, 
risky opioid use, impaired social functioning, tolerance, and withdrawal. Tolerance and withdrawal do 
not count toward the diagnosis in people experiencing these symptoms when using opioids under 
appropriate medical supervision. OUD covers a range of severity and replaces what the Diagnostic and 
Statistical Manual of Mental Disorders, Fourth Edition, termed “opioid abuse” and “opioid dependence.” 
An OUD diagnosis is applicable to a person who uses opioids and experiences at least 2 of the 11 
symptoms in a 12-month period. (See Exhibit 2.13 and the Appendix in Part 2 for full DSM-5 diagnostic 
criteria for OUD.)

Recovery: A process of change through which individuals improve their health and wellness, live a 
self-directed life, and strive to reach their full potential. Even individuals with severe and chronic SUDs 
can, with help, overcome their SUDs and regain health and social function. Although abstinence from all 
substance misuse is a cardinal feature of a recovery lifestyle, it is not the only healthy, prosocial feature. 
Patients taking FDA-approved medication to treat OUD can be considered in recovery.

Relapse: A process in which a person with OUD who has been in remission experiences a return of 
symptoms or loss of remission. A relapse is different from a return to opioid use in that it involves more 
than a single incident of use. Relapses occur over a period of time and can be interrupted. Relapse need 
not be long lasting. The TIP uses relapse to describe relapse prevention, a common treatment modality.

Remission: A medical term meaning a disappearance of signs and symptoms of the disease.8 DSM-5 
defines remission as present in people who previously met OUD criteria but no longer meet any OUD 
criteria (with the possible exception of craving).9 Remission is an essential element of recovery.

Return to opioid use: One or more instances of opioid misuse without a return of symptoms of 
OUD. A return to opioid use may lead to relapse.

Tolerance: Alteration of the body’s responsiveness to alcohol or other drugs (including opioids) such 
that higher doses are required to produce the same effect achieved during initial use. See also medically 
supervised withdrawal.
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USPSTF recommends the following alcohol 
screeners:

 • The single-item National Institute on 
Alcohol Abuse and Alcoholism (NIAAA) 
Screener is the briefest tool available (Exhibit 
2.3). It can help distinguish at-risk patients 
who require further screening from those not 
at risk for AUD. Encourage patients in the 
latter category to maintain healthy behavior.

 • The Alcohol Use Disorders Identification 
Test (AUDIT)16 or its briefer version, the 
AUDIT-Consumption,17 can elicit more in-
formation from patients who screen positive 
on the single-item screener. The full AUDIT 
tool (Exhibit 2.4) and its briefer version have 

demonstrated acceptable reliability in AUD 
screening.18 Assess patients with positive 
screens for AUD.

Practitioners should consider pharmacothera-
py and referral for counseling for people with 
AUD. The three FDA-approved medications to 
treat AUD—acamprosate, disulfiram, and naltrex-
one (oral and extended-release injectable nal-
trexone [XR-NTX])—can be prescribed in general 
medical and specialty SUD treatment settings. 
(For more information on AUD treatment, see 
the SAMHSA/NIAAA publication Medication for 
the Treatment of Alcohol Use Disorder: A Brief 
Guide.)19

EXHIBIT 2.2. Substance Misuse and SUD Screening

Adapted with permission.15

Negative

Reinforce 
healthy behavior 

Substance misuse screening

Substance misuse

Positive

Assess substance use 
and comorbidities

Substance 
use disorder

Brief counseling Brief counseling and 
treatment referral

-Monitoring/follow up
Consider 

pharmacotherapy 

If misuse continues, negotiate 
a plan and refer to treatment 

Ongoing assessment
and support 
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EXHIBIT 2.3. NIAAA Single-Item Screener

How many times in the past year have you  
had five or more drinks in a day (four drinks  
for women and all adults older than age 65)?

One or more times constitutes a positive 
screen. Patients who screen positive 
should have an assessment for AUD.

Adapted with permission.20

Tobacco Screening
More than 80 percent of patients who 
are opioid dependent smoke cigarettes.21 
Understanding of the major health conse-
quences and risks associated with tobacco use 
has grown significantly over the past 50 years. 
Among preventable causes of premature death, 
smoking remains most prevalent, with more than 
480,000 deaths per year in the United States.22 In 
addition, more than 40 percent of all people who 
smoke are mentally ill or have SUDs.23,24

USPSTF recommends that primary care 
providers screen for tobacco use, advise 
patients to quit, and provide counseling 
and FDA-approved medications for tobacco 
cessation.25 The six-item Fagerström Test for 
Nicotine Dependence26 assesses cigarette use 
and nicotine dependence. The maximum score 
is 10; the higher the total score, the more severe 
the patient’s nicotine dependence. The two-item 
Heaviness of Smoking Index (Exhibit 2.5) is also 
useful.27

Drug Screening
Screening for illicit drug use and prescription 
medication misuse is clinically advantageous. 
USPSTF’s position as of this writing is that 
insufficient evidence exists to recommend for 
or against routine screening for illicit drug use 
in primary care.28 However, there are clinical 
reasons to screen for prescription medication 
misuse and use of illicit substances. Identifying 
misuse of prescription or illegal drugs can 
prevent harmful drug interactions, lead to 
adjustments in prescribing practices, improve 

medical care adherence, and increase the odds 
of patients getting needed interventions or 
treatment.29

Brief screening instruments for drug use 
can determine which patients need further 
assessment. Providers should reinforce healthy 
behaviors among patients who report “no use” 
and direct those who report “some use” for 
further screening and assessment to obtain a 
diagnosis.

Several brief screening instruments for drug 
use can help primary care practitioners identify 
patients who use drugs.30,31 For example, a 
single-item screen is available for the general 
public (Exhibit 2.6).32 A two-item valid screener 
is available for use with U.S. veterans (Exhibit 
2.7).33

Brief drug screens don’t indicate specific 
types of drugs used (nor does the longer 
Drug Abuse Screening Test; see the Part 2 
Appendix).34 If providers use nonspecific screens, 
they need to assess further which substances 
patients use and to what degree.

The TIP expert panel recommends 
universal OUD screening. Given the 
high prevalence of SUDs in patients 
visiting primary care settings and the 
effectiveness of medications to treat 
OUD specifically, the TIP expert panel 
recommends screening all patients for 
opioid misuse.
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EXHIBIT 2.4. AUDIT Screener

1.   How often do you have a drink containing 
alcohol?

(0) Never [Skip to Questions 9–10]
(1) Monthly or less
(2) 2 to 4 times a month
(3) 2 to 3 times a week
(4) 4 or more times a week

6.   How often during the last year have you 
needed an alcoholic drink first thing in the 
morning to get yourself going after a night of 
heavy drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

2.   How many drinks containing alcohol do you 
have on a typical day when you are drinking?
(0) 1 or 2
(1) 3 or 4
(2) 5 or 6
(3) 7, 8, or 9
(4) 10 or more

7.   How often during the last year have you had a 
feeling of guilt or remorse after drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

3.   How often do you have six or more drinks on 
one occasion?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

Skip to Questions 9 and 10 if total score for 
Questions 2 and 3 = 0

8.   How often during the last year have you been 
unable to remember what happened the night 
before because you had been drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

4.   How often during the last year have you found  
that you were not able to stop drinking once 
you had started?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

9.   Have you or someone else been injured as a 
result of your drinking?
(0) No
(2)     Yes, but not in the last year
(4)     Yes, during the last year

5.   How often during the last year have you failed 
to do what was normally expected from you 
because of drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

10.  Has a relative, friend, doctor, or another health 
professional expressed concern about your 
drinking or suggested you cut down?
(0) No
(2)     Yes, but not in the last year
(4)     Yes, during the last year

Note: Add up the points associated with answers. A score of 8 or more is considered a positive test for unhealthy drinking.

 Adapted from material in the public domain.35 Available online (http://auditscreen.org).

http://auditscreen.org
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EXHIBIT 2.6. Single-Item  
Drug Screener

How many times in the past year have 
you used an illegal drug or a prescription 
medication for nonmedical reasons?

(A positive screen is 1 or more days.)

Reprinted with permission.39

EXHIBIT 2.5. Heaviness of 
Smoking Index

Ask these two questions of current or recent 
smokers:

1. How soon after waking do you smoke your 
first cigarette? 
 • Within 5 minutes (3 points)
 • 5–30 minutes (2 points)
 • 31–60 minutes (1 point)
 • 61 or more minutes (no points)

2. How many cigarettes a day do you smoke?
 • 10 or less (no points)
 • 11–20 (1 point)
 • 21–30 (2 points)
 • 31 or more (3 points)

Total score:  
1–2 points = very low dependence  
3 points = low to moderate dependence  
4 points = moderate dependence  
5 or more points = high dependence

Adapted with permission.36

EXHIBIT 2.7. Two-Item Drug 
Use Disorder Screener for 
Primary Care Clinics Serving 
U.S. Veterans

Question 1: How many days in the past 12 
months have you used drugs other than 
alcohol? (A positive screen is 7 or more days.)  
If fewer than 7, proceed with Question 2.

Question 2: How many days in the past 12 
months have you used drugs more than you 
meant to? (A positive screen is 2 or more days.) 

Adapted with permission.40
The Alcohol, Smoking, and Substance 
Involvement Screening Test (ASSIST) screens 
patients for all categories of substance 
misuse, including alcohol and tobacco. This 
World Health Organization (WHO) screener also 
assesses substance-specific risk. The ASSIST’s 
length and rather complex scoring system have 
hindered its adoption, but a computerized 
version and a briefer hard copy version (ASSIST-
lite) make its use more efficient.37,38 (See the 
“Screening, Assessment, and Drug Testing 

Resources” section for a link to a modified 
version of the ASSIST.)

Follow up any positive one-question screen 
with a brief assessment. An example of a 
two-step screening and brief assessment is the 
Tobacco, Alcohol, Prescription Medications, 
and Other Substance Use (TAPS Tool; see Part 
2 Appendix), developed and tested in primary 
care settings.41 This tool is based on the National 
Institute on Drug Abuse (NIDA) Quick Screen 
V1.042,43 and a modified WHO ASSIST-lite.44

The TAPS Tool screens for clinically relevant 
heroin and prescription opioid misuse (meeting 
one or more DSM-5 SUD criteria) and misuse 
of an array of other substances in primary care 
patients. However, it may also detect SUDs only 
for the most often-used substances (i.e., alcohol, 
tobacco, and marijuana). Patients with positive 
screens for heroin or prescription opioid misuse 
need more indepth assessment.45

The TIP expert panel does not 
recommend routine universal drug 
testing with urine, blood, or oral fluids 
in primary care. Still, drug testing can 
confirm recent drug use in patients 
receiving diagnostic workups for 
changes in mental status, seizures, or 
other disorders. Conduct drug testing 
before patients start OUD medication 
and during treatment for monitoring.
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Assessment
Determine the Need for and Extent of 
Assessment
Assess patients for OUD if:

 • They screen positive for opioid misuse.

 • They disclose opioid misuse.

 • Signs or symptoms of opioid misuse are 
present.

The extent of assessment depends on a  
provider’s ability to treat patients directly.

If a provider does not offer pharmacotherapy, 
the focus should be on medical assessment, 
making a diagnosis of OUD, and patient 
safety. This allows the provider to refer patients 
to the appropriate level of treatment. The 
provider can also conduct:

 • Assessment and treatment for co-occurring 
medical conditions or mental disorders.

 • Motivational brief interventions to promote 
safer behavior and foster effective treatment 
engagement.

 • Overdose prevention education and provide a 
naloxone prescription.

 • Education for patients who inject drugs on 
how to access sterile injecting equipment.

 • An in-person follow-up, regardless of referral 
to specialty treatment.

If the provider offers pharmacotherapy, the 
patient needs more comprehensive assess-
ment, including:

 • A review of the prescription drug monitoring 
program (PDMP).

 • A history, including a review of systems.

 • A targeted physical exam for signs of opioid 
withdrawal, intoxication, injection, and other 
medical consequences of misuse.

 • Determination of OUD diagnosis and severity.

 • Appropriate laboratory tests (e.g., urine 
or oral fluid drug tests, liver function tests, 
hepatitis B and C tests, HIV tests).46

A comprehensive assessment is intended to:

 • Establish the diagnosis of OUD.

 • Determine the severity of OUD.

 • Identify contraindicated medications.

 • Indicate other medical conditions to address 
during treatment.

 • Identify mental and social issues to address.

Set the Stage for Successful Assessment
The medical setting should create a welcoming 
environment that is nonjudgmental, respect-
ful, and empathetic. Many patients with OUD 
are reluctant to discuss their opioid use in 
medical settings.48 A welcoming environment can 
help patients feel safe disclosing facts they may 
find embarrassing.49 Motivational interviewing 
strategies, such as asking open-ended questions, 
foster successful assessment.50 (Refer to TIP 34,  
Brief Interventions and Brief Therapies for 
Substance Abuse, for more specific examples  
of interview questions and responses.)51

Staff should explore patients’ ambivalence 
and highlight problem areas to help them find 
motivations for change. Almost all patients 
have some ambivalence about their opioid 
use. They will find some aspects pleasant and 

HIV

Hep C

O P I O I D 
A D D I C T I O N 
is linked with significant 

MORBIDITY  and

M O R T A L I T Y
related to HIV and 
hepatitis C.47
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beneficial, but others problematic, painful, or 
destructive. By exploring that ambivalence 
and highlighting problem areas, providers can 
help patients discover their own motivations 
for change. Motivational Interviewing: Helping 
People Change52 discusses specific applications 
of motivational interviewing in health care.

Take a Complete History
Staff should prioritize medical, mental 
health, substance use, and SUD treatment 
histories. When obtaining patient histories, staff 
should address these domains before starting 
treatment. As providers and staff build trust over 
future visits, they can get into more detailed 
elements of the assessment.

Medical history
Taking a complete medical history of patients 
with OUD is critical, as it is for patients with any 
other medical condition treatable with phar-
macotherapy. Asking about patients’ medical/
surgical history can:

 • Reveal medical effects of substance use (e.g., 
endocarditis, soft tissue infection, hepatitis B 
or C, HIV infection) that may need treatment.

Open-ended, thought-provoking 
questions encourage patients to 
explore their own experiences. Ask 
questions like “In what ways has 
oxycodone affected your life?” or “What 
could you do to prevent infections 
like this in the future?” Closed-ended 
questions with yes/no answers—like 
“Has oxycodone caused your family 
trouble?”—can seem judgmental to 
patients who already feel ashamed 
and defensive. Closed-ended questions 
don’t help patients become aware of 
and express their own circumstances 
and motivations, nor do they encourage 
patients to identify what they see as the 
consequences of their substance use.

 • Highlight consequences that motivate change.

 • Identify medical issues (e.g., severe liver 
disease) that contraindicate or alter dosing 
approaches for OUD pharmacotherapies.

 • Reveal chronic pain issues.

 • Help providers consider interactions among 
various medications and other substances.

Exhibit 2.8 lists medical problems associated 
with opioid misuse.

Mental health history
Assessing for comorbid mental illness is 
critical. Mental illness is prevalent among people 
with SUDs; it can complicate their treatment 
and worsen their prognosis. In one study, nearly 
20 percent of primary care patients with OUD 
had major depression.53 SUDs can also mimic 
or induce depression and anxiety disorders. 
Although substance-induced depression and 
anxiety disorders may improve with abstinence, 
they may still require treatment in their own right 
after a period of careful observation.54 Take a 
history of the relationship between a patient’s 
psychiatric symptoms and periods of substance 
use and abstinence. Treatment for mental 
disorders and SUDs can occur concurrently.

Substance use history
Substance use histories can help gauge OUD 
severity, inform treatment planning, clarify 
potential drug interactions, and highlight the 
negative consequences of patients’ opioid 
use.

To help determine the severity of patients’ 
substance use, explore historical features of their 
use, like:

 • Age at first use.

 • Routes of ingestion (e.g., injection).

 • History of tolerance, withdrawal, drug mixing, 
and overdose.

Histories should also explore current patterns 
of use,55 which inform treatment planning and 
include:

 • Which drugs patients use.
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EXHIBIT 2.8. Medical Problems Associated With Opioid Misuse56

CATEGORY POSSIBLE COMPLICATIONS

Cancer Injection drug use: Hepatocellular carcinoma related to hepatitis C

Cardiovascular Injection drug use: Endocarditis, septic thrombophlebitis 

Endocrine/metabolic Opioids: Osteopenia, hypogonadism, erectile dysfunction, decreased sperm 
motility, menstrual irregularity including amenorrhea, infertility

Hematologic Injection drug use/sharing intranasal use equipment: Hematologic 
consequences of liver disease from hepatitis C, hepatitis C‐related 
cryoglobulinemia and purpura

Hepatic Injection drug use/sharing intranasal use equipment: Hepatitis B, C, D; 
infectious and toxic hepatitis

Infectious Opioids: Aspiration pneumonia, sexually transmitted infections

Injection drug use: Endocarditis, cellulitis, necrotizing fasciitis, pneumonia, 
septic thrombophlebitis, mycotic aneurysm, septic arthritis (unusual joints, 
such as sternoclavicular), osteomyelitis (including vertebral), epidural and brain 
abscess, abscesses and soft tissue infections, mediastinitis, malaria, tetanus, 
hepatitis B, hepatitis C, hepatitis D, HIV, botulism

Neurologic Opioids: Seizure (overdose and hypoxia), compression neuropathy (following 
overdose), sleep disturbances

Nutritional Opioids: Protein malnutrition

Other gastrointestinal Opioids: Constipation, ileus, intestinal pseudo‐obstruction, sphincter of Oddi 
spasm, nausea

Pulmonary Opioids: Respiratory depression/failure, bronchospasm, exacerbation of sleep 
apnea, noncardiogenic pulmonary edema, bullae

Injection drug use: Pulmonary hypertension, talc granulomatosis, septic 
pulmonary embolism, pneumothorax, emphysema, needle embolization

Renal Opioids: Rhabdomyolysis, acute renal failure (not direct toxic effect of 
opioids but secondary to central nervous system depression and resulting 
complications), factitious hematuria

Injection drug use: Focal glomerular sclerosis (HIV, heroin), glomerulonephritis 
from hepatitis or endocarditis, chronic renal failure, amyloidosis, nephrotic 
syndrome (hepatitis C)

 • Comorbid alcohol and tobacco use.

 • Frequency, recency, and intensity of use.

To diagnose an SUD, assess patients’ negative 
consequences of use, which can affect:

 • Physical health.

 • Mental health.

 • Family relationships.

 • Work/career status.

 • Legal involvement.

 • Housing status.

Buprenorphine and methadone can cause  
complications for patients who misuse or have 
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EXHIBIT 2.9. Signs of Opioid 
Intoxication

Physical findings
Drowsy but arousable
Sleeping intermittently (“nodding off”)
Constricted pupils

Mental status findings
Slurred speech
Impaired memory or concentration
Normal to euphoric mood 

SUDs involving alcohol or benzodiazepines. 
Providers should take specific histories on the 
use of these substances.

SUD treatment history
Information about a patient’s past efforts 
to get treatment or quit independently can 
inform treatment planning. The same is true 
for details about the events and behaviors that 
led to a patient’s return to substance use after 
periods of abstinence and remission of SUD. 
Similarly, identifying the features of successful 
quit attempts can help guide treatment plan 
decisions. Such features may involve:

 • Specific treatment settings.

 • Use of support groups.

 • Previous responses to OUD medications.

Social history
Information about a patient’s social environ-
ments and relationships can aid treatment 
planning. Social factors that may influence 
treatment engagement and retention, guide 
treatment planning, and affect prognosis include:

 • Transportation and child care needs.

 • Adequacy and stability of housing.

 • Criminal justice involvement.

 • Employment status and quality of work 
environment.

 • Close/ongoing relationships with people with 
SUDs.

 • Details about drug use from people the 
patient lives or spends time with (obtained 
with patient’s consent).

 • Sexual orientation, identity, and history, 
including risk factors for HIV/sexually transmit-
ted infections.

 • Safety of the home environment. Substance 
misuse substantially increases the risk of 
intimate partner violence; screen all women 
presenting for treatment for domestic 
violence.57

Family history
Learn the substance use histories of patients’ 
parents, siblings, partners, and children. One 

of the strongest risk factors for developing SUDs 
is having a parent with an SUD. Genetic factors, 
exposure to substance use in the household 
during childhood, or both can contribute to the 
development of SUDs.58

Conduct a Physical Examination
Perform a physical exam as soon as possible  
if recent exam records aren’t accessible. 
Assess for:

 • Opioid intoxication or withdrawal.

 • Physical signs of opioid use.

 • Medical consequences of opioid use.

Exhibit 2.9 provides an overview of physical and 
mental status findings for opioid intoxication.

Understanding patients’ motivations 
for change can be more useful than 
assessing “readiness” for change. 
Patients coerced into treatment—such 
as through parole and probation or 
drug courts—are as likely to succeed 
in treatment as patients engaging 
voluntarily. Readiness fluctuates and 
depends on context. Helping patients 
explore why they want to change 
their drug use can motivate them and 
prepare their providers to support them 
during assessment and treatment.
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Opioid withdrawal
Opioid withdrawal can be extremely uncom-
fortable. Symptoms are similar to experiencing 
gastroenteritis, severe influenza, anxiety, and 
dysphoria concurrently.

Severity of withdrawal can indicate a patient’s 
level of physical dependence and can inform 
medication choices and dosing decisions. The 
duration of withdrawal depends on the specific 
opioid from which the patient is withdrawing and 
can last 1 to 4 weeks. After the initial withdrawal 
phase is complete, many patients experience a 
prolonged phase of dysphoria, craving, insomnia, 
and hyperalgesia that can last for weeks or months.

Assess opioid withdrawal in the physical exam 
by noting physical signs and symptoms (Exhibit 
2.10). Structured measures (e.g., Clinical Opiate 
Withdrawal Scale [COWS]; Clinical Institute 
Narcotic Assessment Scale for Withdrawal 
Symptoms) can help standardize documentation 
of signs and symptoms to support diagnosis, 
initial management, and treatment planning. See 
the “Resources” section for links to standardized  

PATIENT TESTIMONY
Opioid Withdrawal

“Severe opioid withdrawal isn’t 
something I’d wish on my worst 
enemy. The last time I went cold 
turkey, I was determined to come off 
all the way. The physical symptoms 
were just the tip of the iceberg. 
My mind was a nightmare that I 
thought I would never wake up 
from. There were times when I was 
almost convinced that dying would 
be better than what I was feeling. I 
did not experience a moment of ease 
for the first 3 months, and it was 6 
months until I started to feel normal.”

EXHIBIT 2.10. Physical Signs of  
Opioid Withdrawal and Time to 
Onset

STAGE GRADE

PHYSICAL 
SIGNS/ 

SYMPTOMS

Early withdrawal

Short-acting opioids: 
8–24 hours after last 
use

Long-acting opioids: 
Up to 36 hours after 
last use

Grade  
1

Lacrimation, 
rhinorrhea, or 
both

Diaphoresis
Yawning
Restlessness
Insomnia

Early withdrawal

Short-acting opioids: 
8–24 hours after last 
use

Long-acting opioids: 
Up to 36 hours after 
last use

Grade 
2

Dilated pupils
Piloerection
Muscle 
twitching

Myalgia
Arthralgia
Abdominal pain

Fully developed 
withdrawal

Short-acting opioids: 
1–3 days after last use
Long-acting opioids: 
72–96 hours after last 
use

Grade 
3

Tachycardia
Hypertension
Tachypnea
Fever
Anorexia or 
nausea

Extreme 
restlessness

Fully developed 
withdrawal

Short-acting opioids: 
1–3 days after last use
Long-acting opioids: 
72–96 hours after last 
use

Grade 
4

Diarrhea, 
vomiting, or 
both

Dehydration
Hyperglycemia
Hypotension
Curled-up 
position

Total duration of withdrawal: 

• Short-acting opioids: 7–10 days
• Long-acting opioids: 14 days or more

scales. Part 3 of this TIP covers withdrawal symptom  
documentation for pharmacotherapy initiation.
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The physical signs of opioid misuse vary 
depending on the route of ingestion:

 • Patients who primarily smoke or sniff 
(“snort”) opioids or take them orally often 
have few physical signs of use other than 
signs of intoxication and withdrawal. 
However, snorting can cause congestion  
and damage nasal mucosa.

 • Patients who inject opioids may develop:
 − Sclerosis or scarring of the veins and 

needle marks, or “track marks,” in the 
arms, legs, hands, neck, or feet  
(intravenous use).

 − Edema in the foot, hand, or both 
(common in injection use, but may occur 
in oral use).

 − Abscesses or cellulitis.
 − Jaundice, caput medusa, palmar 

erythema, spider angiomata, or an 
enlarged or hardened liver secondary  
to liver disease.

 − Heart murmur secondary to endocarditis.

Obtain Appropriate Laboratory Tests
Urine or oral fluid drug testing
Urine or oral fluid drug testing is useful before 
initiating OUD pharmacotherapy. Testing 
establishes a baseline of substances the patient 
has used so that the provider can monitor the 
patient’s response to treatment over time. 
Testing for a range of commonly used substances 
helps confirm patient histories, facilitates dis-
cussion of recent drug use and symptoms, and 
aids in diagnosing and determining severity of 
SUDs. Drug testing is an important tool in the 
diagnosis and treatment of addiction. A national 
guideline on the use of drug testing is available 
from ASAM.59 Exhibit 2.11 provides guidance on 
talking with patients about drug testing.

EXHIBIT 2.11. Patient–Provider Dialog: Talking About Drug Testing

Frame drug testing in a clinical, nonpunitive way. For example, before obtaining a drug test, ask the 
patient, “What do you think we’ll find on this test?” The patient’s response is often quite informative and 
may make the patient less defensive than confrontation with a positive test result.

SCENARIO:  A provider discusses urine drug testing with a patient being assessed for OUD treatment with 
medication.

Provider:  When we assess patients for medication for opioid addiction, we always check urine samples 
for drugs.

Patient: I’ll tell you if I used. You don’t need to test me.

Provider:  Thank you, I really appreciate that. The more we can talk about what’s going on with you, the 
more I can help. I’m not checking the urine to catch you or because I don’t trust you. I trust 
you. I can see how motivated you are. But I don’t trust the addiction because I know how 
powerful addiction can be, too. To monitor your safety on medication and help determine 
what other services you may need, it’s important for us to test you periodically and discuss 
the results. Does that sound okay?

Patient: Yeah, that makes sense.

During ongoing pharmacotherapy 
with buprenorphine or methadone, 
drug testing can confirm medication 
adherence.
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To assess and manage patients with OUD 
properly, providers must know which tests to 
order and how to interpret results. There are 
many drug testing panels; cutoffs for positive 
results vary by laboratory. One widely used 
panel, the NIDA-5, tests for cannabinoids, 
cocaine, amphetamines, opiates, and phencycli-
dine. Additional testing for benzodiazepines, the 
broader category of opioids, and specific drugs 
commonly used in the patient’s locality may be 
warranted. The typical opioid immunoassay will 
only detect morphine, which is a metabolite 
of heroin, codeine, and some other opioids. 
The typical screen will not detect methadone, 
buprenorphine, or fentanyl and may not detect 
hydrocodone, hydromorphone, or oxycodone. 
Specific testing is needed to identify these 
substances.

Testing for substances that can complicate 
OUD pharmacotherapy is essential. Testing 
for cocaine, benzodiazepines, and methamphet-
amine is clinically important because these and 
other substances (and related SUDs, which may 
require treatment in their own right), especially 
benzodiazepines, can complicate pharmacother-
apy for OUD. Benzodiazepine and other sedative 
misuse can increase the risk of overdose among 
patients treated with opioid agonists. When 
assessing benzodiazepine use, note that typical 
benzodiazepine urine immunoassays will detect 
diazepam but perhaps not lorazepam or clonaz-
epam. Providers must specifically request testing 
for these two benzodiazepines. Exhibit 2.12 
shows urine drug testing windows of detection.

Co-occurring SUDs require separate, 
specific treatment plans.

EXHIBIT 2.12. Urine Drug Testing Window of Detection60,61

DRUG POSITIVE TEST
WINDOW OF 
DETECTION* COMMENTS

Amphetamine; 
methamphetamine; 
3,4-methylenedioxy-
methamphetamine

Amphetamine 1–2 days False positives with bupropion, 
chlorpromazine, desipramine, fluoxetine, 
labetalol, promethazine, ranitidine, 
pseudoephedrine, trazadone, and 
other common medications. Confirm 
unexpected positive results with the 
laboratory.

Barbiturates Barbiturates Up to 6 weeks N/A

Benzodiazepines Benzodiazepines 1–3 days; up to 6 
weeks with heavy 
use of long-acting 
benzodiazepines

Immunoassays may not be sensitive 
to therapeutic doses, and most 
immunoassays have low sensitivity to 
clonazepam and lorazepam. Check with 
your laboratory regarding sensitivity and 
cutoffs. False positives with sertraline or 
oxaprozin.

*Detection time may vary depending on the cutoff.

Continued on next page
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EXHIBIT 2.12. Urine Drug Testing Window of Detection (continued)

DRUG POSITIVE TEST
WINDOW OF 
DETECTION* COMMENTS

Buprenorphine Buprenorphine 3–4 days Will screen negative on opiate screen. 
Tramadol can cause false positives. Can be 
tested for specifically.

Cocaine Cocaine, 
benzoylecgonine

2–4 days; 10–22 
days with heavy 
use

N/A

Codeine Morphine, 
codeine, 
high-dose 
hydrocodone

1–2 days Will screen positive on opiate 
immunoassay.

Fentanyl Fentanyl 1–2 days Will screen negative on opiate screen. Can 
be tested for specifically. May not detect all 
fentanyl-like substances.62

Heroin Morphine, 
codeine

1–2 days Will screen positive on opiate 
immunoassay. 6-monoacetylmorphine, a 
unique metabolite of heroin, is present in 
urine for about 6 hours. Can be tested for 
specifically to distinguish morphine from 
heroin, but this is rarely clinically useful.

Hydrocodone Hydrocodone, 
hydromorphone

2 days May screen negative on opiate 
immunoassay. Can be tested for 
specifically.

Hydromorphone May not be 
detected

1–2 days May screen negative on opiate 
immunoassay. Can be tested for 
specifically.

Marijuana Tetrahydrocan-
nabinol

Infrequent 
use of 1–3 days; 
chronic use of 
up to 30 days

False positives possible with efavirenz, 
ibuprofen, and pantoprazole.

Methadone Methadone 2–11 days Will screen negative on opiate screen. Can 
be tested for specifically.

Morphine Morphine,

hydromorphone

1–2 days Will screen positive on opiate 
immunoassay. Ingestion of poppy plant/
seed may screen positive.

Oxycodone Oxymorphone 1–1.5 days Typically screens negative on opiate 
immunoassay. Can be tested for 
specifically.

*Detection time may vary depending on the cutoff.
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Positive opioid tests can confirm recent 
use. Document recent use before starting 
patients on buprenorphine or methadone. 
Positive methadone or buprenorphine tests are 
expected for patients receiving these treatments. 
Positive opioid tests contraindicate starting 
naltrexone.

Negative opioid test results require careful 
interpretation. A patient may test negative 
for opioids despite presenting with opioid 
withdrawal symptoms if he or she hasn’t used 
opioids for several days. A negative opioid test 
in the absence of symptoms of opioid withdrawal 
likely indicates that the patient has little or no 
opioid tolerance, which is important information 
for assessment and treatment planning. Consider 
that the opioid the patient reports using may not 
be detected on the particular immunoassay.

Screening tests are not definitive; false positive 
and false negative test results are possible. 
Confirmatory testing should follow all unexpected 
positive screens. Urine drug testing will detect 
metabolites from many prescription opioids but 
miss others, so it is easy to misinterpret results in 
patients taking these medications.63 False positives 
are also common in amphetamine testing.64

Point-of-service testing provides the opportu-
nity to discuss results with patients immedi-
ately. However, cutoffs for positive screens are 
not standardized across point-of-service tests. 
Know the specifications of the screens used.65

Other laboratory tests
Patients with OUD, particularly those who 
inject drugs, are at risk for liver disease and 
blood-borne viral infections. Pregnancy is 
another important consideration in determining 
treatment course. Recommended laboratory 
tests for patients with OUD include:

Pregnancy testing, which is important because:

 • It is not advisable for patients to start naltrex-
one during pregnancy.

 • Pregnant women treated for active OUD 
typically receive buprenorphine or methadone.

 • The American College of Obstetricians 
and Gynecologists and a recent SAMHSA-
convened expert panel on the treatment 
of OUD in pregnancy66 recommend that 
pregnant women with OUD receive opioid 
receptor agonist pharmacotherapy.67

 • Providers should refer pregnant women 
to prenatal care or, if qualified, provide it 
themselves.

Liver function tests (e.g., aspartate aminotransfer-
ase, alanine aminotransferase, bilirubin), which can:

 • Guide medication selection and dosing.

 • Rule out severe liver disease, which may 
contraindicate OUD medication (see Part 3  
of this TIP).

Hepatitis B and C serology, which can indicate:

 • Patients with positive tests (evaluate for 
hepatitis treatment).

 • The need to administer hepatitis A and B and 
tetanus vaccines, if appropriate.

HIV serology, which can help identify:

 • Patients who are HIV positive (evaluate for 
antiretroviral treatment).

 • Patients who are HIV negative (evaluate 
for preexposure prophylaxis and targeted 
education).

Review the PDMP
Before initiating OUD medication, providers 
should check their states’ PDMPs to 
determine whether their patients receive 
prescriptions for controlled substances 
from other healthcare professionals. Using 
the PDMP improves the ability to manage the 
risks of controlled substances and to identify 
potentially harmful drug interactions.68 Although 
OTPs are not permitted to report methadone 
treatment to PDMPs, pharmacies that dispense 
buprenorphine and other controlled substances 
do report to PDMPs. Medications that need 
monitoring and required frequency of updates 
vary by state (for more information about state 
PDMPs, visit www.pdmpassist.org/content 
/state-profiles).

www.pdmpassist.org/content/state-profiles
www.pdmpassist.org/content/state-profiles
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EXHIBIT 2.13. DSM-5 Criteria for OUD72

A problematic pattern of opioid use leading to clinically significant impairment or distress, as manifested 
by at least two of the following, occurring within a 12-month period: 

1. Opioids are often taken in larger amounts or over a longer period of time than was intended.
2. There is a persistent desire or unsuccessful efforts to cut down or control opioid use.
3. A great deal of time is spent in activities to obtain the opioid, use the opioid, or recover from its effects.
4. Craving, or a strong desire or urge to use opioids.
5. Recurrent opioid use resulting in a failure to fulfill major role obligations at work, school, or home.
6. Continued opioid use despite having persistent or recurrent social or interpersonal problems caused 

by or exacerbated by the effects of opioids.
7. Important social, occupational, or recreational activities are given up or reduced because of opioid use.
8. Recurrent opioid use in situations in which it is physically hazardous.
9. Continued opioid use despite knowledge of having a persistent or recurrent physical or 

psychological problem that’s likely to have been caused or exacerbated by the substance.
10. Tolerance,* as defined by either of the following:

a.  A need for markedly increased amounts of opioids to achieve intoxication or desired effect
b.  A markedly diminished effect with continued use of the same amount of an opioid

11. Withdrawal,* as manifested by either of the following:
a. The characteristic opioid withdrawal syndrome
b. The same—or a closely related—substance is taken to relieve or avoid withdrawal symptoms

*This criterion is not met for individuals taking opioids solely under appropriate medical supervision.
Severity: mild = 2–3 symptoms; moderate = 4–5 symptoms; severe = 6 or more symptoms

RESOURCE ALERT 

Shared Decision-Making Tool for 
Patients and Family Members

SAMHSA’s online shared decision-making tool 

for patients is a good information source for 

patients to review before their visit or in the 

office (http://brsstacs.com/Default.aspx). In 

addition, providers can suggest that family, 

friends, and other potential recovery supports 

(e.g., 12-Step program sponsors, employers, 

clergy) read educational material tailored for 

them. See Medication-Assisted Treatment 

for Opioid Addiction: Facts for Families and 

Friends (http://mha.ohio.gov/Portals/0/assets 

/Initiatives/GCOAT/SMA14-4443.pdf).

Determine Diagnosis and Severity of OUD
Use DSM-5 criteria to make an OUD diagnosis 
(Exhibit 2.13).69 Patients who meet two or three 
criteria have mild OUD. Those meeting four 
or five criteria have moderate OUD, and those 
meeting six or more criteria have severe OUD.70 

A printable checklist of DSM-571 criteria is 
available in the Part 2 Appendix.

Treatment Planning or Referral
Making Decisions About Treatment
Start by sharing the diagnosis with patients 
and hearing their feedback. Patients with 
OUD need to make several important 
treatment decisions: 

 • Whether to begin medication to treat OUD.

 • What type of OUD medication to take.

http://brsstacs.com/Default.aspx
http://mha.ohio.gov/Portals/0/assets/Initiatives/GCOAT/SMA14-4443.pdf
http://mha.ohio.gov/Portals/0/assets/Initiatives/GCOAT/SMA14-4443.pdf
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 • Where and how to access desired treatment.

 • Whether to access potentially beneficial 
mental health, recovery support, and other 
ancillary services, whether or not they choose 
pharmacotherapy.

Offer information to patients about the 
various treatments for OUD and collaborate 
with them to make decisions about treatment 
plans or referrals (Exhibit 2.14). Consider 
discussing:

 • Indications, risks, and benefits of medications 
and alternatives to pharmacotherapy.

 • Types of settings that deliver medications 
(including healthcare professionals’ own 
practice locations, if applicable).

 • Availability of and accessibility to treatment 
(i.e., transportation).

 • Alternative treatments without medication 
(e.g., residential treatment, which often offers 
medically supervised opioid withdrawal).

 • Costs of treatment with OUD medication, 
including insurance coverage and affordability.

Give patients’ expressed preferences signif-
icant weight when making decisions. Patient 
characteristics can’t reliably predict greater likeli-
hood of success with one approved medication or 
another. For detailed information on medications 
to treat OUD, refer to Part 3 of this TIP.

Strategies to engage patients in shared 
decision making include: 

 • Indicating to patients a desire to collaborate 
with them to find the best medication and 
treatment setting for them.

 • Including family members in the treatment 
planning process, if possible (and only with 
patients’ consent).

 • Exploring what patients already know 
about treatment options and dispelling 
misconceptions.

 • Offering information on medications and their 
side effects, benefits, and risks (Exhibit 2.14; 
Part 3).

 • Informing patients of the requirements of the 
various treatment options (e.g., admission 
criteria to an OTP; frequency of visits to an 
OBOT or OTP).

 • Offering options, giving recommendations 
after deliberation, and supporting patients’ 
informed decisions.

Understanding Treatment Settings and 
Services
Support patient preferences for treatment 
settings and services. Some patients prefer to 
receive OUD medication via physicians’ offices. 
Others choose outpatient treatment programs 
that provide opioid receptor agonist treatment 
for medically supervised withdrawal (with or 
without naltrexone) or for ongoing opioid 
receptor agonist maintenance treatment. Still 
others may want OUD treatment in a residential 
program with or without pharmacotherapy 
(Exhibit 2.15).

Many patients initially form a preference for a 
certain treatment without knowing all the risks, 
benefits, and alternatives. Providers should 
ensure that patients understand the risks and 
benefits of all options. Without this understand-
ing, patients can’t give truly informed consent.

Outpatient OUD Treatment Settings
Refer patients who prefer treatment with 
methadone or buprenorphine via an OTP and 
explain that:

 • They will have to visit the program from 6 to 7 
times per week at first.

 • Additional methadone take-home doses are 
possible at every 90 days of demonstrated 
progress in treatment.

 • Buprenorphine take-home doses are not 
bound by the same limits as methadone.

Part 1 of this TIP gives an overview of 
the three FDA-approved medications 
used to treat OUD. Part 3 covers the 
details of their use. 
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EXHIBIT 2.14. Comparison of OUD Medications To Guide Shared 
Decision Making

CATEGORY BUPRENORPHINE METHADONE NALTREXONE

Appropriate 
patients

Typically for patients 
with OUD who are 
physiologically dependent 
on opioids

Typically for patients 
with OUD who are 
physiologically dependent 
on opioids and who meet 
federal criteria for OTP 
admission

Typically for patients with 
OUD who are abstinent 
from short-acting opioids 
for 7 days and long-acting 
opioids for 10–14 days

Outcome: 
Retention in 
treatment 

Higher than treatment 
without medication and 
treatment with placebo73 

Higher than treatment 
without OUD medication 
and treatment with 
placebo74

Treatment retention with 
oral naltrexone is no better 
than with placebo or no 
medication;75 for XR-NTX, 
treatment retention is 
higher than for treatment 
without OUD medication 
and treatment with 
placebo;76,77 treatment 
retention is lower than 
with opioid receptor 
agonist treatment

Outcome: 
Suppression of 
illicit opioid use

Effective Effective Effective

Outcome: 
Overdose 
mortality

Lower for people in 
treatment than for  
those not in it

Lower for people in 
treatment than for  
those not in it

Unknown

Location/ 
frequency of 
office visits

Office/clinic: Begins daily 
to weekly, then tailored to 
patient’s needs 

OTP: Can treat with 
buprenorphine 6–7 days/
week initially; take-
homes are allowed 
without the time-in-
treatment requirements of 
methadone

OTP only: 6–7 days/week 
initially; take-homes are 
allowed based on time 
in treatment and patient 
progress

Office/clinic: Varies from 
weekly to monthly

Who can 
prescribe/order?

Physicians, NPs,* and 
PAs* possessing federal 
waiver can prescribe 
and dispense; can be 
dispensed by a community 
pharmacy or an OTP

OTP physicians order the 
medication; nurses and 
pharmacists administer 
and dispense it

Physicians, NPs,* and PAs*

*NPs and PAs should check with their state to determine whether prescribing buprenorphine, naltrexone, or both is 
within their allowable scope of practice.

Continued on next page
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EXHIBIT 2.14. Comparison of OUD Medications To Guide Shared 
Decision Making (continued)

CATEGORY BUPRENORPHINE METHADONE NALTREXONE

Administration Sublingual/buccal; implant 
by specially trained 
provider, and only for 
stabilized patients

Oral Oral or intramuscular 
(Note: Oral naltrexone 
is less effective than the 
other OUD medications.)

Misuse/diversion 
potential

Low in OTPs or other 
settings with observed 
dose administration; 
moderate for take-
home doses; risk can be 
mitigated by providing 
take-homes to stable 
patients and a diversion 
control plan

Low in OTPs with directly 
observed therapy; 
moderate for take-
home doses; risk can be 
mitigated by a diversion 
control plan

None

Sedation Low unless concurrent 
substances are 
present (e.g., alcohol, 
benzodiazepines)

Low unless dose titration 
is too quick or dose is 
not adjusted for the 
presence of concurrent 
substances (e.g., alcohol, 
benzodiazepines)

None

Risk of  
medication- 
induced respira-
tory depression

Very rare; lower than 
methadone

Rare, although higher than 
buprenorphine; may be 
elevated during the first 2 
weeks of treatment or in 
combination with other 
sedating substances

None 

Risk of 
precipitated 
withdrawal 
when starting 
medication

Can occur if started too 
prematurely after recent 
use of other opioids

None Severe withdrawal is 
possible if period of 
abstinence is inadequate 
before starting medication

Withdrawal 
symptoms on 
discontinuation

Present; lower than 
methadone if abruptly 
discontinued

Present; higher than 
buprenorphine if abruptly 
discontinued

None

Most common 
side effects

Constipation, vomiting, 
headache, sweating, 
insomnia, blurred vision

Constipation, vomiting, 
sweating, dizziness, 
sedation

Difficulty sleeping, anxiety, 
nausea, vomiting, low 
energy, joint and muscle 
pain, headache, liver 
enzyme elevation

XR-NTX: Injection site pain, 
nasopharyngitis, insomnia, 
toothache

D. Coffa, December 2017 (personal communication). Adapted with permission.
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EXHIBIT 2.15. Treatment Setting 
Based on Patient’s Choice of 
OUD Medication

MEDICATION
POSSIBLE TREATMENT 

SETTING

Buprenorphine Office-based treatment, 
outpatient or residential 
SUD treatment programs 
(prescriber must have a 
federal waiver), OTP

Methadone OTP

Naltrexone Office-based treatment, 
outpatient or residential 
SUD treatment programs, 
OTP

 • Counseling and drug testing are required 
parts of OTP treatment.

 • Some programs also offer case management, 
peer support, medical services, mental 
disorder treatment, and other services.

Try to arrange OTP intake appointments for 
patients before they leave the office. If no 
immediate openings are available, consider 
starting buprenorphine as a bridge or alternative 
to the OTP. 

Gauge the appropriate intensity level 
for patients seeking non-OTP outpatient 
treatment for OUD. These programs range 
from low intensity (individual or group counseling 
once to a few times a week) to high intensity 
(2 or more hours a day of individual and group 
counseling several days a week). Appropriate 
treatment intensity depends on each patient’s:78

 • Social circumstances.

 • Severity of addiction.

 • Personal preferences.

 • Psychiatric/psychological needs.

 • Ability to afford treatment at a given intensity. 

Outpatient medical settings
Healthcare professionals cannot provide 
methadone in their clinics. Only those with a 
buprenorphine waiver can provide buprenor-
phine. Any healthcare professional with a license 
can provide naltrexone.

Once providers obtain the necessary waiver, 
they should offer buprenorphine treatment 
to all patients who present with OUD if such 
treatment is available and appropriate. Referring 
them to treatment elsewhere will likely result in 
delay or lack of patient access to care. Develop 
a treatment plan to determine where patients 
will receive continuing care (see the “Treatment 
Planning” section). Continue to provide nal-
trexone for patients who were already receiving 
it from some other setting (e.g., a prison, a 
specialty addiction treatment program) or for 
patients who meet opioid abstinence require-
ments and wish to take a medication for relapse 
prevention.

Residential drug treatment settings
Patients who have OUD, concurrent other 
substance use problems, unstable living 
situations, or a combination of the three may 
be appropriate candidates for residential 
treatment, which can last from a week to 
several weeks or more. Inform patients about 
the services and requirements typical of this 
treatment setting.

Some patients taking buprenorphine (or 
methadone) who have other SUDs, such as 
AUD or cocaine use disorder, can benefit 
from residential treatment. If such treatment 
is indicated, determine whether the residential 
program allows patients to continue their opioid 
receptor agonist medication while in treatment. 
Some residential programs require patients 
to discontinue these medications to receive 
residential treatment, which could destabilize 
patients and result in opioid overdose.
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Residential treatment programs typically 
provide:

 • Room and board.

 • Recovery support.

 • Counseling.

 • Case management.

 • Medically supervised withdrawal (in some 
programs). 

 • Starting buprenorphine or naltrexone (in some 
programs).

 • Onsite mental health services (in some cases). 

 • Buprenorphine or methadone continuation for 
patients already enrolled in treatment prior 
to admission if their healthcare professionals 
have waivers or their OTP permits.

Transitioning out of residential settings 
requires careful planning. During a patient’s 
stay in residential treatment, plan for his or her 
transition out of the program. A good transition 
plan maximizes the likelihood of continuity of 
care after discharge. Plans should also address 
overdose risk. Patients who are no longer 

opioid tolerant are at heightened risk of opioid 
overdose if they don’t get OUD medication at 
discharge. Providing XR-NTX, buprenorphine, 
or methadone during treatment and continuing 
the medication after discharge can help prevent 
return to opioid use after discharge. Providing a 
naloxone prescription and overdose prevention 
information is appropriate.

RESOURCE ALERT 

Maintaining Confidentiality
Providers who treat patients with addiction 
must know substance use-related disclosure 
rules and confidentiality requirements. SAMHSA’s 
webpage lists frequently asked questions on 
substance use confidentiality and summarizes 
federal regulations about disclosure and patient 
records that federal programs maintain on 
addiction treatment (https://www.samhsa.gov 

/about-us/who-we-are/laws-regulations/confiden 

tiality-regulations-faqs). Key points include: 

 • Confidentiality regulations prohibit specialty 
SUD treatment programs from sharing 
information with healthcare professionals 
about patients’ SUD treatment without specific 
consent from patients.

 • Referrals to other behavioral health services 
require consent for sharing information on 
treatment progress.

 • Healthcare professionals should discuss 
confidentiality and consent with patients 
during the referral process.

 • OUD pharmacotherapy prescribers may 
consider requiring patient consent for 
communicating with treatment programs as  
a condition of receiving OUD treatment.

Treatment program staff members can help 

identify returns to substance use, or risk of such, 

before the prescriber and can work with the 

prescriber to stabilize patients.

RESOURCE ALERT 

Treatment and Provider Locator

SAMHSA’s Behavioral Health Treatment 

Services Locator (https://findtreatment.samhsa 

.gov) provides information on drug and alcohol 

treatment programs across states. Another 

SAMHSA tool identifies the locations of 

buprenorphine providers (www.samhsa.gov 

/medication-assisted-treatment/physician 

-program-data/treatment-physician-locator).

https://www.samhsa.gov/about-us/who-we-are/laws-regulations/confidentiality-regulations-faqs
https://www.samhsa.gov/about-us/who-we-are/laws-regulations/confidentiality-regulations-faqs
https://www.samhsa.gov/about-us/who-we-are/laws-regulations/confidentiality-regulations-faqs
https://findtreatment.samhsa.gov
https://findtreatment.samhsa.gov
www.samhsa.gov/medication-assisted-treatment/physician-program-data/treatment-physician-locator
www.samhsa.gov/medication-assisted-treatment/physician-program-data/treatment-physician-locator
www.samhsa.gov/medication-assisted-treatment/physician-program-data/treatment-physician-locator
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Determining OUD Service Intensity and 
Ensuring Follow-Through
Use ASAM placement criteria for guidance on 
selecting the right level of OUD treatment. 
ASAM criteria define the level of care and key 
features that may make a given level (e.g., 
residential, intensive outpatient, standard 
outpatient) appropriate for a patient79 (see 
the “Treatment Planning” section). To help 
patients select programs, note that some focus 
on specific populations (e.g., gender-specific 
programs; parents with children; lesbian, 
gay, bisexual, transgender, and questioning 
populations). 

Make an appointment with the referral 
program during the patient’s visit rather than 
giving the patient a phone number to call. 
Follow up with the patient later to determine 
whether he or she kept the appointment. Doing 
so increases the chances of a successful referral. 

Referring patients to behavioral health and 
support services
Discuss patients’ potential need for behavioral 
health, peer support, and other ancillary 
services, like:

 • Drug and alcohol counseling.

 • Mental health services.

 • Case management.

 • Mutual-help groups.

 • Peer recovery support services. 

Offer referrals to counseling and tailored 
psychosocial support to patients receiving 
OUD medication (Exhibit 2.16).

Drug Addiction Treatment Act of 2000  
legislation requires that buprenorphine pre-
scribers be able to refer patients to counseling, 
but making referrals is not mandatory.80 Many 
patients benefit from referral to mental health 
services or specialized addiction counseling 
and recovery support services. However, four 
randomized trials found no extra benefit to 
adding adjunctive counseling to well-conducted 
medical management visits delivered by the 

buprenorphine prescriber. There is evidence of 
benefits to adding contingency management to 
pharmacotherapy.81,82,83,84,85

Make referrals to mutual-help groups.  
Patients may wish to participate in mutual- 
help groups (e.g., Alcoholics Anonymous, 
Narcotics Anonymous, Methadone Anonymous, 
Medication-Assisted Recovery Services, SMART 
Recovery) in addition to or instead of specialized 
treatment. These programs can be highly 
supportive, but they may pressure patients to 
stop taking OUD medication. If possible, refer 
patients to groups that welcome patients who 
take OUD medication.

Make referrals to medical and mental health 
services. Respectful, consistent medical care can 
support patients’ efforts to recover from OUD 
and all other SUDs. As for any patient, providers 
should make appropriate referrals for patients 
with OUD to receive medical or mental health 
services beyond the providers’ own scope of 
practice.

Patients with depression, anxiety disorders, and 
other mental disorders may be more likely to 
succeed in addiction treatment if those condi-
tions are managed.86 If the severity or type of 
a patient’s psychiatric comorbidity is beyond a 
provider’s scope of practice, the provider should 
refer the patient to mental health services as 
appropriate.

Make referrals to ancillary services. Besides 
medical care and mental health services, OUD 
patients, like patients with other illnesses, may 

RESOURCE ALERT 

Mutual-Support Groups

For an introduction to mutual-support groups,  

see SAMHSA’s Substance Abuse in Brief, “An 

Introduction to Mutual Support Groups for 

Alcohol and Drug Abuse” (https://store.samhsa 

.gov/shin/content/SMA08-4336/SMA08-4336.pdf).

https://store.samhsa.gov/shin/content/SMA08-4336/SMA08-4336.pdf
https://store.samhsa.gov/shin/content/SMA08-4336/SMA08-4336.pdf
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EXHIBIT 2.16. Referring Patients Who Receive OUD Pharmacotherapy 
to Behavioral Health Therapies

Case
management

Vocational
training

Yes No

Yes No

Is the patient
willing to engage

in additional
behavioral health

therapies?

Is the patient
entering an OTP 
for methadone or

intensive treatment?

Offer best advice and
ongoing motivational

interviewing; revisit
offer for behavioral
health therapies.

Counseling, peer
support, and case
management will
likely be provided
through the OTP.

Identify specific 
needs, and refer 
appropriately to 
one or more of 
the following:

Counseling: 
Individual, family,

and/or group

Peer support groups:
Alcoholics Anonymous,
Narcotics Anonymous,

SMART Recovery, 
buprenorphine groups

Housing, 
transportation,

food, legal, and other
support programs 

RESOURCE ALERT 

Guidance on Providing Integrated Care
Fragmented healthcare services are less 

likely to meet all patient needs. Integrated 

medical and behavioral healthcare delivery 

can effectively provide patient-focused, 

comprehensive treatments that address 

the full range of symptoms and service 

needs patients with OUD often have.87 The 

key components of integration should be 

in place to make sure that SUD treatment 

in a primary care setting works. For more 

information about how to provide integrat-

ed services for individuals taking medica-

tion for OUD, see:

 • The Agency for Healthcare Research and Quality’s 
report Medication-Assisted Treatment Models of Care 
for Opioid Use Disorder in Primary Care Settings.  
(www.ncbi.nlm.nih.gov/books/NBK402352).

 • The Agency for Healthcare Research and Quality’s 
Academy for Integrating Behavioral Mental Health and 
Primary Care. (https://integrationacademy.ahrq.gov).

 • SAMHSA’s Center for Integrated Health Solutions’ 
Resource Library for providing integrated care. (www 
.samhsa.gov/integrated-health-solutions/resource-library 
?combine=substance+abuse&=Apply%20or%20https://
www.samhsa.gov/integrated-health-solutions).

https://www.ncbi.nlm.nih.gov/books/NBK402352
https://integrationacademy.ahrq.gov
www.samhsa.gov/integrated-health-solutions/resource-library?combine=substance+abuse&=Apply%20or%20https://www.samhsa.gov/integrated-health-solutions
www.samhsa.gov/integrated-health-solutions/resource-library?combine=substance+abuse&=Apply%20or%20https://www.samhsa.gov/integrated-health-solutions
www.samhsa.gov/integrated-health-solutions/resource-library?combine=substance+abuse&=Apply%20or%20https://www.samhsa.gov/integrated-health-solutions
www.samhsa.gov/integrated-health-solutions/resource-library?combine=substance+abuse&=Apply%20or%20https://www.samhsa.gov/integrated-health-solutions
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Every visit is a chance to help patients begin 
healthy changes and move toward treatment 
and recovery. Patients may not be ready to 
change right away. Successfully quitting drug use 
can take many attempts. Returns to substance 
use, even after periods of remission, are 
expected parts of the recovery process.

Patients with OUD are much more likely to 
die than their peers,89,90 and HIV, hepatitis C, 
and skin and soft tissue infections are common 
among this population. Help reduce these OUD-
related risks by educating patients about:

 • Using new syringes.

 • Avoiding syringe sharing.

 • Avoiding sharing other supplies during the 
injection process.

 • Preventing opioid overdose (see the 
“Preventing Opioid-Related Overdose” section).

need more support in some areas, including 
ancillary services such as:

 • Case management.

 • Food access.

 • Vocational training.

 • Housing.

 • Transportation.

 • Legal assistance.

Helping patients who are not ready to 
engage in OUD treatment
Help reluctant patients be safer and approach 
readiness. Patients may seem unwilling to discuss 
their drug use if they’re ashamed or fear being 
judged. Accepting, nonjudgmental attitudes help 
patients overcome shame and discuss concerns 
honestly while also instilling hope.

OPPORTUNITY ALERT 

Becoming an OUD Medication Treatment Provider
SAMHSA strongly urges 
physicians, NPs, and PAs to 
obtain waivers that will qualify 
them to offer buprenorphine 
pharmacotherapy. They 
can become qualified to 
use buprenorphine to taper 
appropriate patients with OUD 
off illicit or prescription opioids 
or to provide long-term OUD 
treatment.

Only healthcare professionals 
with a federal waiver may 
prescribe buprenorphine for 
the treatment of OUD. To get 
waivers, providers must meet set 
criteria, complete buprenorphine 
training (online or in person), 
and apply for a waiver from 
SAMHSA. Waivered prescribers 

are assigned an additional DEA 
registration number (usually 
their existing number with an 
added “X”).

NPs and PAs need to meet 
additional criteria for waivers.88 
Check with the state licensing 
board about restrictions and 
requirements at the state level 
before applying for a waiver.

Wavier training: ASAM, the 
American Academy of Addiction 
Psychiatry, the American 
Psychiatric Association, and the 
American Osteopathic Academy 
of Addiction Medicine all provide 
the waiver training courses for 
physicians. Providers’ Clinical 
Support System for Medication 

Assisted Treatment (PCSS-MAT) 
provides the required 8-hour 
OUD medication waiver course 
for physicians and 24-hour 
waiver course for NPs and PAs 
for free (https://pcssmat.org 
/education-training/mat-waiver 
-training). ASAM and others also 
provide NP and PA courses.

New prescribers can benefit 
from mentorship from 
experienced providers in 
their practice or community. 
Mentorship is available for free 
from PCSS-MAT (http://pcssmat 
.org/mentoring).

For detailed information on 
prescribing OUD medications, 
review Part 3 of this TIP. 

https://pcssmat.org/education-training/mat-waiver-training
https://pcssmat.org/education-training/mat-waiver-training
https://pcssmat.org/education-training/mat-waiver-training
http://pcssmat.org/mentoring
http://pcssmat.org/mentoring
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 • Obtaining overdose prevention informa-
tion and resources (e.g., SAMHSA Opioid 
Overdose Prevention Toolkit [https://store 
.samhsa.gov/product/SAMHSA-Opioid 
-Overdose-Prevention-Toolkit/SMA16-4742]).

 • Obtaining naloxone and instructions for its use.

Refer patients to syringe exchange sites. 
The North American Syringe Exchange Network 
provides options (see the “Syringe Exchange” 
section).

Preventing Opioid-Related Overdose
Every patient who misuses opioids or has 
OUD should receive opioid overdose preven-
tion education and a naloxone prescription.91 
Healthcare professionals should educate 
patients and their families about overdose risk, 
prevention, identification, and response (Exhibit 
2.17). FDA has approved an autoinjectable 
naloxone device (Evzio) and a naloxone nasal 
spray (Narcan) for use by patients and others. 
For information about all forms of naloxone, 

EXHIBIT 2.17. Opioid Overdose: Risk, Prevention, Identification,  
and Response

Overdose risk
 • Using heroin (possibly mixed with illicitly 
manufactured fentanyl or fentanyl analogs)

 • Using prescription opioids that were not 
prescribed

 • Using prescription opioids more frequently or  
at higher doses than prescribed

 • Using opioids after a period of abstinence or 
reduced use (e.g., after medically supervised 
withdrawal or incarceration)

 • Using opioids with alcohol, benzodiazepines,  
or both

Overdose prevention
 • Don’t use opioids that were not prescribed.

 • Take medications only as prescribed.

 • Don’t use drugs when you are alone.

 • Don’t use multiple substances at once.

 • Have naloxone available and make sure others 
know where it is and how to use it.

 • Use a small “test dose” if returning to opioid use 
after a period of abstinence, if the substance 
appears altered, or if it has been acquired from 
an unfamiliar source. Beware: This doesn’t 
guarantee safety; illicitly manufactured fentanyl 
or other substances may be present in the drug, 
and any use may be fatal.

Overdose identification
 • Fingernails or lips are blue or purple.

 • Breathing or heartbeat is slow or stopped. 

 • The person is vomiting or making gurgling 
noises.

 • The person can’t be awakened or is unable to 
speak.

Overdose response
 • Call 9-1-1.

 • Administer naloxone (more than one dose may 
be needed to restore adequate spontaneous 
breathing).

 • Perform rescue breathing. If certified to provide 
cardiopulmonary resuscitation, perform chest 
compressions if there is no pulse.

 • Put the person in the “recovery position,” on his 
or her side and with the mouth facing to the 
side to prevent aspiration of vomit, if he or she is 
breathing independently.

 • Stay with the person until emergency services 
arrive. Naloxone’s duration of action is 30–90 
minutes. The person should be observed 
after this time for a return of opioid overdose 
symptoms. 

Adapted from material in the public domain.92

https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
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The United States is experiencing 
a death epidemic related to opioid 
overdose. Opioids (including 
prescription opioids and heroin) killed 
more than 33,000 people in 2015, 
more than in any prior year. Almost 
half of opioid overdose deaths involve 
prescription opioids. Since 2010, heroin 
overdose deaths have more than 
quadrupled.93,94 Overdose deaths from 
illicit fentanyl have risen sharply.95

prescribing, and patient and community 
education, see the SAMHSA Opioid Overdose  
Prevention Toolkit (https://store.samhsa.gov 
/product/SAMHSA-Opioid-Overdose-Prevention 
-Toolkit/SMA16-4742).

Municipalities with community-based naloxone 
distribution programs have seen substantial 
decreases in opioid overdose death rates.96,97 
Many syringe exchange programs also dispense 
naloxone. For information and resources on 
prescribing naloxone for overdose prevention, 
including educational patient handouts and 
videos, see the “Opioid-Related Overdose 
Prevention” section.

https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
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Resources
The following selected resources address key 
content presented in Part 2. Part 5 of this TIP 
includes comprehensive resources on topics 
pertaining to substance misuse and medications 
to treat OUD.

Alcohol and Drug Use Screening
 • American Academy of Addiction Psychiatry: 

Provides Performance in Practice Clinical 
Modules for screening of tobacco use and 
AUD. www.aaap.org/education-training 
/cme-opportunities

 • NIAAA, Professional Education Materials: 
Provides links to screening, treatment 
planning, and general information for clinicians 
in outpatient programs. www.niaaa.nih.gov 
/publications/clinical-guides-and-manuals

 • NIDA, Medical and Health Professionals: 
Provides resources for providers to increase 
awareness of the impact of substance use  
on patients’ health and help identify drug  
use early and prevent it from escalating to 
misuse or addiction. www.drugabuse.gov 
/nidamed-medical-health-professionals

Tobacco Screening
 • American Psychiatric Nursing Association, 

Tobacco & Nicotine Use Screening Tools 
and Assessments: Provides the Fagerström 
screening tools for nicotine dependence and 
smokeless tobacco and a screening checklist 
for tobacco use. www.apna.org/i4a/pages 
/index.cfm?pageID=6150

 • U.S. Department of Health and Human 
Services’ Be Tobacco Free: Provides infor-
mation for individuals struggling with nicotine 
addiction and links for clinicians that provide 
guidance on caring for patients with nicotine 
addiction. https://betobaccofree.hhs.gov 
/health-effects/nicotine-health

 • U.S. Department of Health and Human 
Services’ Million Hearts Initiative: Provides 
templates for developing and guidance on 
implementing tobacco cessation programs 
and guidance on implementing them as part 
of clinical care. https://millionhearts.hhs.gov 
/tools-protocols/protocols.html

 • Centers for Disease Control and Prevention 
(CDC): Offers resources and information for 
patients and clinicians; includes a webpage 
with resource links for clinicians on treating 
tobacco dependence. www.cdc.gov/tobacco 
/index.htm and www.cdc.gov/tobacco/basic 
_information/related_links/index.htm

Buprenorphine Treatment Locator
 • SAMHSA, Buprenorphine Treatment 

Practitioner Locator: Provides a state-by-
state list of providers who offer buprenor-
phine. www.samhsa.gov/medication-assisted 
-treatment/physician-program-data 
/treatment-physician-locator

Buprenorphine Training, Mentorship,  
and Waivers
 • SAMHSA, Buprenorphine Waiver 

Management: Provides information on 
buprenorphine waivers with links to waiver 
applications; explains waiver processes,  
requirements, and recordkeeping. www 
.samhsa.gov/medication-assisted-treatment 
/buprenorphine-waiver-management

 • SAMHSA, Buprenorphine Training for 
Physicians: Provides links to organizations  
that train physicians on buprenorphine 
treatment. www.samhsa.gov/medication 
-assisted-treatment/training-resources 
/buprenorphine-physician-training

 • SAMHSA, Qualify for NPs and PAs Waiver: 
Provides information for NPs and PAs about 
the buprenorphine waiver training, with links 
to trainings and the application process. www 
.samhsa.gov/medication-assisted-treatment 
/qualify-nps-pas-waivers

www.aaap.org/education-training/cme-opportunities
www.aaap.org/education-training/cme-opportunities
www.niaaa.nih.gov/publications/clinical-guides-and-manuals
www.niaaa.nih.gov/publications/clinical-guides-and-manuals
www.drugabuse.gov/nidamed-medical-health-professionals
www.drugabuse.gov/nidamed-medical-health-professionals
www.apna.org/i4a/pages/index.cfm?pageID=6150
www.apna.org/i4a/pages/index.cfm?pageID=6150
https://betobaccofree.hhs.gov/health-effects/nicotine-health
https://betobaccofree.hhs.gov/health-effects/nicotine-health
https://millionhearts.hhs.gov/tools-protocols/protocols.html
https://millionhearts.hhs.gov/tools-protocols/protocols.html
www.cdc.gov/tobacco/index.htm
www.cdc.gov/tobacco/index.htm
www.cdc.gov/tobacco/basic_information/related_links/index.htm
www.cdc.gov/tobacco/basic_information/related_links/index.htm
www.samhsa.gov/medication-assisted-treatment/physician-program-data/treatment-physician-locator
www.samhsa.gov/medication-assisted-treatment/physician-program-data/treatment-physician-locator
www.samhsa.gov/medication-assisted-treatment/physician-program-data/treatment-physician-locator
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management
www.samhsa.gov/medication-assisted-treatment/training-resources/buprenorphine-physician-training
www.samhsa.gov/medication-assisted-treatment/training-resources/buprenorphine-physician-training
www.samhsa.gov/medication-assisted-treatment/training-resources/buprenorphine-physician-training
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
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 • PCSS-MAT: Provides buprenorphine waiver 
training and mentorship for healthcare pro-
fessionals (physicians, NPs, and PAs); includes 
updates and other resources about medication 
for OUD. http://pcssmat.org

Medication Treatment for OUD 
 • SAMHSA, Medication-Assisted Treatment 

of Opioid Use Disorder: Provides a clinical 
pocket guide for medication treatment for 
OUD. https://store.samhsa.gov/shin/content 
/SMA16-4892PG/SMA16-4892PG.pdf

 • SAMHSA, MATx Mobile App to Support 
Medication-Assisted Treatment of OUD: 
Provides a mobile app to support healthcare 
professionals providing medication treatment 
for OUD. https://store.samhsa.gov/apps/mat

 • SAMHSA, Advisory, Sublingual and 
Transmucosal Buprenorphine for Opioid  
Use Disorder: Review and Update: 
Summarizes information on the use of  
buprenorphine to treat OUD. https://store 
.samhsa.gov/product/Advisory-Sublingual 
-and-Transmucosal-Buprenorphine-for 
-Opioid-Use-Disorder-Review-and-Update 
/SMA16-4938 

 • SAMHSA, Clinical Use of Extended-Release  
Injectable Naltrexone in the Treatment 
of Opioid Use Disorder: A Brief Guide: 
Provides a brief review of the use of XR-NTX. 
https://store.samhsa.gov/product/Clinical 
-Use-of-Extended-Release-Injectable 
-Naltrexone-in-the-Treatment-of-Opioid 
-Use-Disorder-A-Brief-Guide/SMA14-4892R

 • ASAM, The ASAM National Practice 
Guideline for the Use of Medications in the 
Treatment of Addiction Involving Opioid 
Use: Provides national practice guidelines  
for the use of medications to treat OUD.  
www.asam.org/docs/default-source/practice 
-support/guidelines-and-consensus-docs 
/asam-national-practice-guideline-supplement 
.pdf

 • Department of Veterans Affairs/
Department of Defense, VA/DoD Clinical 
Practice Guideline for the Management 
of Substance Use Disorders: Provides 
substance use disorder practice guidelines. 
www.healthquality.va.gov/guidelines/MH/sud 
/VADoDSUDCPGRevised22216.pdf

 • PCSS-MAT: Provides training and mentorship 
for healthcare professionals (physicians, NPs, 
and PAs) on medications for OUD treatment 
including buprenorphine, naltrexone, and 
methadone. https://pcssmat.org

Syringe Exchange
 • North American Syringe Exchange 

Network: Provides a national directory of 
syringe exchange programs in the United 
States. https://nasen.org/directory

Opioid-Related Overdose Prevention
 • Prescribe To Prevent: Provides information 

about naloxone prescribing for overdose 
prevention, including educational patient 
handouts and videos. http://prescribeto 
prevent.org

 • SAMHSA Opioid Overdose Prevention 
Toolkit: Provides healthcare professionals, 
communities, and local governments with 
material to develop practices and policies to 
help prevent opioid-related overdoses and 
deaths. It addresses issues for healthcare 
professionals, first responders, treatment 
providers, and those recovering from opioid 
overdose as well as their families. https://
store.samhsa.gov/product/SAMHSA 
-Opioid-Overdose-Prevention-Toolkit 
/SMA16-4742

 • CDC—Injury Prevention and Overdose: 
Provides links and tools for clinicians to help 
prevent opioid overdose deaths. https://www 
.cdc.gov/drugoverdose/prevention/index.html 

http://pcssmat.org
https://store.samhsa.gov/shin/content/SMA16-4892PG/SMA16-4892PG.pdf
https://store.samhsa.gov/shin/content/SMA16-4892PG/SMA16-4892PG.pdf
https://store.samhsa.gov/apps/mat
https://store.samhsa.gov/product/Advisory-Sublingual-and-Transmucosal-Buprenorphine-for-Opioid-Use-Disorder-Review-and-Update/SMA16-4938
https://store.samhsa.gov/product/Advisory-Sublingual-and-Transmucosal-Buprenorphine-for-Opioid-Use-Disorder-Review-and-Update/SMA16-4938
https://store.samhsa.gov/product/Advisory-Sublingual-and-Transmucosal-Buprenorphine-for-Opioid-Use-Disorder-Review-and-Update/SMA16-4938
https://store.samhsa.gov/product/Advisory-Sublingual-and-Transmucosal-Buprenorphine-for-Opioid-Use-Disorder-Review-and-Update/SMA16-4938
https://store.samhsa.gov/product/Advisory-Sublingual-and-Transmucosal-Buprenorphine-for-Opioid-Use-Disorder-Review-and-Update/SMA16-4938
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
www.asam.org/docs/default-source/practice-support/guidelines-and-consensus-docs/asam-national-practice-guideline-supplement.pdf
www.asam.org/docs/default-source/practice-support/guidelines-and-consensus-docs/asam-national-practice-guideline-supplement.pdf
www.asam.org/docs/default-source/practice-support/guidelines-and-consensus-docs/asam-national-practice-guideline-supplement.pdf
www.asam.org/docs/default-source/practice-support/guidelines-and-consensus-docs/asam-national-practice-guideline-supplement.pdf
www.healthquality.va.gov/guidelines/MH/sud/VADoDSUDCPGRevised22216.pdf
www.healthquality.va.gov/guidelines/MH/sud/VADoDSUDCPGRevised22216.pdf
https://pcssmat.org
https://nasen.org/directory
http://prescribetoprevent.org
http://prescribetoprevent.org
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://www.cdc.gov/drugoverdose/prevention/index.html
https://www.cdc.gov/drugoverdose/prevention/index.html
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 • NIDA, Opioid Overdose Reversal with 
Naloxone (Narcan, Evzio): Provides naloxone 
information for providers. www.drugabuse 
.gov/related-topics/opioid-overdose 
-reversal-naloxone-narcan-evzio

Opioid Withdrawal Scales
 • WHO Guidelines for the Psychosocially 

Assisted Pharmacological Treatment of 
Opioid Dependence: Annex 10: Provides 
COWS and other opioid withdrawal scales. 
www.ncbi.nlm.nih.gov/books/NBK143183

 • The Clinical Institute Narcotic Assessment 
Scale for Withdrawal Symptoms: Provides 
a scale that measures signs and symptoms 
observed in patients during withdrawal. www 
.ncpoep.org/wp-content/uploads/2015/02 
/Appendix_7_Clinical_Institute_Narcotic 
_Assessment_CINA_Scale_for_Withdrawal 
_Symptoms.pdf

Patient and Family Education on 
Medications To Treat OUD
 • SAMHSA Store: Provides patient and family 

educational resources about OUD and  
medication treatment for OUD; some 
resources are available in multiple languages, 
including Spanish. https://store.samhsa.gov

 − Buprenorphine. https://store.samhsa.gov 
/product/The-Facts-about-Buprenorphine 
-for-Treatment-of-Opioid-Addiction 
/SMA15-4442

 − Methadone. https://store.samhsa.gov 
/product/What-Every-Individual-Needs-to 
-Know-About-Methadone-Maintenance 
/SMA06-4123

 • ASAM Resources: Provides patient and family 
education tools about addiction in general 
and OUD specifically.

 − Patient Resources. www.asam.org 
/resources/patientresources

 − Opioid Addiction Treatment: A Guide for 
Patients, Families, and Friends. https://
www.asam.org/docs/default-source 
/publications/asam-opioid-patient-piece 
_-5bopt2-5d_3d.pdf

Referral and Treatment Locators
 • SAMHSA, OTP Directory: Provides a state-

by-state directory of methadone OTPs. https://
dpt2.samhsa.gov/treatment/directory.aspx

 • SAMHSA, Behavioral Health Treatment 
Services Locator: Provides a directory of 
treatment facilities. https://findtreatment 
.samhsa.gov

 • SAMHSA, Behavioral Health Treatment 
Services Locator—Self-Help, Peer Support, 
and Consumer Groups: Provides a directory 
for mutual-help groups. https://findtreatment 
.samhsa.gov/locator/link-focSelfGP

Screening, Assessment, and Drug Testing 
Resources
 • NIDA, Screening, Assessment, and Drug 

Testing Resources: Provides an evidence-
based screening tool chart for adolescents 
and adults, drug use screening tool support 
materials, and a clinician resource and quick 
reference guide for drug screening in general 
medical settings, including a brief version of 
the ASSIST-lite. www.drugabuse.gov/nidamed 
-medical-health-professionals/tool-resources 
-your-practice/additional-screening-resources

 • ASAM, The ASAM Appropriate Use of Drug 
Testing in Clinical Addiction Medicine:  
Discusses appropriate use of drug testing in 
identifying, diagnosing, and treating people 
with or at risk for SUDs. www.asam.org 
/quality-practice/guidelines-and-consensus 
-documents/drug-testing

www.drugabuse.gov/related-topics/opioid-overdose-reversal-naloxone-narcan-evzio
www.drugabuse.gov/related-topics/opioid-overdose-reversal-naloxone-narcan-evzio
www.drugabuse.gov/related-topics/opioid-overdose-reversal-naloxone-narcan-evzio
www.ncbi.nlm.nih.gov/books/NBK143183
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
https://store.samhsa.gov
https://store.samhsa.gov/product/The-Facts-about-Buprenorphine-for-Treatment-of-Opioid-Addiction/SMA15-4442
https://store.samhsa.gov/product/The-Facts-about-Buprenorphine-for-Treatment-of-Opioid-Addiction/SMA15-4442
https://store.samhsa.gov/product/The-Facts-about-Buprenorphine-for-Treatment-of-Opioid-Addiction/SMA15-4442
https://store.samhsa.gov/product/The-Facts-about-Buprenorphine-for-Treatment-of-Opioid-Addiction/SMA15-4442
https://store.samhsa.gov/product/What-Every-Individual-Needs-to-Know-About-Methadone-Maintenance/SMA06-4123
https://store.samhsa.gov/product/What-Every-Individual-Needs-to-Know-About-Methadone-Maintenance/SMA06-4123
https://store.samhsa.gov/product/What-Every-Individual-Needs-to-Know-About-Methadone-Maintenance/SMA06-4123
https://store.samhsa.gov/product/What-Every-Individual-Needs-to-Know-About-Methadone-Maintenance/SMA06-4123
www.asam.org/resources/patientresources
www.asam.org/resources/patientresources
https://www.asam.org/docs/default-source/publications/asam-opioid-patient-piece_-5bopt2-5d_3d.pdf
https://www.asam.org/docs/default-source/publications/asam-opioid-patient-piece_-5bopt2-5d_3d.pdf
https://www.asam.org/docs/default-source/publications/asam-opioid-patient-piece_-5bopt2-5d_3d.pdf
https://www.asam.org/docs/default-source/publications/asam-opioid-patient-piece_-5bopt2-5d_3d.pdf
https://dpt2.samhsa.gov/treatment/directory.aspx
https://dpt2.samhsa.gov/treatment/directory.aspx
https://findtreatment.samhsa.gov
https://findtreatment.samhsa.gov
https://findtreatment.samhsa.gov/locator/link-focSelfGP
https://findtreatment.samhsa.gov/locator/link-focSelfGP
www.drugabuse.gov/nidamed-medical-health-professionals/tool-resources-your-practice/additional-screening-resources
www.drugabuse.gov/nidamed-medical-health-professionals/tool-resources-your-practice/additional-screening-resources
www.drugabuse.gov/nidamed-medical-health-professionals/tool-resources-your-practice/additional-screening-resources
www.asam.org/quality-practice/guidelines-and-consensus-documents/drug-testing
www.asam.org/quality-practice/guidelines-and-consensus-documents/drug-testing
www.asam.org/quality-practice/guidelines-and-consensus-documents/drug-testing
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Treatment Planning
 • The ASAM Criteria: Provides criteria and a  

comprehensive set of guidelines for 
placement, continued stay, and transfer/
discharge of patients with addiction and 
co-occurring conditions. The ASAM six- 
dimensional assessment tool is designed 
to guide treatment planning and offers a 
template to organize assessments and to 
determine level of care.98 www.asam.org 
/quality-practice/guidelines-and-consensus 
-documents/the-asam-criteria

 • SAMHSA, Decisions in Recovery—
Treatment for Opioid Use Disorder: Provides 
an online interactive tool to support people 
with OUD in making informed decisions about 
their care. https://archive.samhsa.gov 
/MAT-Decisions-in-Recovery

An accompanying handbook is also available.  
https://store.samhsa.gov/product/Decisions-in 
-Recovery-Treatment-for-Opioid-Use 
-Disorders/SMA16-4993

 • SAMHSA, TIP 42, Substance Abuse 
Treatment for Persons With Co-Occurring 
Disorders: Provides comprehensive treatment 
guidance for individuals with co-occurring 
mental and substance use disorders. https://
store.samhsa.gov/shin/content//SMA13-3992 
/SMA13-3992.pdf

www.asam.org/quality-practice/guidelines-and-consensus-documents/the-asam-criteria
www.asam.org/quality-practice/guidelines-and-consensus-documents/the-asam-criteria
www.asam.org/quality-practice/guidelines-and-consensus-documents/the-asam-criteria
https://archive.samhsa.gov/MAT-Decisions-in-Recovery
https://archive.samhsa.gov/MAT-Decisions-in-Recovery
https://store.samhsa.gov/product/Decisions-in-Recovery-Treatment-for-Opioid-Use-Disorders/SMA16-4993
https://store.samhsa.gov/product/Decisions-in-Recovery-Treatment-for-Opioid-Use-Disorders/SMA16-4993
https://store.samhsa.gov/product/Decisions-in-Recovery-Treatment-for-Opioid-Use-Disorders/SMA16-4993
https://store.samhsa.gov/shin/content//SMA13-3992/SMA13-3992.pdf
https://store.samhsa.gov/shin/content//SMA13-3992/SMA13-3992.pdf
https://store.samhsa.gov/shin/content//SMA13-3992/SMA13-3992.pdf
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Appendix

Stable Resource Toolkit

Audit-C – Overview
The AUDIT-C is a 3-item alcohol screen that can help identify persons who are hazardous drinkers or have active 
alcohol use disorders (including alcohol abuse or dependence). The AUDIT-C is a modified version of the 10 question 
AUDIT instrument.

Clinical Utility
The AUDIT-C is a brief alcohol screen that reliably identifies patients who are hazardous drinkers or have active 
alcohol use disorders.

Scoring
The AUDIT-C is scored on a scale of 0-12. 

Each AUDIT-C question has 5 answer choices. Points allotted are: 
a = 0 points, b = 1 point, c = 2 points, d = 3 points, e = 4 points

 • In men, a score of 4 or more is considered positive, optimal for identifying hazardous drinking or active alcohol use 
disorders.

 • In women, a score of 3 or more is considered positive (same as above).

 • However, when the points are all from Question #1 alone (#2 & #3 are zero), it can be assumed that the patient is 
drinking below recommended limits and it is suggested that the provider review the patient’s alcohol intake over 
the past few months to confirm accuracy.3

 • Generally, the higher the score, the more likely it is that the patient’s drinking is affecting his or her safety.

Psychometric Properties
For identifying patients with heavy/hazardous drinking and/or Active-DSM alcohol abuse or dependence

MEN1 WOMEN2

≥3 Sens: 0.95 / Spec. 0.60 Sens: 0.66 / Spec. 0.94

≥4 Sens: 0.86 / Spec. 0.72 Sens: 0.48 / Spec. 0.99

For identifying patients with active alcohol abuse or dependence

MEN1 WOMEN2

≥3 Sens: 0.90 / Spec. 0.45 Sens: 0.80 / Spec. 0.87

≥4 Sens: 0.79 / Spec. 0.56 Sens: 0.67 / Spec. 0.94

1.  Bush K, Kivlahan DR, McDonell MB, et al. The AUDIT Alcohol Consumption Questions (AUDIT-C): An effective brief screening test 
for problem drinking. Arch Internal Med. 1998 (3): 1789-1795.

2.  Bradley KA, Bush KR, Epler AJ, et al. Two brief alcohol-screening tests from the Alcohol Use Disorders Identification Test (AUDIT): 
Validation in a female veterans affairs patient population. Arch Internal Med Vol 165, April 2003: 821-829.

3.  Frequently Asked Questions guide to using the AUDIT-C can be found via the website:  
https://www.queri.research.va.gov/tools/alcohol-misuse/alcohol-faqs-print.cfm

Continued on next page

https://www.queri.research.va.gov/tools/alcohol-misuse/alcohol-faqs-print.cfm
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Reprinted from material in the public domain.99 Available online (https://www.integration.samhsa.gov/images/res/tool 
_auditc.pdf).

AUDIT-C Questionnaire

Patient Name: _____________________________________________________     Dates of Visit: ______________________

1. How often do you have a drink containing alcohol?
 □ a. Never

 □ b. Monthly or less

 □ c. 2-4 times a month

 □ d. 2-3 times a week

 □ e. 4 or more times a week

2. How many standard drinks containing alcohol do you have on a typical day?
 □ a. 1 or 2

 □ b. 3 or 4

 □ c. 5 or 6

 □ d. 7 to 9

 □ e. 10 or more

3. How often do you have six or more drinks on one occasion?
 □ a. Never

 □ b. Less than monthly

 □ c. Monthly

 □ d. Weekly

 □ e. Daily or almost daily

AUDIT-C is available for use in the public domain.

https://www.integration.samhsa.gov/images/res/tool_auditc.pdf
https://www.integration.samhsa.gov/images/res/tool_auditc.pdf
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Drug Abuse Screening Test (DAST-10)

General Instructions

“Drug use” refers to (1) the use of prescribed or over-the-counter drugs in excess of the directions, and (2) any nonmedical 
use of drugs. The various classes of drugs may include cannabis (i.e., marijuana, hashish), solvents (e.g., paint thinner), tran-
quilizers (e.g., Valium), barbiturates, cocaine, stimulants (e.g., speed), hallucinogens (e.g., LSD), or narcotics (e.g., heroin). 
The questions do not include alcoholic beverages. 

Please answer every question. If you have trouble with a question, then choose the response that is mostly right.

Segment: ____________            Visit Number: ___________            Date of Assessment: ______/______/________

These questions refer to drug use in the past 12 months. Please answer No or Yes.

1. Have you used drugs other than those required for medical reasons?  □ No  □ Yes

2. Do you use more than one drug at a time?  □ No  □ Yes

3. Are you always able to stop using drugs when you want to?  □ No  □ Yes

4. Have you had “blackouts” or “flashbacks” as a result of drug use?  □ No  □ Yes

5. Do you ever feel bad or guilty about your drug use?  □ No  □ Yes

6. Does your spouse (or parents) ever complain about your involvement with drugs?  □ No  □ Yes

7. Have you neglected your family because of your use of drugs?  □ No  □ Yes

8. Have you engaged in illegal activities to obtain drugs?  □ No  □ Yes

9. Have you ever experienced withdrawal symptoms (i.e., felt sick) when you stopped  
taking drugs?

 □ No  □ Yes

10. Have you had medical problems as a result of your drug use (e.g., memory loss, 
hepatitis, convulsions, bleeding)?

 □ No  □ Yes

Comments:

Scoring
Score 1 point for each “Yes,” except for question 3, for which a “No” receives 1 point.

DAST Score: __________

Interpretation of Score:

Score Degree of Problems Related to Drug Abuse Suggested Action

0 No problems reported None at this time

1–2 Low level Monitor, reassess at a later date

3–5 Moderate level Further investigation

6–8 Substantial level Intensive assessment

9–10 Severe level Intensive assessment

Adapted with permission.100,101
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DSM-5 Opioid Use Disorder Checklist102

Patient’s Name: ____________________________________________________________    Date of Birth: _______________________

Worksheet for DSM-5 Criteria for Diagnosis of Opioid Use Disorder

DIAGNOSTIC CRITERIA
(Opioid use disorder requires that at least 2 criteria be 
met within a 12-month period.)

MEETS 
CRITERIA?
Yes OR No NOTES/SUPPORTING INFORMATION

1. Opioids are often taken in larger amounts or over  
a longer period of time than intended.

2. There is a persistent desire or unsuccessful efforts 
to cut down or control opioid use.

3. A lot of time is spent in activities necessary to 
obtain the opioid, use the opioid, or recover from 
its effects.

4. Craving, or a strong desire to use opioids.

5. Recurrent opioid use resulting in failure to fulfill 
major role obligations at work, school, or home.

6. Continued opioid use despite having persistent or 
recurrent social or interpersonal problems caused 
or exacerbated by the effects of opioids.

7. Important social, occupational, or recreational 
activities are given up or reduced because of 
opioid use.

8. Recurrent opioid use in situations in which it is 
physically hazardous.

9. Continued use despite knowledge of having a 
persistent or recurrent physical or psychological 
problem that is likely to have been caused or 
exacerbated by opioids.

10. Tolerance,* as defined by either of the following: 
(a)  a need for markedly increased amounts of 

opioids to achieve intoxication or desired effect
(b)  markedly diminished effect with continued use 

of the same amount of an opioid

11. Withdrawal,* as manifested by either of the 
following:
(a)  the characteristic opioid withdrawal syndrome

(b)  the same (or a closely related) substance is 
taken to relieve or avoid withdrawal symptoms

*This criterion is not met for individuals taking opioids solely under appropriate medical supervision.

Severity: mild = 2–3 symptoms; moderate = 4–5 symptoms; severe = 6 or more symptoms

Signed: _____________________________________________________        Date: _______________________
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TAPS Tool Part I

Directions: The TAPS Tool Part 1 is a 4-item screening for tobacco use, alcohol use, prescription medication 
misuse, and illicit substance use in the PAST YEAR. Question 2 should be answered by males, and Question 3 
should be answered by females. Each of the four multiple-choice items has five possible responses to choose 
from. Check the box to select your answer.

In the PAST 12 MONTHS:

1. How often have you used any tobacco product (for example, cigarettes, ecigarettes, cigars, pipes, or smokeless 
tobacco)?

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

2. How often have you had 5 or more drinks containing alcohol in 1 day? One standard drink is about 1 small glass  
of wine (5 oz), 1 beer (12 oz), or 1 single shot of liquor. (Note: This question should only be answered by males.)

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

3. How often have you had 4 or more drinks containing alcohol in 1 day? One standard drink is about 1 small glass  
of wine (5 oz), 1 beer (12 oz), or 1 single shot of liquor. (Note: This question should only be answered by females.)

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

4. How often have you used any drugs including marijuana, cocaine or crack, heroin, methamphetamine (crystal meth), 
hallucinogens, or ecstasy/MDMA?

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

5. How often have you used any prescription medications just for the feeling, more than prescribed, or that were not 
prescribed for you? Prescription medications that may be used this way include opiate pain relievers (for example, 
OxyContin, Vicodin, Percocet, or methadone), medications for anxiety or sleeping (for example, Xanax, Ativan, or 
Klonopin), or medications for ADHD (for example, Adderall or Ritalin).

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily
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TAPS Tool Part 2

Directions: The TAPS Tool Part 2 is a brief assessment for tobacco use, alcohol use, illicit substance use, and 
prescription medication misuse in the PAST 3 MONTHS ONLY. Each of the following questions and subquestions 
has two possible answers, yes or no. Check the box to select your answer.

In the PAST 3 MONTHS:

1. Did you smoke a cigarette containing tobacco?

If “Yes,” answer the following questions:

 • Did you usually smoke more than 10 cigarettes each day?
 • Did you usually smoke within 30 minutes after waking?

 □ Yes

 □ Yes □ Yes

 □ No

 □ No □ No

2. Did you have a drink containing alcohol?

If “Yes,” answer the following questions:

 • Did you have 4 or more drinks containing alcohol in a day?*  
(Note: This question should only be answered by females.)

 • Did you have 5 or more drinks containing alcohol in a day?*  
(Note: This question should only be answered by males.)

 • Have you tried and failed to control, cut down, or stop drinking?
 • Has anyone expressed concern about your drinking?

 □ Yes

 □ Yes 

 □ Yes 

 □ Yes □ Yes

 □ No

 □ No 

 □ No 

 □ No □ No

3. Did you use marijuana (hash, weed)?

If “Yes,” answer the following questions:

 • Have you had a strong desire or urge to use marijuana at least once a week or more often? 
 • Has anyone expressed concern about your use of marijuana?

 □ Yes

 □ Yes □ Yes

 □ No

 □ No □ No

4. Did you use cocaine, crack, or methamphetamine (crystal meth)?

If “Yes,” answer the following questions:

 • Did you use cocaine, crack, or methamphetamine (crystal meth) at least once a week or more often?
 • Has anyone expressed concern about your use of cocaine, crack, or methamphetamine (crystal 

meth)?

 □ Yes

 □ Yes 

 □ Yes

 □ No

 □ No 

 □ No

5. Did you use heroin?

If “Yes,” answer the following questions:

 • Have you tried and failed to control, cut down, or stop using heroin?
 • Has anyone expressed concern about your use of heroin?

 □ Yes

 □ Yes □ Yes

 □ No

 □ No □ No

6. Did you use a prescription opiate pain reliever (for example, Percocet or Vicodin) not as  
prescribed or that was not prescribed for you?

If “Yes,” answer the following questions:

 • Have you tried and failed to control, cut down, or stop using an opiate pain reliever?
 • Has anyone expressed concern about your use of an opiate pain reliever?

 □ Yes 

 □ Yes □ Yes

 □ No 

 □ No □ No

*One standard drink is about 1 small glass of wine (5 oz), 1 beer (12 oz), or 1 single shot of liquor.

Continued on next page
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7. Did you use medication for anxiety or sleep (for example, Xanax, Ativan, or Klonopin)   
not as prescribed or that was not prescribed for you?

If “Yes,” answer the following questions:

 • Have you had a strong desire or urge to use medications for anxiety or sleep at least once  
a week or more often?

 • Has anyone expressed concern about your use of medication for anxiety or sleep?

 □ Yes 

 □ Yes 

 □ Yes

 □ No 

 □ No 

 □ No

8. Did you use medication for ADHD (for example, Adderall or Ritalin) not as prescribed  
or  that was not prescribed for you?

If “Yes,” answer the following questions:

 • Did you use a medication for ADHD (for example, Adderall or Ritalin) at least once a week or  
more often?

 • Has anyone expressed concern about your use of medication for ADHD (for example, Adderall  
or Ritalin)?

 □ Yes 

 □ Yes 

 □ Yes

 □ No 

 □ No 

 □ No

9. Did you use any other illegal or recreational drugs (for example, ecstasy, molly,  GHB,  
poppers, LSD, mushrooms, special K, bath salts, synthetic marijuana ["spice"], or whip-its)?

If “Yes,” answer the following question:

 • What were the other drug(s) you used? (write in response)

 □ Yes  □ No

The complete tool is available online (https://cde.drugabuse.gov/instrument/29b23e2e-e266-f095-e050-bb89ad43472f). 
Adapted from material in the public domain.103

TAPS Tool Part 2 (continued)

https://cde.drugabuse.gov/instrument/29b23e2e-e266-f095-e050-bb89ad43472f
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Part 3: Pharmacotherapy for Opioid Use Disorder
For Healthcare Professionals

Part 3 of this Treatment Improvement Protocol (TIP) describes general principles of opioid use 
disorder (OUD) pharmacotherapy and discusses medication formulations, indications, and dosing  
for the three medications used to treat OUD—methadone, naltrexone, and buprenorphine.

TIP Navigation

Executive Summary 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 1:  Introduction to Medications for Opioid 
Use Disorder Treatment 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 2:  Addressing Opioid Use Disorder in 
General Medical Settings 
For healthcare professionals

Part 3:  Pharmacotherapy for Opioid Use 
Disorder 
For healthcare professionals

Part 4:   Partnering Addiction Treatment 
Counselors With Clients and  
Healthcare Professionals 
For healthcare and addiction professionals

Part 5:  Resources Related to Medications for 
Opioid Use Disorder 
For healthcare and addiction professionals, 
policymakers, patients, and families

KEY MESSAGES

 • OUD medications are safe and effective 
when used appropriately. 

 • OUD medications can help patients 
reduce or stop illicit opioid use and 
improve their health and functioning.

 • Pharmacotherapy should be considered 
for all patients with OUD. Reserve opioid 
pharmacotherapies for those with 
moderate-to-severe OUD with physical 
dependence.

 • Patients with OUD should be 
informed of the risks and benefits of 
pharmacotherapy, treatment without 
medication, and no treatment. 

 • Patients should be advised on where 
and how to get treatment with OUD 
medication. 

 • Doses and schedules of pharmacotherapy 
must be individualized.

Substance Abuse and Mental Health
Services Administration
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Scope of the Problem
The United States is experiencing an opioid 
addiction epidemic.1 In 2016, an estimated 
2.1 million Americans had OUD.2 Illicit opioid 
use contributes to the development of OUD, 
the spread of HIV and hepatitis infections, and 
increasing numbers of overdose deaths.

OUD is a set of cognitive, behavioral, and  
physiological symptoms marked by an inability 
to stop opioid use despite negative consequenc-
es.3 When severe, it can present as a chronic, 
recurring condition with compulsive opioid use 
that is often termed “addiction.” It can cause 
serious physical and mental health, employment, 
legal, and family problems.

Each FDA-approved medication used to treat 
OUD can help patients achieve remission and 

Pharmacotherapy for Opioid Use Disorder
PART 3 of 5

begin or maintain recovery. Pharmacotherapy 
for OUD should be accompanied by individually 
tailored medical management and psychosocial 
and recovery support services as needed and 
wanted by patients to support their remission 
and recovery.

Medication supports the efforts of the  
individual to achieve lasting recovery.

Exhibit 3.1 defines key terms in Part 3. For more 
definitions, see the glossary in Part 5 of this TIP.

NOTE TO HEALTHCARE PROFESSIONALS
This TIP cannot replace sound clinical judgment and shared decision making based on 
careful patient assessment. Providers should familiarize themselves with FDA labeling 
of all OUD medications and current practices standards described here and in other 
resources such as the Providers’ Clinical Support System (https://pcssmat.org).

Part 3 of this TIP describes general principles of OUD pharmacotherapy and discusses medication 
formulations, indications, and dosing for the three Food and Drug Administration (FDA)-approved 
medications used to treat OUD—methadone, naltrexone, and buprenorphine. Part 3 also discusses 
patient management and monitoring in outpatient settings other than opioid treatment programs 
(OTPs) as well as medical management of patients with OUD in hospital settings.

OPIOID-RELATED

EMERGENCY
DEPARTMENT
visits nearly doubled
from 2005–2014.4

https://pcssmat.org
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EXHIBIT 3.1. Key Terms

Addiction: As defined by the American Society of Addiction Medicine,5 “a primary, chronic disease of 
brain reward, motivation, memory, and related circuitry.” It is characterized by inability to consistently 
abstain, impairment in behavioral control, craving, diminished recognition of significant problems 
with one’s behaviors and interpersonal relationships, and a dysfunctional emotional response. Like 
other chronic diseases, addiction often involves cycles of relapse and remission. The Diagnostic and 
Statistical Manual of Mental Disorders, Fifth Edition,6 does not use the term for diagnostic purposes, but 
it commonly describes the more severe forms of OUD.

Induction: Process of initial dosing with medication for OUD treatment until the patient reaches a state 
of stability; also called initiation.

Maintenance treatment: Providing medications to achieve and sustain clinical remission of signs 
and symptoms of OUD and support the individual process of recovery without a specific endpoint (as is 
the typical standard of care in medical and psychiatric treatment of other chronic illnesses).

Medically supervised withdrawal (formerly called detoxification): Using an opioid agonist (or an 
alpha-2 adrenergic agonist if opioid agonist is not available) in tapering doses or other medications to 
help a patient discontinue illicit or prescription opioids.

Medical management: Process whereby healthcare professionals provide medication, basic brief 
supportive counseling, monitoring of drug use and medication adherence, and referrals, when necessary, 
to addiction counseling and other services to address the patient’s medical, mental health, comorbid 
addiction, and psychosocial needs.

Office-based opioid treatment: Providing medication for OUD in outpatient settings other than 
certified OTPs.

Opioid treatment program (OTP): An accredited treatment program with Substance Abuse and 
Mental Health Services Administration certification and Drug Enforcement Administration registration to 
administer and dispense opioid agonist medications that are approved by FDA to treat opioid addiction. 
Currently, these include methadone and buprenorphine products. Other pharmacotherapies, such as 
naltrexone, may be provided but are not subject to these regulations. OTPs must provide adequate 
medical, counseling, vocational, educational, and other assessment and treatment services either onsite 
or by referral to an outside agency or practitioner through a formal agreement.7

Key Terms Related to OUD Medication Pharmacology
Abuse liability: The likelihood that a medication with central nervous system activity will cause 
desirable psychological effects, such as euphoria or mood changes, that promote the medication’s 
misuse.

Bioavailability: Proportion of medication administered that reaches the bloodstream.

Cross-tolerance: Potential for people tolerant to one opioid (e.g., heroin) to be tolerant to another 
(e.g., methadone).

Dissociation: Rate at which a drug uncouples from the receptor. A drug with a longer dissociation rate 
will have a longer duration of action than a drug with a shorter dissociation rate.

Half-life: Rate of removal of a drug from the body. One half-life removes 50 percent from the 
plasma. After a drug is stopped, it takes five half-lives to remove about 95 percent from the plasma. If 
a drug is continued at the same dose, its plasma level will continue to rise until it reaches steady-state 
concentrations after about five half-lives.
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EXHIBIT 3.1. Key Terms (continued)

Intrinsic activity: The degree of receptor activation attributable to drug binding. Full agonist, partial 
agonist, and antagonist are terms that describe the intrinsic activity of a drug.

Opiates: A subclass of opioids derived from opium (e.g., morphine, codeine, thebaine).

Opioid blockade: Blunting or blocking of the euphoric effects of an opioid through opioid receptor 
occupancy by an opioid agonist (e.g., methadone, buprenorphine) or antagonist (e.g., naltrexone).

Opioid receptor agonist: A substance that has an affinity for and stimulates physiological activity 
at cell receptors in the nervous system that are normally stimulated by opioids. Mu-opioid receptor full 
agonists (e.g., methadone) bind to the mu-opioid receptor and produce actions similar to those produced 
by the endogenous opioid beta-endorphin. Increasing the dose increases the effect. Mu-opioid receptor 
partial agonists (e.g., buprenorphine) bind to the mu-opioid receptor. Unlike with full agonists, increasing 
their dose in an opioid-tolerant individual may not produce additional effects once they have reached 
their maximal effect. At low doses, partial agonists may produce effects similar to those of full agonists. 
Methadone and buprenorphine can blunt or block the effects of exogenously administered opioids.

Opioid receptor antagonist: A substance that has an affinity for opioid receptors in the central 
nervous system without producing the physiological effects of opioid agonists. Mu-opioid receptor 
antagonists (e.g., naltrexone) can block the effects of exogenously administered opioids.

Opioids: All natural, synthetic, and semisynthetic substances that have effects similar to morphine. They 
can be used as medications having such effects (e.g., methadone, buprenorphine, oxycodone).

Receptor affinity: Strength of the bond between a medication and its receptor. A medication with 
high mu-opioid receptor affinity requires lower concentrations to occupy the same number of mu-opioid 
receptors as a drug with lower mu-opioid receptor affinity. Drugs with high mu-opioid receptor affinity 
may displace drugs with lower affinity.
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Chapter 3A: Overview of Pharmacotherapy 
for Opioid Use Disorder

Chapter 3A describes general principles of OUD pharmacotherapy and summarizes  
formulations, indications, and dosing for the three FDA-approved OUD medications.

There are three FDA-approved medications 
used to treat OUD, including the mu-opioid 
receptor partial agonist buprenorphine, the 
mu-opioid receptor full agonist methadone, and 
the mu-opioid receptor antagonist naltrexone. 
Extended-release naltrexone (XR-NTX) is FDA 
approved to prevent relapse in patients who have 
remained opioid abstinent for sufficient time.

Discussing medications that can treat OUD 
with patients who have this disorder is the 
clinical standard of care and should cover  
at least:

 • The proven effectiveness of methadone, 
naltrexone, and buprenorphine compared 
with placebo and with outpatient counseling 
without medication.

 • Risks and benefits of pharmacotherapy with all 
three types of medication, treatment without 
medication, and no treatment.

 • Safety and effectiveness of the medications 
when used appropriately.

 • Pharmacologic properties, routes of ad-
ministration, and where and how to access 
treatment with each medication (Exhibit 3A.1).

EXHIBIT 3A.1. OUD Medications: An Overview8,9

CATEGORY BUPRENORPHINE* METHADONE XR-NTX**

Appropriate 
patients

Typically for patients with 
OUD who are physiologically 
dependent on opioids.

Typically for patients with 
OUD who are physiologically 
dependent on opioids and 
who meet federal criteria for 
OTP admission.

Typically for patients with 
OUD who have abstained 
from short-acting opioids 
for at least 7–10 days and 
long-acting opioids for at 
least 10–14 days. 

Pharmacology Opioid receptor partial 
agonist

Reduces opioid withdrawal 
and craving; blunts or blocks 
euphoric effects of self-
administered illicit opioids 
through cross-tolerance and 
opioid receptor occupancy.

Opioid receptor agonist

Reduces opioid withdrawal 
and craving; blunts or blocks 
euphoric effects of self-
administered illicit opioids 
through cross-tolerance and 
opioid receptor occupancy.

Opioid receptor antagonist

Blocks euphoric effects 
of self-administered illicit 
opioids through opioid 
receptor occupancy. Causes 
no opioid effects.

*Long-acting buprenorphine implants (every 6 months) for patients on a stable dose of buprenorphine are also available 
through implanters and prescribers with additional training and certification through the Probuphine Risk Evaluation 
and Mitigation Strategy (REMS) Program. Extended-release buprenorphine monthly subcutaneous injections are available 
only through prescribers and pharmacies registered with the Sublocade REMS Program.

**Naltrexone hydrochloride tablets (50 mg each) are also available for daily oral dosing but have not been shown to be 
more effective than treatment without medication or placebo because of poor patient adherence.
Continued on next page
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EXHIBIT 3A.1. OUD Medications: An Overview (continued)

CATEGORY BUPRENORPHINE* METHADONE XR-NTX**

Patient 
education

Tell patients:

 • That they will need to be 
in opioid withdrawal to 
receive their first dose 
to avoid buprenorphine-
precipitated opioid 
withdrawal.

 • About the risk of 
overdose with concurrent 
benzodiazepine or 
alcohol use, with injecting 
buprenorphine, and after 
stopping the medication.

Tell patients:

 • That their dose will start 
low and build up slowly 
to avoid oversedation; it 
takes several days for a 
given dose to have its full 
effect.

 • About overdose risk in the 
first 2 weeks of treatment, 
especially with concurrent 
benzodiazepine or alcohol 
use, and after stopping 
the medication.

Tell patients:

 • That they will need to be 
opioid free for at least 
7–10 days for short-acting 
opioids and at least 
10–14 days for long-acting 
opioids before their first 
dose to avoid XR-NTX-
precipitated opioid 
withdrawal (which may 
require hospitalization).

 • About the risk of overdose 
after stopping the 
medication.

Administration Daily (or off-label less-than-
daily dosing regimens) 
administration of sublingual 
or buccal tablet or film. 
Subdermal implants every 
6 months, for up to 1 year, 
for stable patients. Monthly 
subcutaneous injection 
of extended-release 
formulation in abdominal 
region for patients treated 
with transmucosal 
buprenorphine for at least 1 
week.

Daily oral administration 
as liquid concentrate, 
tablet, or oral solution from 
dispersible tablet or powder 
(unless patients can take 
some home).

Every 4 weeks or once-
per-month intramuscular 
injection. 

Prescribing Physicians, nurse 
practitioners (NPs), and 
physician assistants (PAs) 
need a waiver to prescribe. 
Any pharmacy can fill a 
prescription for sublingual 
or buccal formulations. 
OTPs can administer/
dispense by OTP physician 
order without a waiver. 

SAMHSA-certified OTPs can 
provide methadone for daily 
onsite administration or at-
home self-administration for 
stable patients.

Physicians, NPs, or 
PAs prescribe or order 
administration by qualified 
healthcare professionals. 

*Long-acting buprenorphine implants (every 6 months) for patients on a stable dose of buprenorphine are also available 
through implanters and prescribers with additional training and certification through the Probuphine Risk Evaluation 
and Mitigation Strategy (REMS) Program. Extended-release buprenorphine monthly subcutaneous injections are available 
only through prescribers and pharmacies registered with the Sublocade REMS Program.

**Naltrexone hydrochloride tablets (50 mg each) are also available for daily oral dosing but have not been shown to be 
more effective than treatment without medication or placebo because of poor patient adherence.
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Introduction to Medications That 
Address OUD
Methadone
Methadone is the most used and most studied 
OUD medication in the world.10,11 The World 
Health Organization (WHO) considers it an 
essential medication.12 Many clinical trials and 
meta-analyses have shown that it effectively 
reduces illicit opioid use, treats OUD, and 
retains patients in treatment better than 
placebo or no medication.13,14,15 (Part 1 of this 
Treatment Improvement Protocol [TIP] further 
covers methadone’s efficacy.)

In the United States, roughly 1,500 federally 
certified opioid treatment programs (OTPs) offer 
methadone for OUD. Increasingly, they also 
offer buprenorphine, and some provide XR-NTX. 
Core OTP services include medical oversight of 
treatment, direct observation of dose administra-
tion, take-home dose dispensing under certain 
conditions, counseling, and drug testing.

Some OTPs provide other services, including 
mental health and primary care, HIV and 
hepatitis C virus care, and recovery support. 
Even so, significant demand remains for better 
integration and coordination of care among 
OTPs, primary care services, and mental health 
services to treat the range of needs common in 
people with OUD.16 Coordination is especially 
important for people with co-occurring medical, 
mental, and substance use disorders, who 
need multiple services and face challenges in 
treatment access and adherence.

Naltrexone
XR-NTX has demonstrated efficacy in  
reducing return to illicit opioid use, increasing 
treatment retention, and reducing opioid 
craving compared with placebo or no medica-
tion in randomized controlled trials.17,18,19 (See 
Part 1 for more information on naltrexone’s 
efficacy in OUD treatment.) Because the inject-
able form was approved more recently by FDA 
than methadone and buprenorphine, XR-NTX 
has been less studied than those medications. 
Physicians, NPs, and PAs may prescribe or 
order XR-NTX for administration by qualified 
staff members without additional waiver 
requirements.

XR-NTX initiated prior to release from 
controlled environments (e.g., jails, prisons, 
residential rehabilitation programs) may be 
useful in preventing return to opioid use after 
release.20 These settings are typically associated 
with extended periods of opioid abstinence, so 
maintaining abstinence for sufficient time to start 
naltrexone is less challenging than initiating it 
among outpatients in the community. Short-term 
pilot studies show that offering naltrexone under 
these circumstances can increase treatment 
engagement after release.21,22

The oral formulation of naltrexone is not 
widely used to treat OUD because of low 
rates of patient acceptance and high rates of 

RESOURCE ALERT 

Substance Abuse and Mental 
Health Services Administration 
(SAMHSA) Federal Guidelines for 
OTPs

Federal Guidelines for Opioid Treatment 

Programs offers guidance on how to satisfy 

federal OTP regulations (https://store.samhsa 

.gov/shin/content//PEP15-FEDGUIDEOTP/PEP15 

-FEDGUIDEOTP.pdf). 

Although only OTPs can administer 
or dispense methadone for OUD, 
all healthcare professionals and 
addiction and mental health 
counselors should be familiar with 
methadone. Their patients may be 
enrolled in or need referral to OTPs.

https://store.samhsa.gov/shin/content//PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content//PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content//PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
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Transmucosal buprenorphine is available by 
prescription through pharmacies, because the 
Drug Addiction Treatment Act of 2000 (DATA 
2000) created an exception to the Controlled 
Substances Act to permit FDA schedule III, IV, 
and V medications approved to treat opioid 
dependence to be prescribed for that purpose 
outside OTPs. Buprenorphine, in various formu-
lations, is the only medication to which DATA 
2000 currently applies.

Qualifying physicians, NPs, and PAs can 
prescribe buprenorphine if they receive 
special training, obtain a SAMHSA waiver 
under DATA 2000, and get a unique Drug 
Enforcement Administration registration 
number. This has greatly increased the number 
and type of settings where medication for 
OUD is available and the number of patients in 
treatment. New settings include non-OTP out-
patient addiction treatment programs, as well as 
general medical and mental health practices or 
clinics (office-based opioid treatment). OTPs can 
also provide buprenorphine.

In 2016, FDA approved buprenorphine implants 
(Probuphine) that last about 6 months for 
patients stabilized on sublingual or buccal for-
mulations. Implants have been found to be more 
effective than placebo in reducing illicit opioid 
use among opioid-dependent patients receiving 
counseling.27 Implants are available in the same 
settings as other buprenorphine formulations but 
require waivered providers to receive specific 
training from the manufacturer on insertion and 
removal per the FDA-approved REMS (www 
.accessdata.fda.gov/scripts/cder/rems/index 
.cfm?event=IndvRemsDetails.page&REMS=356).

In 2017, FDA approved a monthly extended- 
release buprenorphine injectable formulation 
(Sublocade) for patients with moderate-to- 

non adherence leading to a lack of efficacy.23 
However, consideration should be given to 
its use in situations where adherence can be 
ensured, such as with observed daily dosing. 
Naltrexone is also FDA approved for the 
treatment of alcohol use disorder and therefore 
may be useful for patients with both OUD and 
alcohol use disorder.

Buprenorphine
Buprenorphine is effective in retaining 
patients in treatment and reducing illicit 
opioid use, as demonstrated by many clinical 
trials comparing buprenorphine with placebo 
or no medication.24 Buprenorphine treatment is 
available throughout the world. WHO includes it 
in its list of essential medicines.25 (See Part 1 for 
more information on buprenorphine’s efficacy in 
OUD treatment.)

Buprenorphine is a partial agonist with a 
ceiling effect on opioid activity. Hence, it 
is less likely than methadone and other full 
agonists to cause respiratory depression in an 
accidental overdose. This property contributed 
to the decision permitting buprenorphine to 
be prescribed to treat opioid dependence 
outside OTPs.26 That being said, lethal overdose 
with buprenorphine is possible in opioid-naïve 
individuals or when it is taken in combination 
with central nervous system depressants such as 
benzodiazepines or alcohol.

RESOURCE ALERT 

SAMHSA Brief Guide on the Use  
of XR-NTX

SAMHSA’s Clinical Use of Extended-Release 

Injectable Naltrexone in the Treatment of 

Opioid Use Disorder: A Brief Guide offers 

guidance on the use of XR-NTX and is available 

online  (https://store.samhsa.gov/product 

/Clinical-Use-of-Extended-Release-Injectable 

-Naltrexone-in-the-Treatment-of-Opioid-Use 

-Disorder-A-Brief-Guide/SMA14-4892R).

DATA 2000 restrictions currently 
apply only to buprenorphine used 
to treat OUD. They do not apply to 
pain treatment using buprenorphine 
formulations approved to treat pain.

www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=356
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=356
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=356
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
https://store.samhsa.gov/product/Clinical-Use-of-Extended-Release-Injectable-Naltrexone-in-the-Treatment-of-Opioid-Use-Disorder-A-Brief-Guide/SMA14-4892R
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severe OUD who had been initiated and treated 
with transmucosal buprenorphine for at least 
7 days. The medication is for subcutaneous 
abdominal injection by a healthcare provider 
and is intended to be available for ordering and 
dispensing (not by prescription to patients) in 
healthcare settings that receive special certifica-
tion, pursuant to the FDA-approved REMS (www 
.accessdata.fda.gov/scripts/cder/rems/index 
.cfm?event=IndvRemsDetails.page&REMS=376).

Choosing an OUD Medication
Currently, no empirical data indicate which 
patients will respond better to which OUD 
medications. All patients considering treatment 
should be educated about the effectiveness, 

risks, and benefits of each of the three OUD 
medications, treatment without medication, and 
no treatment. Emphasize that OUD medications 
are safe and effective when used appropriately, 
and point out that these medications can help 
patients reduce or stop illicit opioid use and 
improve their health and functioning.

Tailor decisions to patients’ medical, psychiatric, 
and substance use histories; to their pref-
erences; and to treatment availability when 
deciding which medication and treatment to 
provide. Consider:

 • Patients’ prior response to a medication.

 • The medication’s side effect profile.

 • The strength of the published data on safety 
and effectiveness.

 • Patients’ use of other substances (e.g.,  
naltrexone is also approved for the treatment 
of alcohol dependence).

 • Patients’ occupation. For patients in safety- 
sensitive occupations, consider naltrexone.

 • Patients’ pregnancy status.*

 • Patients’ physical dependence on opioids. 
Patients not currently physically dependent on 
opioids who are returning to the community 
from a residential treatment program or incar-
ceration should have the option of XR-NTX,28 
methadone, or buprenorphine based on which 
best suits their needs and circumstances (see 
below for special safety dosing considerations 
for methadone and buprenorphine in nontol-
erant patients).29,30,31,32

 • Patients’ preferences. Respect patients’ 
preferences for agonist versus antagonist 
medication. (See Part 2 of this TIP for an 
indepth discussion of treatment planning.)

RESOURCE ALERT 

How To Obtain a Waiver To 
Prescribe Buprenorphine

 • Learn how to qualify for a DATA 2000 
physician waiver: www.samhsa.gov/medication 
-assisted-treatment/buprenorphine-waiver 
-management/qualify-for-physician-waiver

 • Learn how to qualify for an NP or PA waiver: 
www.samhsa.gov/medication-assisted 
-treatment/qualify-nps-pas-waivers

 • Learn how waivered physicians can increase 
their patient limit from 30 to 100, and then to 
275 patients: www.samhsa.gov/sites/default 
/files/programs_campaigns/medication 
_assisted/understanding-patient-limit275.pdf

*Methadone or buprenorphine maintenance is recommended for OUD treatment during pregnancy,33 as these medications 
have better maternal and infant outcomes than no treatment or medically supervised withdrawal.34,35,36 Methadone and 
buprenorphine are not associated with birth defects and have minimal long-term neurodevelopmental impact on infants.37 
However, neonatal abstinence syndrome can occur, which requires hospitalization.38 The American College of Obstetricians 
and Gynecologists notes that limited data exist on the safety and effectiveness of naltrexone in pregnancy.39 Starting 
naltrexone rather than opioid agonist treatment in pregnancy is not recommended, given the risk of precipitated withdrawal. 
An expert panel did not agree on whether women already receiving treatment with naltrexone at the onset of pregnancy 
should remain on that medication during pregnancy.40 Patients who were taking naltrexone before their pregnancy should 
weigh with their providers the risks regarding unknown potential harm to the developing fetus versus the potential benefits 
of continuing this medication during pregnancy.41 Pregnant patients who discontinue naltrexone and return to opioid use 
should be considered for methadone or buprenorphine treatment.42

www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=376
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=376
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=376
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/qualify-for-physician-waiver
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/qualify-for-physician-waiver
www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/qualify-for-physician-waiver
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
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The TIP expert panel recommends 
offering maintenance therapy with 
medication, not short-term medically 
supervised withdrawal. The TIP expert 
panel also supports maintaining 
patients on OUD medication for years, 
decades, and even a lifetime if patients 
are benefiting.

Comparative Effectiveness
A Cochrane review of 5 randomized clinical 
trials with 788 participants found that, when 
provided at flexible doses on an outpatient basis, 
methadone retained patients in treatment longer 
than buprenorphine.43 That same review found 
that methadone and buprenorphine equally 
reduced illicit opioid use based on 8 studies with 
urine drug testing data from 1,027 participants 
and 4 studies with self-reported drug use from 
501 participants.

There is not yet a Cochrane review on the 
comparative effectiveness of XR-NTX and bu-
prenorphine. However, in 2017, two randomized 
trials comparing buprenorphine to XR-NTX were 
published. A multisite study with 570 partici-
pants in the United States compared initiating 
buprenorphine versus XR-NTX at 8 inpatient 
treatment programs.44 That study found that 
patients randomly assigned to start buprenor-
phine had significantly lower return-to-use 
rates during 24 weeks of outpatient treatment 
compared with those patients assigned to start 
XR-NTX. This finding was due to the known 
difficulty in successfully completing induction in 
the XR-NTX group. However, comparing only 
the subgroups of those participants who did 
start their assigned medication, there were no 
significant between-group differences in return-
to-use rates. In a 12-week trial in Norway with 
159 participants who were opioid abstinent at the 
time of random assignment, XR-NTX was found 
to be noninferior to buprenorphine in terms of 
treatment retention and illicit opioid use.45 There 
is no extant literature evaluating the comparative 
effectiveness of methadone, XR-NTX, buprenor-
phine implant, or extended-release buprenor-
phine injection to one another.

Duration of Medication
Continued treatment with buprenorphine 
or methadone is associated with better 
outcomes than medically supervised 
withdrawal.46,47,48 Continued treatment with 
XR-NTX is associated with better outcomes 

than discontinuing XR-NTX.49 Patients should be 
informed of the risks and benefits of discontin-
uing medication. Buprenorphine or methadone 
can be used for medically supervised withdrawal 
over a period of days to weeks (Exhibit 3A.2) 
for patients who prefer it to ongoing opioid 
agonist treatment. When opioid agonist med-
ications are unavailable, the alpha2-adrenergic 
agonist clonidine can relieve some withdrawal 
symptoms, although clinical trials found it less 
effective.50 Pair medically supervised withdrawal 
with the chance to begin XR-NTX. Discontinuing 
medication increases risk of return to substance 
use and overdose death.51 Stable patients can 
continue on their selected OUD medication 
indefinitely as long as it is beneficial.52,53,54,55

During medically supervised withdrawal, ancillary 
medications can treat some of the withdrawal 
symptoms (Exhibit 3A.3).

Principles of OUD Pharmacotherapy
Basic Function
Several factors underlie the development of 
addiction involving opioids and the difficulty 
people have in achieving and maintaining absti-
nence from them. These factors include:56,57

 • Short-term direct and indirect mu-opioid 
receptor agonist effects.

 • Neuroplastic changes in the brain.

 • Genetic, developmental, and environmental 
factors (e.g., exposure to high-risk environ-
ments, effect of stress on the hypothalamic–
pituitary–adrenal axis).
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EXHIBIT 3A.3. Medications for Management of Opioid Withdrawal 
Symptoms

SYMPTOM MEDICATION

Nausea Ondansetron, metoclopramide (avoid promethazine; it potentiates opioids)

Diarrhea Loperamide

Anxiety, irritability, sweating Clonidine

Insomnia Diphenhydramine, trazodone

Pain Nonsteroidal anti-inflammatory drugs

EXHIBIT 3A.2. Medically Supervised Withdrawal Using Buprenorphine 
or Methadone

Medically supervised withdrawal using buprenorphine or methadone is appropriate when patients: 

 • Prefer it to treatment without medications, after they have been told the risks and benefits of this 
approach compared with treatment with medications.

 • Wish to start XR-NTX, which is also FDA approved for the treatment of alcohol dependence.

 • Are entering a controlled environment or workplace that disallows opioid agonists.

Data conflict on the ideal duration of medically supervised withdrawal.58,59,60 Even so, shorter term dose 
reductions alone (formerly, “detoxification”) are rarely effective.61,62,63

If withdrawal is appropriate for the patient, the TIP expert panel recommends the following strategies:

 • Individualize supervised withdrawal duration per patient preference and response to lower medication 
doses. 

 • Note that patients may benefit from nonopioid medication (e.g., clonidine, ondansetron, loperamide) 
or nonsteroidal anti-inflammatory medications to manage withdrawal symptoms near the end of the 
taper.

 • Consider discontinuing dose reduction and increasing the dose if the patient begins to use illicit 
opioids. 

 • Encourage patients to continue receiving counseling, monitoring, and other psychosocial support after 
medication discontinuation.

 • Urge patients to reenter treatment promptly if they return or think they may return to illicit opioid use.

The TIP expert panel does not recommend short-term medically supervised withdrawal alone 
because of its high rates of return to illicit opioid use.64,65,66 If patients prefer this approach, it should 
be provided with psychosocial treatment.67 XR-NTX treatment should always be considered to 
reduce the likelihood of return to use after medically supervised withdrawal is completed and an 
adequate period of abstinence achieved,68 as well as to reduce the likelihood of overdose death 
upon a return to opioid use.



3-12

Medications for Opioid Use DisorderTIP 63

Overview of Medication 
Indications and Dosing
Healthcare professionals should consider pharma-
cotherapy for all patients with OUD. Prescribers 
must read FDA labels (i.e., package inserts) for 
the medications they prescribe. They must also 
evaluate patients clinically to determine the safety 
and effectiveness of the medication and dose. 
Exhibit 3A.5 summarizes OUD medication formu-
lations, indications, and dosing.

The dosing guidance in subsequent chapters for 
methadone (Chapter 3B), naltrexone (Chapter 
3C), and buprenorphine (Chapter 3D) is for 
healthcare professionals in general medical and 
addiction treatment settings. This guidance is 
based on:

 • A review of the literature.

 • A review of national and international  
organizations’ guidelines.

 • FDA-approved medication labels.

 • The TIP expert panel’s recommendations.

EXHIBIT 3A.4. Intrinsic Activity of OUD Medications72

Full Agonist
(Methadone)

Partial Agonist
(Buprenorphine)

Antagonist (Naltrexone)

In
tr

in
si

c 
A

ct
iv

it
y

100

90

80

70

60

50

40

30

20

10

0

-10 -9 -8 -7 -6 -5 -4

Log Dose of Opioid

Methadone, buprenorphine, and naltrexone 
bind to the mu-opioid receptors in the central 
and peripheral nervous systems, gastrointestinal 
tract, and vascular system. In the brain, these 
receptors mediate opioids’ analgesic and other 
effects (e.g., euphoria, respiratory depression, 
meiosis).69,70,71 Through modulation of mu-opioid 
receptor activity in the brain, these medications 
exert therapeutic efficacy in treating OUD.

Intrinsic Activity
Intrinsic activity at the mu-opioid receptor 
varies based on whether the medication is a full 
agonist, partial agonist, or antagonist (Exhibit 
3A.4). The amount of intrinsic activity corre-
sponds to the amount of opioid receptor agonist 
effects. A full agonist exerts maximal effects 
at increasing doses. A partial agonist has a 
ceiling effect. Its opioid effects increase as the 
dose increases, but only up to a certain point. An 
antagonist binds to the opioid receptor but 
does not stimulate the receptor at all. Thus, it 
has no intrinsic activity regardless of its dose.
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EXHIBIT 3A.5. OUD Medications: Formulations73,74

GENERIC/
TRADE NAME FORMULATIONS

ACTION AT THE 
RECEPTOR FDA INDICATIONS DOSING REGIMEN

Methadone 
(Methadose, 
Dolophine)

Orally as liquid 
concentrate, 
tablet, or oral 
solution of 
powder or 
dispersible 
tablet 

Mu-opioid receptor 
full agonist

Medically supervised 
withdrawal and 
maintenance 
treatment of opioid 
dependence; additional 
formulations FDA 
approved for pain are 
not a focus of this TIP

Once daily (also 
off-label dosing 
regimens if 
appropriate, such 
as split dose twice 
daily) 

Generic  
buprenorphine 
monoproduct 

Sublingual tablet Mu-opioid receptor 
partial agonist

Treatment of opioid 
dependence; additional 
formulations FDA 
approved for pain are 
not a focus of this TIP

Once daily (also 
alternative off-label 
regimens) 

Generic  
buprenorphine/ 
naloxone 
combination 
product

Sublingual tablet Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens) 

Buprenorphine/
naloxone 
(Zubsolv)

Sublingual tablet Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens) 

Buprenorphine/
naloxone 
(Bunavail)

Buccal film Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens)

Buprenorphine/
naloxone 
(Suboxone)

Sublingual film; 
may also be 
administered 
buccally

Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually 

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens)

Continued on next page
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EXHIBIT 3A.5. OUD Medications: Formulations (continued)

GENERIC/
TRADE NAME FORMULATIONS

ACTION AT THE 
RECEPTOR FDA INDICATIONS DOSING REGIMEN

Buprenorphine 
(Probuphine)

Implants Mu-opioid receptor 
partial agonist

Maintenance treatment 
of opioid dependence 
in clinically stable 
patients taking 8 mg/
day or less of Suboxone 
equivalents

Implants last for 
6 months and are 
then removed, 
after which a 
second set can be 
inserted

Extended-
release 
injection 
buprenorphine 
(Sublocade)

Subcutaneous 
injection in 
the abdominal 
region

Mu-opioid receptor 
partial agonist

Treatment of 
moderate-to-severe 
OUD among patients 
initiated and taking 
transmucosal 
buprenorphine for at 
least 7 days 

Monthly

Oral naltrexone 
(Revia)

Oral tablet Mu-opioid receptor 
antagonist

Block the effects of 
administered opioid 
agonists

Once daily (also 
alternative off-label 
regimens)

XR-NTX (Vivitrol) Intramuscular 
injection

Mu-opioid receptor 
antagonist

Prevent return to opioid 
dependence after 
medically supervised 
opioid withdrawal

Once monthly by 
injection
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Chapter 3B: Methadone

Chapter 3B provides an overview of methadone pharmacology and discussion of 
key methadone dosing considerations for healthcare professionals working in opioid 
treatment programs (OTPs).

Methadone is the most studied pharmacother-
apy for opioid use disorder (OUD). Of all OUD 
pharmacotherapies, it is used to treat the most 
people throughout the world and has by far 
the longest track record (nearly 50 years).75,76 
Numerous clinical trials and meta-analyses have 
shown that methadone treatment is associated 
with significantly higher rates of treatment 
retention and lower rates of illicit opioid use 
compared with placebo and with no treatment.77 
Other research associates methadone treatment 
with reduced mortality, criminal behavior, and 
HIV seroconversion.78,79,80 A Cochrane meta- 
analysis found that, at flexible doses, methadone 
compared with buprenorphine retains patients 
in treatment significantly longer and equally 
reduces illicit opioid use.81

In the United States, OTPs can offer 
methadone to treat OUD, but all providers 
who may care for patients with OUD should 
be familiar with this treatment.

Formulations
There are several formulations of methadone:

 • Liquid concentrate, which is the formulation 
most commonly used in treatment programs.

 • Powder, which is dissolved in water and 
administered as a liquid.

 • Dispersible tablets, which are scored tablets 
that are dissolved in water.

 • Tablets, which are most commonly used 
outside of OTPs for analgesia.

Pharmacology
Methadone, a long-acting mu-opioid receptor 
full agonist, is a schedule II controlled medica-
tion. It is highly plasma–protein bound and binds 
to proteins within tissues throughout the body.82 
Through mu-opioid receptor binding and opioid 
cross-tolerance to other mu-opioid agonists, at 
adequate doses, methadone reduces opioid 
craving and withdrawal and blunts or blocks 
the effects of illicit opioids.

There is wide individual variability in 
methadone pharmacokinetics. The half-life 
of methadone can vary from 8 to 59 hours83 
depending on the patient. The average is 24 
hours.84

Methadone has no ceiling effect. As a full 
agonist, increasing doses of methadone produce 
maximal physiological effects at the opioid 
receptors. Plasma levels reach steady state 
in about 5 days (i.e., five half-lives). Before 
achievement of steady state, release from tissue 
reservoirs can lead to increasing serum plasma 
levels and toxicity, even if the daily methadone 
dose is not changed.

Methadone induction, thus, should begin at 
a low dose and increase gradually with daily 
monitoring over days or weeks. At stable daily 
doses, serum levels peak 2 to 4 hours after 
dosing, then slowly decrease, providing 24 hours 
without overmedication or withdrawal.85
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Bioavailability
Methadone is approximately 70 to 80 percent 
bioavailable when patients take it orally for 
OUD. There is notable individual variability 
in bioavailability, ranging from 36 to 100 
percent.86,87

The liver’s CYP450 3A4 enzyme is primarily 
responsible for metabolizing methadone,88 
although CYP2B6 and CYP2D6 enzymes are also 
involved.89 At the start of methadone treatment, 
methadone can increase CYP3A4 activity 
and accelerate its own metabolism in some 
individuals.90

Dosing must be individualized because  
methadone’s bioavailability, clearance, and 
half-life can vary considerably among patients.

Providers should check for potential drug–drug 
interactions and monitor patients receiving con-
comitant medications. Some medications (e.g., 
benzodiazepines, anticonvulsants, antibiotics, 
antiretroviral agents, some antidepressants)  
can induce or inhibit CYP450 enzymes, resulting 
in potential changes in methadone serum  
concentration, effectiveness, and side effect 
profile.

Dosing Considerations
Methadone is indicated for people meeting 
OTP admission criteria, which for people 18 
and older are:

 • Being currently “opioid-addicted”—the term 
the Substance Abuse and Mental Health 
Services Administration (SAMHSA) OTP 
regulations use (e.g., meeting Diagnostic and 
Statistical Manual of Mental Disorders, Fifth 
Edition,91 criteria for OUD). Not all patients 
meeting OUD criteria, particularly those with 
mild OUD, are appropriate candidates for 
methadone. This is discussed in detail in Part 2 
of this Treatment Improvement Protocol (TIP).

 • Having a history of at least 1 year of opioid 
addiction before admission.

 • Providing voluntary, written informed consent.

OTP physicians can waive the history require-
ment per Code of Federal Regulations (42 CFR 
8.12)92 for:

 • Women who are pregnant.

 • Former patients (up to 2 years after 
discharge).

 • Patients within 6 months of release from 
incarceration.

For patients younger than 18, admission 
criteria are different. They include two  
documented, unsuccessful, medically supervised 
withdrawals or treatments without OUD medica-
tion (e.g., methadone) in a 12-month period.  
The parent or legal guardian must provide 
written informed consent.

Contraindications
Contraindications to treatment with methadone 
include an allergy to methadone and other 
instances in which opioids are contraindicated, 
such as acute asthma, in patients with abnormal-
ly high carbon dioxide blood levels (e.g., from 
pulmonary disease or sleep apnea), or paralytic 
ileus.

Precautions and Warnings

Respiratory depression
Methadone can cause respiratory depression, 
particularly during initial dosing and dose 
titration. The goal of methadone dosing in the 
first weeks of treatment (i.e., induction) is to 
relieve withdrawal but avoid oversedation and 
respiratory depression. Patients who are older 
or cachectic or who have chronic obstructive 
pulmonary disease are more susceptible to 
respiratory depression and should be treated 
cautiously with lower doses.

A standard formula for dose induction 
for all patients, without careful 
monitoring of response to treatment, 
and individualized dose adjustment is 
inadvisable. This can lead to methadone 
intoxication and overdose death.
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Individualize dosing decisions through daily 
monitoring of patients’ responses to treatment. 
Opioid tolerance cannot be accurately gauged 
based on patient self-reports of the type, amount, 
or purity of the opioids they’ve used or of the 
severity of their opioid withdrawal symptoms.

The best approach to dosing is to start low 
and go slow. Methadone has a relatively long 
half-life (24–36 hours or longer). Steady-state 
serum levels are generally not reached until 
about five half-lives. This means that patients 
will not feel the full effect of the initial dose 
for 4 or more days even if the daily dose is the 
same. Slow release of methadone from tissues 
causes serum levels to continue to increase until 
reaching steady state. Initially a dose may seem 
appropriate, but the third or fourth day of the 
same dose can lead to oversedation and even 
respiratory depression and death.93

Use a lower-than-usual starting dose in  
individuals with no or low opioid tolerance  
(5 mg to 10 mg). Increase doses slowly and with 
careful monitoring for patients who:

 • Have not used opioids for 5 or more days 
(e.g., after leaving a controlled environment).

 • Do not use opioids daily.

 • Use weaker opioids (e.g., codeine).

Do not determine doses by analgesic  
equivalence dose conversion tables for 
patients using high doses of prescription opioids, 
whether by prescription or illicitly. This can lead  
to death owing to incomplete cross-tolerance94 
and the unique pharmacology of methadone.

Concurrent substance use disorders (SUDs) 
involving benzodiazepines or alcohol
Concurrent misuse of alcohol or benzodiaz-
epines with methadone (or buprenorphine) 
increases respiratory depression risk. Use 
of alcohol and benzodiazepines (illicit and 
prescription) is common in patients with OUD. 
Managing OUD with methadone for patients 

with alcohol or benzodiazepine use disorders 
is challenging and should be undertaken with 
care. A 2017 Food and Drug Administration 
(FDA) Drug Safety Communication noted that 
although concomitant use of buprenorphine or 
methadone with benzodiazepines increases the 
risk of an adverse reaction, including overdose 
death, opioid agonist treatment should not be 
denied to patients solely on the basis of their 
taking benzodiazepines, because untreated 
OUD can pose a greater risk of morbidity and 
mortality.95 FDA advises that careful medication 
management by healthcare professionals can 
reduce risk (see www.fda.gov/downloads 
/Drugs/DrugSafety/UCM576377.pdf for more 
information).

Strategies to manage patients with concurrent 
alcohol or benzodiazepine use disorders 
include the following (see also Exhibit 3B.1):

 • Obtain permission to communicate with the 
benzodiazepine prescriber to confirm the 
reason for use, adherence to treatment, and 
prescriber awareness of the patient’s OUD. It 
can also help to speak (with permission) with 
close family members or friends to assess the 
extent and impact of any alcohol or benzodi-
azepine misuse.

 • Ensure that patients understand the risk 
of potential respiratory depression and un-
intentional overdose death when combining 
methadone with alcohol, benzodiazepines, 
or other central nervous system (CNS) 
depressants.

 • Determine whether patients require 
medically supervised withdrawal or 
tapering from alcohol or benzodiazepines. 
Patients at risk for serious alcohol or benzo-
diazepine withdrawal syndrome (including 
seizures and delirium tremens) may need 
inpatient medically supervised withdrawal.

 • Attempt gradual outpatient medically 
supervised withdrawal for benzodiaze-
pines when indicated. Some OTPs have the 
staffing and capacity to provide a supervised 

www.fda.gov/downloads/Drugs/DrugSafety/UCM576377.pdf
www.fda.gov/downloads/Drugs/DrugSafety/UCM576377.pdf
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outpatient taper from benzodiazepines. 
This usually requires use of a long-acting 
benzodiazepine, management of anxiety and 
sleeplessness, and careful monitoring with 
observed dosing and toxicology screening. It 
may also require lower-than-usual methadone 
doses. Engage in outpatient medically super-
vised withdrawal only with patients who are 
physically dependent on benzodiazepines 
but do not inject or binge. This may only be 
successful in a minority of patients. Attempt 
the taper while continuing treatment with 
methadone, subject to certain conditions that 
promote safety and reduce risk.

 • Consider increasing counseling frequency  
as appropriate.

For more information on managing benzodiaze-
pine use, see Management of Benzodiazepines  
in Medication-Assisted Treatment (http://ireta 
.org/wp-content/uploads/2014/12/BP_Guidelines 
_for_Benzodiazepines.pdf).

QTc prolongation and cardiac arrhythmia
Methadone treatment has been associated 
with QTc prolongation, which often occurs 
without clinical consequences.97,98 Since 2006, 
methadone has had an FDA black box warning 
on QTc prolongation and Torsades de Pointes. 
QTc intervals above 500 milliseconds can 
increase risk for this rare ventricular arrhythmia, 
which can be lethal.99,100 The prevalence of QTc 
prolongation among methadone patients is 

EXHIBIT 3B.1. Strategies for Managing Benzodiazepine Use by 
Patients in OUD Treatment

 • Carefully assess the patient’s benzodiazepine 
use, including:

 - Intent of use.

 - Source (check the state’s prescription drug 
monitoring program [PDMP]).

 - Amount and route of use.

 - Binge use.

 - Prior overdoses.

 - Harms (e.g., car crashes, criminal acts, sleep 
trouble).

 - Co-use with other substances that further 
increase risk for respiratory depression and 
overdose.

 - Withdrawal history (e.g., seizures, delirium).

 • Also assess for:

 - Psychiatric and medical comorbidity.

 - Motivation for change.

 - Psychosocial support system (obtain history 
from a significant other if the patient permits).

 • Gauge level of care and setting needed (e.g., 
residential, outpatient). Inpatient treatment may 
be best for patients with poor motivation, limited 
psychosocial support, serious or complicated 
comorbidity, or injection or binge use.

 • Coordinate with other prescribers. Some 
patients may have taken appropriately 
prescribed benzodiazepines for years with 
limited or no evidence of misuse. For such 
patients, tapering benzodiazepines may be 
contraindicated and unrealistic.  

 • Address comorbid mental disorders (e.g., 
anxiety, depression) with other medications or 
psychosocial treatments, when feasible.

 • Provide medically supervised withdrawal from 
benzodiazepines or refer to specialty care for 
same. 

 • Create a treatment plan with built-in conditions 
(e.g., urine testing, more frequent visits, short 
medication supply).

 • Frequently review patient progress and 
objective outcomes, such as:

 - Urine drug testing.

 - PDMP reports.

 - Psychosocial functioning.

 - Reports from significant others.

 • Revise treatment plans as needed, and 
document the rationale for treatment decisions.

Adapted with permission.96

http://ireta.org/wp-content/uploads/2014/12/BP_Guidelines_for_Benzodiazepines.pdf
http://ireta.org/wp-content/uploads/2014/12/BP_Guidelines_for_Benzodiazepines.pdf
http://ireta.org/wp-content/uploads/2014/12/BP_Guidelines_for_Benzodiazepines.pdf
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not known with certainty. It has been estimated 
that about 2 percent of patients in methadone 
treatment have QTc intervals greater than 500 
milliseconds.103 According to methadone’s 
FDA label, most Torsades de Pointes cases 
occur in patients receiving methadone for pain 
treatment, although some cases have occurred 
among those in methadone maintenance.104 
High methadone doses may be associated with 
prolonged QTc intervals.105 Other risk factors 
include:106

 • Some medications (e.g., antidepressants, 
antibiotics, antifungals).

 • Congenital prolonged QTc interval.

 • Hypokalemia.

 • Bradycardia.

There is considerable controversy about how 
best to screen for QTc prolongation without 
creating barriers to methadone treatment 
entry.107 Indeed, a Cochrane review of the liter-
ature was unable to draw any conclusions about 
the effectiveness of QTc screening strategies in 
preventing cardiac morbidity or mortality among 
methadone patients.108 Notwithstanding the 
uncertainty about the best approach, OTPs can 
take steps to identify patients who may be at 

risk for cardiac arrhythmia. The TIP expert panel 
concurs with the recommendations of other 
expert panels (which included cardiologists) 
that OTPs develop a cardiac risk management 
plan,109,110 to the extent possible. OTPs should 
consider the following elements in crafting a 
cardiac risk management plan:

 • An intake assessment of risk factors, which 
can include:

 − Family history of sudden cardiac death, 
arrhythmia, myocardial infarction, heart 
failure, prolonged QTc interval, or unex-
plained syncope.

 − Patient history of arrhythmia, myocardial 
infarction, heart failure, prolonged QTc 
interval, unexplained syncope, palpitations, 
or seizures.

 − Current use of medications that may 
increase QTc interval (for a complete list, 
see www.crediblemeds.org/pdftemp/pdf 
/CompositeList.pdf; register for free for the 
most current list).

 − Patient history of use of cocaine and 
methamphetamines (which can prolong the 
QTc interval).

 − Electrolyte assessment (for hypokalemia or 
hypomagnesemia).

 • A risk stratification plan, which can include 
the following:

 − Conduct an ECG for patients with sig-
nificant risk factors at admission; repeat 
within 30 days. Repeat once a year and if 
the patient is treated with more than 120 
mg of methadone per day.

 − Discuss risks and benefits of methadone 
with patients with QTc intervals between 
450 and 500 milliseconds. Adjust modifi-
able risk factors to reduce their risk.

 − Do not start methadone treatment for 
patients with known QTc intervals above 
500 milliseconds. If such an interval is 
discovered during treatment, have a risk/
benefit discussion. Strongly consider 
lowering the methadone dose, changing 
concurrent medications that prolong the 

QTc prolongation is an abnormally 
long time in electrocardiogram (ECG) 
tracing between the start of a Q 
wave and the end of a T wave. Various 
cutoffs define prolonged QTc interval, 
including greater than 450 milliseconds 
for men, greater than 460 to 470 
milliseconds for women, or greater than 
450 milliseconds for either gender.101 
However, the faster the heart rate, the 
shorter the QTc interval. Hence, correct 
the QTc interval for heart rate; divide 
the QTc interval in milliseconds by 
the square root of the R-R interval in 
seconds.102

www.crediblemeds.org/pdftemp/pdf/CompositeList.pdf
www.crediblemeds.org/pdftemp/pdf/CompositeList.pdf
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QTc interval, eliminating other risk factors, 
and, if necessary, switching to buprenor-
phine. Include follow-up ECG monitoring.

 − Consider providing routine universal ECG 
screening if feasible, although there is in-
sufficient evidence to formally recommend 
doing so.111

Accidental ingestion
Inform patients that accidental ingestion can 
be fatal for opioid-naïve individuals, particularly 
children. Patients should safeguard take-home 
methadone in a lockbox out of the reach of 
children.

Neonatal abstinence syndrome (NAS)
Ensure awareness among pregnant patients 
or patients who may become pregnant that 
NAS can occur in newborns of mothers treated 
with methadone. Women receiving methadone 
treatment while pregnant should talk with their 
healthcare provider about NAS and how to 
reduce it. Research has shown that the dose of 
opioid agonist medication is not reliably related 
to the severity of NAS.112,113,114 Thus, each woman 
should receive the dose of medication that best 
manages her illness.

Misuse and diversion
Alert patients to the potential for misuse and 
diversion of methadone.

Physical dependence
Inform patients that they will develop physical 
dependence on methadone and will experience 
opioid withdrawal if they stop taking it.

Sedation
Caution patients that methadone may affect 
cognition and psychomotor performance and 
can have sedating effects. Urge patients to be 
cautious in using heavy machinery and driving 
until they are sure that their abilities are not 
compromised.

Adrenal insufficiency
Adrenal insufficiency has been reported in 
patients treated with opioids. Ask patients to 
alert healthcare providers of nausea, vomiting, 
loss of appetite, fatigue, weakness, dizziness, or 
low blood pressure.115

Drug Interactions
Methadone has more clinically significant 
drug–drug interaction than buprenorphine.116 
Carefully monitor each patient’s response to 
treatment if they are prescribed or stop taking 
a CYP450 34A inducer or inhibitor. Methadone 
dosages may need to be adjusted up or down 
depending on the medication and whether 
treatment is starting or stopping. Exhibit 3B.2 
lists common interactions between methadone 
and other medications.

Medications that induce CYP450 activity can 
increase methadone metabolism. Patients 
may experience craving or opioid withdrawal 
symptoms between doses if they begin these 
medications or become sedated if they discon-
tinue them:

 • Some antibiotics (e.g., rifampin).

 • Antiretrovirals (e.g., efavirenz, nevirapine, 
ritonavir).

 • Anticonvulsants (carbamazepine, phenobarbi-
tal, phenytoin).

Other medications can inhibit CYP450 activity 
and decrease methadone metabolism, causing 
symptoms of overmedication (e.g., sedation) 
when the medication is started and possibly 
withdrawal or cravings when it is stopped. 
Among such medications are:117

 • Some antibiotics (ciprofloxacin, erythromycin).

 • Antacids (cimetidine).

 • Antifungals (fluconazole).

 • Antidepressants (e.g., fluvoxamine, paroxe-
tine, sertraline).

Methadone can affect the metabolism of other 
medications. For example, zidovudine levels 
are reported to increase significantly during 
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EXHIBIT 3B.2. Common Potential Methadone Drug–Drug Interactions

Antiretrovirals

CLASS OR SPECIFIC DRUG INTERACTION
PUTATIVE 

MECHANISM NOTES

Efavirenz, lopinavir, 
nevirapine

Reduction in serum 
methadone levels

Induction of 
CYP450 enzymes

Clinically significant opioid 
withdrawal symptoms likely

Abacavir, etravirine, 
nelfinavir, ritonavir, 
saquinavir, tipranavir

May reduce serum 
methadone levels

Induction of 
CYP450 enzymes

Clinically pertinent opioid 
withdrawal symptoms 
unlikely

Didanosine Reduction in didanosine 
plasma concentrations

Decreased 
bioavailability

Possible decreased efficacy 
of didanosine

Zidovudine Increase in zidovudine 
plasma concentration

Unknown Risk of zidovudine toxicity

 

Antidepressants

CLASS OR SPECIFIC DRUG INTERACTION
PUTATIVE 

MECHANISM NOTES

Tricyclic: Amitriptyline, 
clomipramine, desipra-
mine, doxepin, imipra-
mine, nortriptyline, pro-
triptyline, trimipramine

Increased risk for 
constipation, sedation, 
QTc prolongation, and 
arrhythmia

Anticholinergic 
effects; blockade 
of human ether-a-
go-go-related gene 
(hERG) channel

Clinical experience with 
combination indicates it is 
generally safe with careful 
clinical monitoring

Serotonin reuptake 
inhibitors: citalopram, es-
citalopram, fluvoxamine, 
fluoxetine, paroxetine, 
sertraline

May increase serum 
methadone levels; 
increased risk for 
serotonin syndrome

Inhibition of CYP 
enzymes; blockade 
of serotonin 
transporter

Clinical experience with 
combination indicates it is 
generally safe with careful 
clinical monitoring

Monoamine oxidase 
inhibitors: Isocarboxazid, 
phenelzine, selegiline, 
tranylcypromine

Increased risk for 
serotonin syndrome

Inhibition 
of serotonin 
metabolism

Avoid or use with extreme 
caution and careful clinical 
monitoring

Serotonin/norepineph-
rine reuptake inhibitors: 
Duloxetine, desvenlafax-
ine, venlafaxine

Increased risk for 
serotonin syndrome; 
increased risk for QTc 
prolongation and 
arrhythmia (venlafaxine)

Blockade of 
serotonin 
transporter; 
blockade of 
hERG channel 
(venlafaxine)

Clinical experience with 
combination indicates it is 
generally safe with careful 
clinical monitoring

 Continued on next page
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EXHIBIT 3B.2. Common Potential Methadone Drug–Drug Interactions 
(continued)

Antibiotics

CLASS OR SPECIFIC DRUG INTERACTION
PUTATIVE 

MECHANISM NOTES

Ciprofloxacin, clarithro-
mycin, erythromycin, 
azithromycin

May increase methadone 
serum levels; increased 
risk for QTc prolongation 
and arrhythmia

Inhibition of 
CYP enzymes; 
blockade of hERG 
channel

One case report of sedation 
(ciprofloxacin); clinical 
monitoring required

Rifampin Reduction in serum 
methadone levels

Induction of CYP 
enzymes

Severe opioid withdrawal 
can occur; need increased 
methadone dose

 

Antifungals

CLASS OR SPECIFIC DRUG INTERACTION
PUTATIVE 

MECHANISM NOTES

Ketoconazole, fluconazole May increase methadone 
serum levels

Inhibition of CYP 
enzymes

Little evidence for important 
clinical effects

Anticonvulsants

CLASS OR SPECIFIC DRUG INTERACTION
PUTATIVE 

MECHANISM NOTES

Carbamazepine, phenyto-
in, phenobarbital

Reduction in serum 
methadone levels

Induction of CYP 
enzymes

Severe opioid withdrawal 
can occur; will need 
increased methadone dose

 

Antiarrhythmics

CLASS OR SPECIFIC DRUG INTERACTION
PUTATIVE 

MECHANISM NOTES

Procainamide, quinidine Increases risk for QTc 
prolongation and 
arrhythmia

Blockade of hERG 
channel

Careful clinical monitoring 
required

Amiodarone May increase methadone 
serum levels; increased 
risk for QTc prolongation 
and arrhythmia

Inhibition of 
CYP enzymes; 
blockade of hERG 
channel

Careful clinical monitoring 
required

 Continued on next page
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EXHIBIT 3B.2. Common Potential Methadone Drug–Drug Interactions 
(continued)

Other Drugs and Specific Classes

CLASS OR SPECIFIC 
DRUG INTERACTION

PUTATIVE 
MECHANISM NOTES

Benzodiazepines Additive CNS and 
respiratory depressant 
effects

Increased GABA 
activity

Careful clinical monitoring 
required

Barbiturates Additive CNS and 
respiratory depressant 
effects

Increased GABA 
activity

Careful clinical monitoring 
required

Cimetidine May increase serum 
methadone levels

Inhibition of CYP 
enzymes

No evidence of major 
clinical effect

Naltrexone Precipitated opioid 
withdrawal

Displaces 
methadone from 
mu-opioid receptors

Contraindicated

Adapted with permission.118

methadone treatment. Monitoring for zidovudine 
side effects during treatment is warranted.119 
Check drug–drug interactions online (www 
.drugs.com/drug_interactions.php).

Side Effects
Possible side effects of methadone include  
the following (methadone FDA labels list all  
potential side effects and are available at  
https://dailymed.nlm.nih.gov/dailymed/search 
.cfm?labeltype=all&query=METHADONE:

 • Constipation

 • Nausea

 • Sweating

 • Sexual dysfunction or decreased libido

 • Drowsiness

 • Amenorrhea

 • Weight gain

 • Edema

Assessment
A thorough assessment will help decide whether 
a patient is appropriate for admission and meets 
federal and any state regulatory requirements 
for methadone treatment. (See Part 2 of this TIP 
for detailed discussion of screening and assess-
ment.) Before ordering methadone:

 • Check the state PDMP for opioid or benzo-
diazepine prescriptions from other providers 
(see www.nascsa.org/stateprofiles.htm for 
links to state PDMPs). Note that methadone 
for OUD treatment will not appear in the 
PDMP because of confidentiality regulations 
regarding substance use treatment records. 
Obtain the patient’s consent to release infor-
mation and speak with treating providers to 
coordinate care for patient safety.

 • Take the patient’s history.
 − Conduct a medical, psychiatric, substance 

use, and substance use treatment history.

www.drugs.com/drug_interactions.php
www.drugs.com/drug_interactions.php
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=METHADONE
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=METHADONE
www.nascsa.org/stateprofiles.htm
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RESOURCE ALERT 

Opioid Withdrawal Scales

The COWS and other opioid withdrawal 

scales from Annex 10 of the World Health 

Organization’s Guidelines for the Psychosocially 

Assisted Pharmacological Treatment of Opioid 

Dependence can be downloaded from the 

National Center for Biotechnology Information 

website (www.ncbi.nlm.nih.gov/books 

/NBK143183).

The CINA Scale for Withdrawal Symptoms  

also is available online (www.ncbi.nlm.nih.gov 

/books/NBK64244/table/A72912).

 • Obtain laboratory tests.
 − Conduct drug and alcohol tests. Use 

reliable urine tests for drugs, including 
opioids (e.g., morphine, methadone, 
buprenorphine, oxycodone), benzodiaze-
pines, cocaine, and other drugs that may 
be commonly used in the area (e.g., meth-
amphetamine). Obtain an opioid urine or 
oral fluid test before initiating treatment.  
A negative opioid test in the absence 
of clear opioid withdrawal symptoms 
indicates that the patient is likely no longer  
opioid tolerant; diagnosis should be 
reconfirmed. If such patients are to start 
taking methadone (rather than naltrexone 
for relapse prevention), use caution in 
initiating treatment (see the subsection 
“First dose for patients without current 
opioid tolerance” in the section “Initiating 
Methadone Treatment”). Use an alcohol 
breathalyzer to estimate the patient’s blood 
alcohol content. Do not provide methadone 
until the alcohol reading is considerably 
below the legal level of alcohol intoxication.

 − Assess recent opioid use, including 
frequency, quantity, type, route, and 
recency (last day of use and use in the past 
30 days).

 − Establish OUD diagnosis.
 − Assess for other SUDs, including those 

that involve alcohol, benzodiazepines, or 
stimulants.

 • Conduct a physical exam.
 − Assess for signs and symptoms of 
intoxication. Do not give patients who 
are sedated or intoxicated their first 
dose. Instead, assess and treat them 
appropriately:

 • Identify causes of sedation or 
intoxication.

 • Ensure the patient’s immediate safety.

 • Reassess methadone induction 
appropriateness.

 • Develop a plan to reattempt induction 
or follow a different course of treatment 
as appropriate.

 − Assess for signs and symptoms of opioid 
withdrawal and physiological depen-
dence. One approach to documenting 
withdrawal symptoms is to use a scale such 
as the Clinical Opioid Withdrawal Scale 
(COWS) or the Clinical Institute Narcotic 
Assessment (CINA) Scale for Withdrawal 
Symptoms (see “Resource Alert: Opioid 
Withdrawal Scales”). Before the first dose 
of methadone, confirm signs of opioid 
withdrawal to provide some confidence 
that the patient is opioid tolerant and 
can begin dose induction. The Naloxone 
Challenge should not be routinely used to 
determine physiologic withdrawal because 
withdrawal symptoms will be visible, if 
present, on physical exam if enough time 
has passed since last opioid use.120

www.ncbi.nlm.nih.gov/books/NBK143183
www.ncbi.nlm.nih.gov/books/NBK143183
www.ncbi.nlm.nih.gov/books/NBK64244/table/A72912
www.ncbi.nlm.nih.gov/books/NBK64244/table/A72912
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 − Conduct a pregnancy test. Pregnant 
patients with OUD should be treated with 
methadone or transmucosal buprenor-
phine.121,122 Discuss risks and benefits of 
treatment with methadone and alternative 
approaches for each patient and fetus 
versus the risks of continued illicit opioid 
use. Refer pregnant patients to prenatal 
care. Women should be advised that their 
menstrual cycle may return to normal once 
they are stabilized on medication, and 
hence they should use birth control if they 
wish to avoid pregnancy.

 − Conduct liver function tests. If possible, 
assess liver function tests. It is not 
necessary to wait for the results of these 
tests to begin treatment, because the risk 
of not starting methadone outweighs the 
benefits of having the test results. Patients 
with suspected cirrhosis based on history 
and clinical exam should be started at 
a lower methadone dose than typical 
patients, with more cautious titration. 
Patients who have chronic hepatitis can 
be treated with methadone. Have a risk/
benefit discussion with patients whose liver 
enzymes are at or greater than five times 
the normal level and monitor their liver 
function during treatment.

 − Conduct hepatitis and HIV testing. 
Hepatitis B and C are common among 
patients who enter methadone treatment. 
HIV infection is also prevalent. If possible, 
test patients for these infections and refer 
them to treatment as appropriate. The 
Centers for Disease Control and Prevention 
recommends hepatitis B vaccination for 
people seeking treatment for SUDs.123

Patient Selection
No evidence clearly predicts which patients 
will respond best to methadone treatment 
versus alternative pharmacotherapies. Inform 
patients of all options and the settings in 
which they’re available, as appropriate. (See 
“Treatment Planning or Referral” in Part 2 of this 
TIP for more on shared decision making.)

Patients who responded well to methadone 
in the past should be considered for this 
treatment.

Unsuccessful treatment experiences with 
methadone in the past do not necessarily 
indicate that methadone will be ineffective 
again. Motivation and circumstances change 
over time. Also, treatment varies by OTP, as it 
does for other medical illnesses. Records from 
previous providers can contextualize the extent 
of past treatment.

Pregnant women should be considered for 
methadone treatment.

Methadone (or buprenorphine) treatment 
through OTPs may be best for patients who 
need a higher level of outpatient structure or 
supervision of medication adherence. Tailor 
medication decisions to patients’ medical and 
substance use histories, patient preferences, and 
treatment availability.

Informed Consent
Inform all patients of:

 • Their OUD diagnosis and the nature of the 
disorder.

 • Risks and benefits of methadone and other 
OUD medications.

 • Risks and benefits of nonmedication 
treatments.

Patients should sign consent forms before 
starting treatment. The Chapter 3B Appendix 
provides a sample consent form for treatment in 
an OTP.

Educate patients about what to expect when 
receiving methadone treatment (Exhibit 3B.3). 
Caution them against using alcohol and drugs 

Use language and written materials 
appropriate to each patient’s 
comprehension level to ensure that he 
or she understands the options and can 
make informed decisions.
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during methadone treatment. Warn them of 
the increased risk of overdose during the first 2 
weeks of treatment. Also warn them that discon-
tinuing treatment and returning to opioid use 
will increase their risk of overdose. Document 
patient education in the medical record.

Educate patients about the importance of 
safe storage of take-home methadone doses. 
Discuss with patients where they will store their 
take-home medication. Advise them against 
storing medication in common areas of the home 
where visitors or children would have access, 
such as kitchens and bathrooms. Take-home 
doses should be kept in their original childproof 
packaging in a lockbox. The key should not be 
left in the box. Inform patients that any portion 
of a dose taken by another person, a child, 
or pet can be deadly. If this occurs, call 9-1-1 
immediately.

EXHIBIT 3B.3. Key Points of Patient Education for Methadone

Before starting OUD treatment with methadone, 
patients should:

 • Be told that the methadone dose is started low 
and increased slowly over days and weeks with 
monitoring, because it takes 4 or more days 
for the body to adjust to a dose change. This is 
necessary to avoid the risk of overdose.

 • Understand that the goal of the first weeks of 
treatment is to improve withdrawal symptoms 
without oversedation. Patients should inform 
providers if they feel sedated or “high” within the 
first 4 hours after their dose.

 • Learn the symptoms of methadone intoxication 
and how to seek emergency care. The first 2 
weeks of treatment have the highest risk of 
overdose.

 • Be aware that rescue naloxone does not last 
very long, so they should remain in emergency 
care for observation if they are treated for opioid 
overdose.

 • Know that concurrent alcohol, benzodiazepine, 
or other sedative use with methadone increases 
the risk of overdose and death.

 • Inform OTP nursing/medical staff about 
prescribed and over-the-counter medications 
and herbs (e.g., St. John’s wort) they are 
taking, stopping, or changing doses of to allow 
assessment of potential drug–drug interactions.

 • Inform other treating healthcare professionals 
that they are receiving methadone treatment.

 • Plan to avoid driving or operating heavy 
machinery until their dose is stabilized. 

 • Learn about other possible side effects of 
methadone, including dizziness, nausea, 
vomiting, sweating, constipation, edema, and 
sexual dysfunction.

 • Agree to keep take-home doses locked up and 
out of the reach of others. Understand that 
giving methadone, even small amounts, to 
others may be fatal.

 • Inform providers if they become pregnant.

 • Understand that stopping methadone increases 
their risk of overdose death if they return to illicit 
opioid use.

RESOURCE ALERT 

Patient and Family Member 
Educational Resources

Decisions in Recovery: Treatment for Opioid 
Use Disorder offers information for patients on 

the use of medications for OUD (https://store 

.samhsa.gov/product/SMA16-4993)

Medication-Assisted Treatment for Opioid 
Addiction: Facts for Families and Friends 

offers information for family members and 

friends (www.ct.gov/dmhas/lib/dmhas 

/publications/MAT-InfoFamilyFriends.pdf)

https://store.samhsa.gov/product/SMA16-4993
https://store.samhsa.gov/product/SMA16-4993
www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
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Initiating Methadone Treatment
Observing patients directly when they take 
doses early in treatment is not just required; 
it’s beneficial. It maximizes adherence, provides 
a daily opportunity to assess response to the 
medication, and minimizes the likelihood of med-
ication diversion. Federal OTP regulations permit 
patients to receive one take-home dose per 
week, given routine clinic closure on weekends. 
Patients who demonstrate progress can earn 
one additional take-home dose per week for the 
first 90 days of treatment at the OTP medical 
director’s discretion. All other doses are directly 
observed at the clinic in the first 90 days.

The goal of initiating methadone treatment is to 
increase the patient’s methadone dose gradually 
and safely, stabilizing the patient and reducing 
his or her opioid use while recognizing that the 
risk of dropout or overdose from illicit opioid use 
may increase if induction is too slow.

Day 1
The first dose should reduce opioid withdrawal 
symptoms. Perform induction cautiously; it’s 
impossible to judge a patient’s level of tolerance 
with certainty. For patients addicted to prescrip-
tion opioids, opioid conversion tables should not 
be relied on to determine methadone dosage.

First dose for patients with opioid tolerance
The first dose for patients tolerant to opioids 
is generally between 10 mg and 30 mg 
(30 mg is the maximum first dose per federal 
OTP regulations). After the first dose, patients 
should remain for observation for 2 to 4 hours if 
possible to see whether the dose is sedating or 
relieves withdrawal signs.

 • If withdrawal symptoms lessen, the patient 
should return the next day to be reassessed 
and to continue the dose induction process.

 • If sedation or intoxication occurs after the first 
dose, the patient should stay under observa-
tion at the clinic until symptoms resolve. In 
this case, the patient should be reassessed the 
following day, and the subsequent day’s dose 

should be substantially reduced. Extremely 
rarely, the patient will need to be treated for 
overdose with naloxone. If necessary, begin 
rescue breathing and call 9-1-1.

 • If the patient shows neither sedation nor 
reduction of objective signs of opioid with-
drawal during the 2- to 4-hour waiting period, 
administer another 5 mg dose. A final 5 mg 
dose after another waiting period of 2 to 4 
hours can be administered if necessary. The 
maximum total methadone dose on the first 
day of treatment should not exceed 40 mg.124 
However, caution dictates against exceeding 
a total first day’s dose of 30 mg except in rare 
cases. In such cases, the patient should be 
carefully monitored on subsequent days to 
rule out oversedation.

 • Patients transferring from another OTP 
whose methadone dose and last date of 
medication administration can be confirmed 
by the medical staff and documented in the 
medical record can be continued on the same 
methadone dose administered in the original 
OTP, even if the dose exceeds the maximum 
permitted 40 mg.

For some patients, the lower range of initial 
doses is best. Dose with 10 mg to 20 mg in 
patients who:

 • Are ages 60 and older.

 • May have lower levels of opioid tolerance 
based on their recent history.

 • Use sedating medications, such as benzodiaz-
epines, antipsychotics, or antidepressants.

 • Engage in problem drinking or have alcohol 
use disorder.

 • Take medications that can increase 
methadone serum levels or are stopping 
medications that decrease methadone serum 
levels.125

 • Have medical disorders that may cause 
hypoxia, hypercapnia, or cardiac arrhythmias. 
These include:

 − Asthma, chronic obstructive pulmonary 
disease, and kyphoscoliosis.

 − Obesity.
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 − Sleep apnea.
 − QTc prolongation.
 − A family history of cardiac arrhythmias, 

fainting or dizziness, or sudden death.
 − Cor pulmonale.
 − Electrolyte abnormalities, such as hypoka-

lemia or hypomagnesemia.

First dose for patients without current  
opioid dependence
In some circumstances, patients who are 
not currently dependent on opioids may 
be admitted to an OTP (e.g., individuals 
with a history of OUD who are returning from 
controlled environments).126 In these instances, 
consider treatment with extended-release 
naltrexone (XR-NTX) to avoid establishing new 
physiological opioid dependence. Instead of 
starting methadone, consider starting with a low 
dose of buprenorphine because of buprenor-
phine’s superior safety threshold.127 In one such 
study, 1 mg of buprenorphine was the starting 
dose, which was increased slowly128 (see Chapter 
3D of this TIP). If XR-NTX and buprenorphine are 
not available, or the patient prefers methadone 
treatment, consider starting methadone at a 5 
mg daily dose (as was done in one study129) after 
discussing risks and benefits with the patient.

Titrate the dose much more slowly than for 
patients who are opioid tolerant. Increase 
initially by 5 mg about every week, based on 
patient response. Doses can be increased 
somewhat more rapidly after careful assessment 
of response if the patient begins to use illicit 
opioids. As with other methadone dosing, 
induction in these cases should not be based on 
a standing order.

Dose Titration (Weeks 1 to 2)
The goals of early dose titration for patients 
with current opioid dependence starting on 
Day 2 of the first week of treatment through 
stabilization are to avoid sedation at peak 
serum levels and to gradually extend time 

without opioid withdrawal symptoms and 
craving. When patients attend the program, 
before dose administration, nursing and/or 
medical staff members should ask patients 
whether they felt sedation, opioid intoxication 
effects, or opioid withdrawal symptoms 2 to 
4 hours after their methadone administration 
the prior day (Exhibit 3B.4). Doses should be 
decreased for reports of symptoms of opioid 
intoxication or oversedation. Dosing must be 
individualized based on careful patient assess-
ment and generally should not be increased 
every day, because plasma methadone levels 
do not reach steady state until about five 
methadone half-lives (Exhibit 3B.5).

Even when holding the methadone dose 
constant over several days, the patient’s 
methadone serum level will rise each day until it 
reaches steady state (Exhibit 3B.5). For example, 
if the patient remains on 20 mg per day for the 
first few days of induction, the serum level on 
Day 2 would reflect the 20 mg second day’s dose 
plus 10 mg that remained in the body from the 
first day’s dose (for the equivalent single dose 
total of 30 mg). The third day would reflect the 
20 mg third day’s dose, plus 10 mg remaining 
in the body from the second day’s dose, and 5 
mg remaining from the first day’s dose (for the 
equivalent single dose total of 35 mg), and so 
on. Patients who report relief from withdrawal 
4 to 12 hours after their last dose may benefit 
from staying at that same dose for a few days 
so that their serum level can stabilize.130

An American Society of Addiction Medicine 
expert panel recommended increasing the 
methadone dose in this phase by 5 mg or less 
every 5 or more days.131 Other expert recom-
mendations suggest somewhat faster dose 
increases,132 including increases of 5 mg to 10 
mg no sooner than every 3 to 4 days.133,134 The 
most important principle is to individualize dose 
induction based on careful assessment of the 
patient’s response to the medication.
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EXHIBIT 3B.4. Using Signs and Symptoms To Determine Optimal 
Methadone Level

Adapted with permission.135

0 2 4 6 8 10 12 14 16 18 20 22 24

Opioid Overmedication Signs:
 Pinpoint pupils, drowsy or nodding off, listless mental status, itching/scratching,
 flushing, decreased body temperature, slowed heartbeat and/or respirations

Opioid Withdrawal—Subjective Symptoms:
 Drug craving, anxious feelings or depression, irritability, fatigue, insomnia, hot/cold 
 flashes, aching muscles/joints, nausea, disorientation, restlessness

Severe Opioid Withdrawal—Objective Signs:
 Dilated pupils, illicit opioid use, “goose flesh,” perspiring, shaking, diarrhea, vomiting, runny 
 nose, sneezing, yawning, fever, hypertension, increased heartbeat and/or respirations

Peak

Trough

Methadone
Comfort

Zone

Serum
Level

       No Illicit Opioid Use
No Withdrawal or Overmedication

Hours

Dose Titration (Weeks 3 to 4)
Methadone doses can be increased further 
in 5 mg increments about every 3 to 5 days 
based on the patient’s symptoms of opioid 
withdrawal or sedation.138 Patients who miss 
more than four doses must be reassessed. Their 
next methadone dose should be decreased 
substantially and built back up gradually. It 
may be necessary to restart the dose induction 
process from Day 1. Be aware of any specific 
state requirements regarding missed doses.

Serum Levels
Dosing must be individualized because meth-
adone’s bioavailability, clearance, and half-life 
vary among patients, affecting their clinical 
responses and requiring doses to be changed. 
Many factors can affect serum levels and clinical 
responses to treatment. Along with age and 
diet, these factors include:

EXHIBIT 3B.5. Steady-State 
Methadone Concentration 
Reached in About 5 Days

Adapted with permission.136,137
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The TIP expert panel advises against 
arbitrary methadone dosage caps.

 • Other medications and herbs (e.g., St. John’s 
wort).

 • Genetic differences in metabolizing enzymes.

 • Pregnancy.

 • Changes in urinary pH.139

Consider measuring serum methadone levels 
in patients who, after being on a stable 
methadone dose, report feeling drowsy 2 to 
4 hours after dose administration but develop 
craving or withdrawal symptoms before the 
next dose is due to be administered. This 
may occur in the third trimester of pregnancy, 
when concomitant medications interact with 
methadone, or when patients rapidly metabolize 
opioids. In such cases, consider dividing the daily 
methadone dose into twice-daily dosing.140

To assess serum methadone levels, draw peak 
and trough blood specimens at about 3 hours 
and 24 hours, respectively, after dose administra-
tion. Serum methadone levels generally correlate 
with methadone dose,141 but there is no defined 
therapeutic window based on serum methadone 
level because response varies widely among 
patients. Minimum trough methadone levels of 
300 ng/mL to 400 ng/mL may be associated with 
reduced likelihood of heroin use,142 but deter-
mining the therapeutic dose should depend 
on the overall patient response, not the serum 
plasma levels. Peak:trough ratios above 2:1 may 
indicate rapid metabolism.143

Dose Stabilization (Week 5 and Beyond)
Once the patient achieves an adequate dose, 
extended continuation is possible without 
dose adjustment. Continuing treatment goals 
are to avoid sedation, eliminate withdrawal and 
craving, and blunt or block euphoric effects of 
illicit opioids.

There may be reasons to further adjust the 
dose, including:

 • Changes in health that can affect medica-
tions (e.g., acute hepatitis, exacerbation of 
pulmonary disease, sleep apnea).

 • Changes in patient medications.

 • Pregnancy. Increased metabolism in the  
last trimester may warrant dose increase or 
split dosing.144,145 This may require a  
SAMHSA exception for daily take-home 
half-doses via an SMA-168 Exception Request 
(www.samhsa.gov/medication-assisted 
-treatment/opioid-treatment-programs 
/submit-exception-request).

 • Concurrent illicit opioid or other drug or 
alcohol use.

As illicit opioid use stops and stabilization is 
achieved, the patient may wish to lower the 
dose to reduce any unpleasant side effects. 
Typical stabilization doses of at least 60 mg are 
associated with greater treatment retention; 
80 mg to 120 mg146 is the typical daily range.147 
However, there is wide variation, and some 
patients benefit from higher daily doses.

Take-Home Medication
OTPs can provide gradually increasing 
numbers of take-home doses to patients who 
discontinue illicit drug use and begin achieving 
treatment goals, commensurate with their 
tenure in the program. This provides a powerful 
incentive for patients to achieve treatment 
goals.148 It also furthers patients’ recovery goals 
by allowing them to attend work, school, or 
other activities without daily OTP visits.

Federal OTP regulations describe the 
conditions under which take-home doses 
are permitted. Some states have additional 
regulations. OTPs should be familiar with these 
regulations and have written procedures to 
address take-home dosing.

The benefits of take-home doses must 
outweigh the risks and further patients’  
rehabilitation goals. When deciding 
whether patients can handle the responsi-
bility of take-home doses of methadone or 

www.samhsa.gov/medication-assisted-treatment/opioid-treatment-programs/submit-exception-request
www.samhsa.gov/medication-assisted-treatment/opioid-treatment-programs/submit-exception-request
www.samhsa.gov/medication-assisted-treatment/opioid-treatment-programs/submit-exception-request


3-31

TIP 63Part 3 of 5—Pharmacotherapy for Opioid Use Disorder

buprenorphine, OTP medical directors should 
consider whether patients demonstrate:

 • No recent misuse of substances.

 • Regular clinic attendance.

 • No serious behavioral problems at the clinic.

 • No recent criminal activity (e.g., selling drugs).

 • Stability at home and in social relationships.

 • Sufficient time in treatment.

 • Ability and intent to store take-home  
medication safely.

 • Rehabilitative benefits from decreasing the 
frequency of clinic attendance that outweigh 
the potential risks of diversion.

Federal regulations based on patients’ time 
in treatment determine eligibility to be 
considered for receiving take-home doses of 
methadone (but buprenorphine is not bound 
by these limits):

 • One earned dose/week (beyond a weekly 
clinic closure day or federal holiday, when 
clinics typically close) in the first 90 days of 
treatment

 • Two doses during the second 90 days

 • Three doses during the third 90 days

 • Up to 6 doses during the last 90 days

 • Up to 2 weeks of doses after 1 year

 • Up to 1 month of doses after 2 years

Assessing responsible handling of  
take-home doses
Methadone diversion is a risk. People with 
OUD who are not in treatment more frequently 
use illicit methadone to self-medicate withdrawal 
symptoms than to achieve euphoria.149,150 Still, 
diversion is a public health risk; people who 
self-medicate may not know what dose they are 
taking. Moreover, opioid-naïve people (including 
children) who ingest methadone can die of 
methadone intoxication.

OTPs must assess patients’ adherence to 
responsible take-home-dose handling and 
have a diversion control plan. The plan may 
require that the OTP:

 • Remain open 7 days per week or arrange 
dosing at another clinic on days the clinic is 
closed for certain patients to avoid providing 
take-home doses to new or unstable patients.

 • Contact patients randomly and request 
that they return their take-home containers 
within a day or two to see whether they still 
have the medication in their possession or 
have altered the medication in any way.

 • Establish an appropriate drug testing 
program with policies to prevent falsification 
of specimens and to respond to tests that are 
negative for methadone.

 • Require patients to store their take-home 
medication in a lockbox to prevent theft or 
accidental use by children or others.

Duration of Methadone 
Treatment
Longer lengths of stay in methadone treatment 
are associated with superior treatment  
outcomes.151 Leaving methadone treatment 
is associated with increased risk of death from 
overdose and other causes.152,153 Patients should 
continue as long as they benefit, want to, and 
develop no contraindications.

RESOURCE ALERT 

Guidance on Federal Take-Home 
Methadone Dose Regulations

For more information on federal take-home 

dose regulations for OTPs, see SAMHSA’s 

Federal Guidelines for Opioid Treatment 

Programs (https://store.samhsa.gov/shin 

/content/PEP15-FEDGUIDEOTP/PEP15-FED 

GUIDEOTP.pdf).

https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
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Dose Tapering and Methadone 
Discontinuation
Discuss risks and benefits with patients who 
wish to discontinue treatment. Explore their 
reasons for wanting to discontinue and solutions 
for potential barriers to treatment, which may 
include:

 • Logistics (e.g., travel, scheduling). 
Transportation services, including publicly 
funded ride services, ride sharing, or peer 
support workers, may be available. If not, 
transferring patients to a closer OTP or to  
one with more suitable hours of operation 
may resolve the problem.

 • Costs. Providers can help patients explore 
publicly supported treatment options or apply 
for insurance.

 • Side effects. Changing the dose or treating 
side effects may resolve the problem.

 • Opinions of friends or family. When external 
pressure from family or friends drives the 
decision, a discussion with the patient and 
those individuals may help.

 • A desire to switch to buprenorphine or 
XR-NTX treatment. These options should be 
discussed.

Caution patients who are not yet stable 
against discontinuing treatment, because of 
high rates of return to illicit opioid use and 
increased chance of overdose death.154 Discuss 
the alternative of switching to a different OUD 
medication. Give patients who stop treatment 
information about overdose prevention and 

encourage them to return to treatment. Prescribe 
naloxone to use in case of overdose.

Create a plan collaboratively with stable 
patients who wish to discontinue treatment 
that addresses:

 • Gradually tapering their dose.

 • Increasing psychosocial and recovery 
supports.

 • Discontinuing dose reduction if necessary.

 • Returning to medication treatment after 
discontinuation if they return to illicit opioid 
use.

 • Increasing dosage if destabilization occurs.

Individualize the pace of methadone dose 
reduction to the patient’s response. One 
approach is to decrease the methadone dose 
gradually by 5 to 10 percent every 1 to 2 weeks. 
Once patients reach a relatively low dose, often 
between 20 mg and 40 mg, they may begin to 
feel more craving. Some patients may choose 
to switch to buprenorphine for a period to 
complete the dose reduction. They may also 
wish to begin XR-NTX after an appropriate 
period of opioid abstinence.

Encourage patients to use techniques for 
preventing return to use, such as participating 
in recovery support groups and gaining support 
from counseling and family. Doing so can help 
patients succeed in tapering off their medication.

RESOURCE ALERT 

Guidance on Opioid Overdose 
Prevention

For more information on preventing opioid 

overdose, see the SAMHSA Opioid Overdose 

Prevention Toolkit (https://store.samhsa.gov 

/shin/content//SMA16-4742/SMA16-4742.pdf).

The TIP expert panel considers 
arbitrary time limits on OUD treatment 
with methadone to be medically 
unwarranted and inappropriate. They 
pose a risk to patients and the public.

https://store.samhsa.gov/shin/content//SMA16-4742/SMA16-4742.pdf
https://store.samhsa.gov/shin/content//SMA16-4742/SMA16-4742.pdf
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Methadone Dosing Summary
The initial goal is to reduce opioid withdrawal 
and craving safely.

 • Use the “start low and go slow” approach but 
increase dose at a rate that minimizes chances 
of continued illicit drug use, while monitoring 
for side effects.

 • Increase doses gradually over several weeks.

 • Assess for sedation at peak serum concentra-
tion (2–4 hours after the dose).

The eventual target is an adequate dose that:

 • Stops withdrawal symptoms for 24 hours.

 • Reduces or eliminates craving.

 • Blunts or blocks euphoria from self- 
administered illicit opioids.

In general, after induction is complete, higher 
doses are more effective than lower doses.

Enhancing Access to OUD 
Medication in OTPs
Individuals on waiting lists for OTPs should 
receive interim methadone maintenance 
treatment. People on waiting lists typically 
continue to use illicit opioids. Many never gain 
admission through the waiting list process. 
Federal OTP regulations permit use of interim 
methadone maintenance to address this problem 
by providing methadone treatment for up to 120 
days to someone on an OTP waiting list. Routine 
counseling and treatment planning are not 
required during this period.

Interim methadone maintenance has been 
shown to be more effective than a waiting 
list to facilitate entry into comprehensive 
methadone treatment and to reduce illicit 
opioid use, according to two randomized 
trials.155,156 Interim methadone requires approval 
by SAMHSA and the state opioid treatment 
authority. For more detailed information on 
interim methadone maintenance, see SAMHSA’s 
Federal Guidelines for Opioid Treatment 
Programs (https://store.samhsa.gov/shin/content 
/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP 
.pdf).

OTPs can overcome geographic barriers 
by opening a medication unit of the parent 
OTP site. Under the aegis of a certified OTP, 
a medication unit may provide methadone 
or buprenorphine administration, dispensing 
capacity, and urine drug testing, but not coun-
seling. The parent clinic must provide counseling 
and other required services. Such arrangements 
can lessen the amount of time required to drive 
to a parent OTP location in large states with rural 
populations.

SAMHSA’s Federal Guidelines for Opioid 
Treatment Programs offers more information 
on medication units and other OTP regulations 
(https://store.samhsa.gov/shin/content/PEP15 
-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf)

https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
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Chapter 3B Appendix

Sample Standard Consent to Opioid Maintenance Treatment Form for OTPs

CONSENT TO PARTICIPATE IN METHADONE OR BUPRENORPHINE TREATMENT

Patient’s Name: _____________________________________________________        Date: _______________

I authorize and give voluntary consent to _________________________________ [insert name of program] 
to dispense and administer medications—including methadone or buprenorphine—to treat my opioid 
use disorder. Treatment procedures have been explained to me, and I understand that I should take my 
medication at the schedule determined by the program physician, or his/her designee, in accordance 
with federal and state regulations.

I understand that, like all other medications, methadone or buprenorphine can be harmful if not taken 
as prescribed. It has been explained to me that I must safeguard these medications and not share them 
with anyone because they can be fatal to children and adults if taken without medical supervision.

I also understand that methadone and buprenorphine produce physical opioid dependence.

Like all medications, they may have side effects. Possible side effects, as well as alternative treatments 
and their risks and benefits, have been explained to me.

I understand that it is important for me to inform any medical and psychiatric provider who may treat 
me that I am enrolled in an opioid treatment program. In this way, the provider will be aware of all the 
medications I am taking, can provide the best possible care, and can avoid prescribing medications that 
might affect my treatment with methadone or buprenorphine or my recovery.

I understand that I may withdraw voluntarily from this treatment program and discontinue the use of 
these medications at any time. If I choose this option, I understand I will be offered medically supervised 
withdrawal.

For women of childbearing age: Pregnant women treated with methadone or sublingual or buccal 
buprenorphine have better outcomes than pregnant women not in treatment who continue to use opioid 
drugs. Newborns of mothers who are receiving methadone or buprenorphine treatment may have opioid 
withdrawal symptoms (i.e., neonatal abstinence syndrome). The delivery hospital may require babies 
who are exposed to opioids before birth to spend a number of days in the hospital for monitoring of 
withdrawal symptoms. Some babies may also need medication to stop withdrawal. If I am or become 
pregnant, I understand that I should tell the medical staff of the OTP right away so I can receive or 
be referred to prenatal care. I understand that there are ways to maximize the healthy course of my 
pregnancy while I am taking methadone or buprenorphine.

Signature of Patient: ___________________________________________________     Date of Birth: ________________     

Date: ________________     Witness: ______________________________________________________________________

Adapted from material in the public domain157
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Chapter 3C: Naltrexone

The opioid receptor antagonist naltrexone was 
synthesized in the 1960s to block the euphoric 
effects of morphine.158 Oral naltrexone was 
approved by the Food and Drug Administration 
(FDA) in 1984 for the blockade of the effects of 
exogenously administered opioids. Long-acting, 
sustained-release opioid agonist preparations 
have been investigated since the 1970s to 
improve adherence over oral medications. In 
2010, FDA approved injectable extended-release 
naltrexone (XR-NTX) for preventing return to 
opioid dependence after medically supervised 
withdrawal.

Despite its potential advantages (e.g., no abuse 
liability, no special regulatory requirements), oral 
naltrexone is not widely used to treat opioid use 
disorder (OUD) because of low rates of patient 
acceptance, difficulty in achieving abstinence for 
the necessary time before initiation of treatment, 
and high rates of medication nonadherence.159

Before initiating either formulation of naltrex-
one, patients must be opioid abstinent for 
an adequate period of time after completing 
opioid withdrawal. Medically supervised opioid 
withdrawal can be conducted on an outpatient 
or inpatient basis. The latter is often reserved 
for patients with co-occurring substance use 
disorders (SUDs) or medical or psychiatric illness.

There are several pharmacological approaches 
to medically supervised withdrawal. Methadone 
can be used for this purpose in opioid treatment 
programs (OTPs) and hospital settings. Patients 
in opioid withdrawal typically receive an indi-
vidualized dose between 20 mg and 30 mg per 
day, gradually reduced over 6 days or more. 
Buprenorphine can be used in an adequate 

dose to lessen withdrawal symptoms and 
then reduced gradually over several days or 
more. If an opioid agonist is used for medically 
supervised withdrawal, an adequate interval of 
time following the last dose must occur before 
naltrexone induction. When it is not possible to 
use opioid agonists, alpha-2 adrenergic agonists 
such as clonidine can be used off label at doses 
from 0.1 mg to 0.3 mg every 6 to 8 hours to treat 
symptoms.160

Formulations
Oral: Oral naltrexone is a 50 mg tablet of 
naltrexone hydrochloride. It was approved 
by FDA in 1984 for blockade of the effects of 
exogenously administered opioids and in 1994 
for alcohol dependence treatment. A Cochrane 
review examined 13 randomized trials among 
1,158 patients who were opioid dependent and 
provided counseling. They were treated with or 
without oral naltrexone. The review concluded 
that oral naltrexone was not superior to 
placebo or to no medication in treatment 
retention or illicit opioid use reduction.161

XR-NTX: In 2006, FDA approved XR-NTX as 
an intramuscular (IM) injection every 4 weeks 
or once a month for the treatment of alcohol 
dependence. In 2010, FDA approved XR-NTX for 
the prevention of return to opioid dependence 
following medically supervised withdrawal. 
XR-NTX is a suspension of 380 mg naltrexone 
embedded in microspheres made from a biode-
gradable copolymer that undergoes hydrolysis as 
it absorbs water. XR-NTX requires refrigeration 
and is supplied as a vial of dry powder along 
with a separate vial of an aqueous diluent, which 
providers combine just before use.162

Chapter 3C gives an overview of naltrexone pharmacology and specific guidance on 
dosing for oral and injectable naltrexone.
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XR-NTX is more effective than placebo163 or 
no medication164 in reducing risk of return to 
opioid use.165 A multisite randomized trial in the 
United States started in residential treatment 
programs found that buprenorphine treatment 
was associated with lower rates of return to use 
during 24 weeks of postdischarge outpatient 
treatment compared with XR-NTX,166 given the 
significant proportion of patients who did not 
actually receive XR-NTX because of challenges 
related to XR-NTX induction. The same study 
found no significant between-group differences in 
rates of return to use when data were analyzed 
based solely on patients who did begin assigned 
medications. Study findings may not generalize to 
outpatient settings, where naltrexone induction 
may be more difficult than in residential 
treatment settings.

One additional study merits mention. A 12-week 
trial was conducted in Norway with 159 partic-
ipants who, at the time of random assignment 
to XR-NTX or buprenorphine, had completed 
medically supervised withdrawal or were already 
opioid abstinent. XR-NTX was found to be nonin-
ferior to buprenorphine in terms of treatment 
retention or reduction in illicit opioid use.167

Pharmacology
Naltrexone is a competitive mu-opioid receptor 
antagonist with strong receptor affinity. 
Naltrexone does not activate the mu-opioid 
receptor and exerts no opioid effects. Unlike 
opioid agonists, naltrexone will not alleviate 
withdrawal symptoms, will not cause withdrawal 
when stopped, and cannot be diverted.

If patients maintained on naltrexone use 
opioid agonists, naltrexone can block their 
effects—a key feature of its therapeutic efficacy. 
However, because the interaction at the receptor 
is competitive, the blockade can potentially be 
overridden with high doses of opioids.

Taking naltrexone after recent use of opioids 
can precipitate opioid withdrawal. Given its 
strong affinity, naltrexone can displace other 
opioids from the receptor. Patients must typically 

wait 7 to 10 days after their last use of short- 
acting opioids and 10 to 14 days after their last 
use of long-acting opioids before taking their 
first dose of naltrexone.

Bioavailability
Oral: The gastrointestinal tract readily absorbs 
oral naltrexone. Peak concentrations occur in 1 
to 2 hours.168

XR-NTX: IM injection causes a transient peak 
blood concentration 2 hours after injection and 
another at 2 to 3 days after injection.169 About 
14 days after injection, concentrations gradually 
diminish, with measurable blood levels for more 
than 1 month.

Both formulations are extensively metabolized 
by the kidneys and liver, but without CYP450 
enzyme system involvement. Unlike methadone 
and buprenorphine, naltrexone has limited 
potential drug–drug interactions. Its major 
metabolite, 6-beta naltrexol, is also a mu-opioid 
receptor antagonist. It is eliminated primarily by 
the kidneys in the urine.170

Orally administered naltrexone has a half-life 
of approximately 4 hours. Its primary me-
tabolite, 6-beta-naltrexol, is a weak mu-opioid 
receptor antagonist with a half-life of approxi-
mately 12 hours.171

XR-NTX, or “depot naltrexone,” is encapsu-
lated in biodegradable polymer microspheres. 
It provides opioid blockade by delivering 
steady naltrexone concentrations for about 
1 month.172 Elimination half-life is 5 to 10 days. 
Repeated administration causes no accumulation 
of naltrexone or its metabolites.

Dosing Considerations
XR-NTX
XR-NTX is indicated for the prevention of return 
to opioid dependence following medically 
supervised opioid withdrawal. Appropriate 
patients should have an adequate period of 
abstinence with no signs of opioid withdrawal 
before XR-NTX administration. Patients must be 
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willing to receive monthly IM injections. Become 
acquainted with the FDA label for XR-NTX, 
which is available online (https://dailymed.nlm 
.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435 
-b0f0-4bb9-ae78-60f101f3703f).

Contraindications
Contraindications to receiving XR-NTX (as 
well as to receiving oral naltrexone, with the 
exception of hypersensitivity to the XR-NTX 
suspension and diluent) include:173

 • Current pain treatment with opioid analgesics.

 • Current physiological opioid dependence.

 • Current acute opioid withdrawal.

 • Severe hepatic impairment.

 • Naloxone challenge (Exhibit 3C.1) or oral 
naltrexone dose causing opioid withdrawal 
symptoms.

 • Positive urine opioid screen for morphine, 
methadone, buprenorphine, oxycodone, 
fentanyl, or other opioids.

 • History of hypersensitivity to naltrexone,  
polylactide-co-glycolide, carboxymethylcellu-
lose, or any other components of the diluent.

Precautions and warnings

 • Discuss the risks and benefits of continuing 
naltrexone with patients who become 
pregnant while receiving naltrexone 
treatment and whose OUD is in remission. 
Unlike methadone and buprenorphine, nal-
trexone has been little researched in pregnant 
populations.174,175

 • Patients are vulnerable to opioid overdose 
death after completing the every-4-weeks or 
once-monthly dosing period, missing a dose, 
or stopping treatment. Trying to override 
opioid blockade with high opioid doses may 
cause overdose.

 • Patients may experience injection site 
reactions including pain, tenderness, indura-
tion, swelling, erythema, bruising, or pruritus. 
Severe injection site reactions may occur (e.g., 
cellulitis, hematoma, abscess, sterile abscess, 
necrosis). Some cases may require surgical 
intervention and may result in significant 

scarring. (See the Chapter 3C Appendix for 
techniques to reduce injection site reactions). 
As with any IM injection, use caution in 
patients with thrombocytopenia or a coagula-
tion disorder.

 • Precipitated opioid withdrawal can occur 
in patients who used illicit opioids recently 
or switched from an opioid agonist med-
ication. Symptoms may be severe enough 
for hospitalization. To avoid precipitated 
withdrawal from either formulation, patients 
should typically stop use of short-acting 
opioid agonists for 7 to 10 days and long- 
acting agonists for 10 to 14 days.176 There 
is active research on approaches to initiate 
XR-NTX more quickly for patients physically 
dependent on opioid agonists.177

 • Hepatitis has been associated with XR-NTX, 
often in the presence of other potential 
causes of hepatic toxicity (e.g., alcohol liver 
disease, viral hepatitis). Monitor liver function 
tests during treatment. Stop naltrexone in 
the presence of acute hepatitis and severe 
liver disease.178 Initiate or refer patients to 
treatment for hepatitis.

 • Use cautiously in patients with moderate- 
to-severe renal impairment, because the 
medication is eliminated primarily through the 
kidneys.

 • Hypersensitivity reactions can occur, 
including rash, urticaria, angioedema, and 
anaphylaxis.

 • Monitor patients with OUD for depres-
sion and suicidal ideation. Naltrexone 
use has been occasionally associated with 
dysphoria,179 although it’s unclear whether this 
is a side effect of the medication or a manifes-
tation of underlying depression or depressed 
mood related to OUD.180 Monitor patients for 
depression, which is common with OUD.

 • If a patient needs emergency pain 
treatment, regional anesthesia or nonopioid 
analgesics are alternatives to opioid analge-
sics. A patient who must have opioids for pain 
treatment or anesthesia requires continuous 
monitoring in an anesthesia care setting.

https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
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EXHIBIT 3C.1. Naloxone Challenge

Use the naloxone challenge to assess lack of physical opioid dependence. Naloxone can be 
administered via intravenous, subcutaneous, or IM routes to patients who report an adequate 
period of opioid abstinence and have a negative opioid urine test (including morphine, methadone, 
buprenorphine, and oxycodone). A negative naloxone challenge does not guarantee that the patient 
will not experience precipitated opioid withdrawal upon naltrexone administration.181

Intravenous Administration
1. Draw 0.8 mg naloxone into a sterile syringe.
2. Inject 0.2 mg naloxone intravenously.
3. Wait 30 seconds for signs and symptoms of withdrawal. If withdrawal signs/symptoms are present, 

stop the naloxone challenge and treat symptomatically.
4. If no withdrawal signs and symptoms are present and vital signs are stable, inject remaining 

naloxone (0.6 mg) and observe for 20 minutes. Check the patient’s vital signs and monitor for 
withdrawal.

5. If withdrawal signs and symptoms are present, stop the naloxone challenge and treat 
symptomatically. The test can be repeated in 24 hours or the patient can be considered for opioid 
agonist treatment.

6. If no withdrawal signs and symptoms are present* and oral naltrexone is the desired treatment 
course, give the patient two tablets of 25 mg naltrexone (take one tablet on each of the next 2 days) 
and a sufficient number of 50 mg naltrexone tablets (take one 50 mg tablet daily starting on the 
third day) until they are able to fill their prescription for oral naltrexone. Skip to Step 8.

7. If no withdrawal signs and symptoms are present** and XR-NTX is the desired treatment course, 
administer XR-NTX in the upper outer quadrant of the buttock, following package insert directions 
(summarized below).

8. Instruct the patient about the risk of overdose and death if they use opioids to override the blockade.

Subcutaneous Administration
1. Inject 0.8 mg naloxone subcutaneously.
2. Wait 20 minutes while checking vital signs and observing for signs and symptoms of opioid 

withdrawal.
3. If withdrawal signs and symptom are present, stop the naloxone challenge and treat 

symptomatically. The test can be repeated in 24 hours or the patient can be considered for opioid 
agonist treatment.

4. If no withdrawal signs and symptoms are present, follow Step 6 (for oral naltrexone treatment) or 
Step 7 (for XR-NTX treatment) above.

* Optional: If withdrawal signs and symptoms are absent, administer 25 mg oral naltrexone and observe for 2 hours. 
If the patient develops opioid withdrawal, treat symptomatically. If no withdrawal signs or symptoms are present 
following the 25 mg naltrexone dose and oral naltrexone is the desired treatment course, give the patient one tablet  
of 25 mg naltrexone to take the next day and 50 mg naltrexone tablets to take daily starting the day after.

** Optional: If withdrawal signs and symptoms are absent, administer 25 mg oral naltrexone and observe for 2 
hours. If the patient develops opioid withdrawal, treat symptomatically and do not administer XR-NTX. This step is 
recommended to minimize the likelihood of longer lasting precipitated withdrawal in patients given XR-NTX who took 
buprenorphine recently (naloxone may not displace it from opioid receptors). This step can help identify a naltrexone 
allergy before providing XR-NTX. If no withdrawal symptoms are present following the 25 mg naltrexone dose and  
XR-NTX is the desired course, administer XR-NTX as described above.

Adapted from material in the public domain.182
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Side effects
Possible side effects of XR-NTX include (see the 
FDA label for a complete list https://dailymed 
.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd 
11c435-b0f0-4bb9-ae78-60f101f3703f):183

 • Insomnia.

 • Injection site pain.

 • Hepatic enzyme abnormalities.

 • Nasopharyngitis.

Assessment
Thorough assessment helps determine whether 
naltrexone treatment is appropriate for a patient. 
(Part 2 of this Treatment Improvement Protocol 
[TIP] covers screening and assessment in more 
detail.)

Patients who have been abstinent from 
short-acting opioids (including tramadol) for 
7 to 10 days or long-acting opioids (e.g., 
methadone, buprenorphine) for 10 to 14 days 
can initiate naltrexone following assessment 
that includes:

 • Checking the state prescription drug moni-
toring program database.

 • Taking the patient’s history.
 − Conduct a medical, psychiatric, substance 

use, and substance use treatment history.
 − Assess recent opioid use, including 

frequency, quantity, type, route, and last 
day of use. Confirm an adequate opioid 
abstinence period.

 − Establish OUD diagnosis.
 − Assess for other SUDs, including those 

that involve alcohol, benzodiazepines, or 
stimulants.

 • Conducting a physical exam.
 − Assess for signs and symptoms of intoxi-
cation. Do not give a first dose to a patient 
who is sedated or intoxicated. Assess and 
treat him or her appropriately.

 − Assess for evidence of opioid withdrawal 
and physiological dependence. The 
Clinical Opioid Withdrawal Scale (COWS)  

or the Clinical Institute Narcotic 
Assessment (CINA) Scale for Withdrawal 
Symptoms can be used to assess with-
drawal signs (see “Resource Alert: Opioid 
Withdrawal Scales”). The patient should 
not exhibit any signs of opioid withdrawal 
before taking the first dose of naltrexone, 
to avoid precipitated withdrawal.

 • Obtaining laboratory tests.
 − Conduct drug and alcohol tests. Use 

reliable urine tests for opioids (including 
morphine, methadone, buprenorphine, 
and oxycodone), benzodiazepines, 
cocaine, and other drugs commonly used 
in the area. Use a breathalyzer to estimate 
the patient’s blood alcohol content.

 − Conduct a pregnancy test. Naltrexone 
is not recommended for OUD treatment 
in pregnancy. Refer pregnant patients to 
prenatal care.184

 − Assess liver function. Obtain liver function 
tests followed by periodic monitoring at 6- 
or 12-month intervals during treatment.185

 − Obtain kidney function tests (e.g., creati-
nine) for people who inject drugs.

RESOURCE ALERT 

Opioid Withdrawal Scales

The COWS and other opioid withdrawal 

scales from Annex 10 of the World Health 

Organization’s Guidelines for the Psychosocially 

Assisted Pharmacological Treatment of Opioid 

Dependence can be downloaded from the 

National Center for Biotechnology Information 

website (www.ncbi.nlm.nih.gov/books 

/NBK143183).

The CINA Scale for Withdrawal Symptoms is 

also available online (www.ncpoep.org/wp 

-content/uploads/2015/02/Appendix_7_Clinical 

_Institute_Narcotic_Assessment_CINA_Scale 

_for_Withdrawal_Symptoms.pdf).

https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
www.ncbi.nlm.nih.gov/books/NBK143183
www.ncbi.nlm.nih.gov/books/NBK143183
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
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 − Conduct hepatitis and HIV tests. 
Hepatitis B and C are common among 
patients entering naltrexone treatment. 
HIV infection is also prevalent. If possible, 
test the patient for these infections and 
refer to treatment as appropriate. The 
Centers for Disease Control and Prevention 
recommends hepatitis B vaccine for indi-
viduals seeking treatment for SUDs.186

During assessment, discuss with patients the 
risks and benefits of naltrexone and alterna-
tive treatment approaches. Explore patients’ 
motivation to initiate medication treatment 
and to adhere to the dosing regimen. Start 
naltrexone if the patient:

 • Meets Diagnostic and Statistical Manual of 
Mental Disorders, Fifth Edition, criteria for OUD.

 • Understands risks and benefits.

 • Reports opioid abstinence for 7 to 10 days 
(short acting) or 10 to 14 days (long acting).

 • Reports no allergies to naltrexone or the 
components of the XR-NTX preparation.

 • Does not have a coagulation disorder.

 • Will not soon require opioid analgesia.

 • Has a negative pregnancy test.

 • Has a negative urine opioid screen for 
morphine, methadone, buprenorphine, 
oxycodone, and other opioids.

 • Is free of current opioid withdrawal signs  
and symptoms (Exhibit 3C.2).

 • Has liver function test results that do not 
indicate acute hepatitis or liver failure.

 • Has a negative naloxone challenge result 
(Exhibit 3C.1).

Patient selection
No evidence clearly predicts which patients 
are best treated with XR-NTX versus other 
OUD medications. A secondary analysis of the 
data from a randomized trial of XR-NTX versus 
placebo conducted in Russia found no significant 
baseline predictors of successes among the 25 
variables examined, including demographics, 

clinical severity, level of functioning, craving,  
and HIV serostatus.187

Inform patients of all their treatment options 
and the settings in which they are available. 
OTPs may be best for patients needing more 
structure. Tailor decisions about which medica-
tion to use to patients’ medical and substance 
use histories, patient preferences, and treatment 
availability.

Pregnant women are not appropriate  
candidates for XR-NTX treatment.

Consider for XR-NTX treatment patients 
who:188

 • Do not wish to take opioid agonists.

 • Have been opioid abstinent for at least 
1 week, have recently been or will soon be 
released from controlled environments (e.g., 
incarceration, residential addiction treatment), 
and do not wish to initiate (or are not able 
to access) opioid agonist treatment. For 
patients requesting opioid agonist treatment, 
methadone or buprenorphine must be started 
at much lower doses and increased much 
more slowly than for opioid-tolerant patients 
(see sections on methadone and buprenor-
phine dosing).

EXHIBIT 3C.2. Signs and 
Symptoms of Opioid 
Withdrawal

Signs
Runny nose
Tearing
Yawning
Sweating
Tremor
Vomiting
Piloerection
Pupillary dilation

Symptoms
Skin crawling
Abdominal cramps
Temperature changes
Nausea
Vomiting
Diarrhea
Bone or muscle pain
Dysphoria
Craving for opioids
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 • Have not responded well to prior adequate 
treatment with opioid agonist therapy.189

 • Are part of an overall program with 
external monitoring and significant, 
immediate external consequences for lack of 
adherence. These patients (e.g., healthcare 
professionals, pilots, probationers, parolees) 
may show higher rates of retention with 
XR-NTX because of required external 
monitoring.190

 • Have home locations or work schedules 
making daily or almost-daily OTP visits 
impossible or risky (e.g., job loss).

Informed consent
Inform all patients of the following basic 
information:

 • Their OUD diagnosis and the nature of the 
disorder

 • Risks and benefits of XR-NTX and other OUD 
medications

 • Risks and benefits of nonmedication 
treatments

Consider asking patients to sign a treatment 
agreement form before starting treatment. 
(See Appendix 3C for a sample treatment 
agreement.) Document informed consent discus-
sions in the medical record.

Educate patients and their families about what 
to expect from naltrexone treatment (Exhibit 
3C.3). A naltrexone medication guide should 
be dispensed to patients with each injection. 
Caution them about increased risk of overdose 
if they stop treatment and return to illicit opioid 
use or attempt to override the receptor blockade 
of XR-NTX. Document education in the medical 
record. Chapter 3C Appendix has a patient 
education counseling tool for XR-NTX.

Initiating XR-NTX treatment

Storage and preparation
A pharmacy will send XR-NTX and its diluent in a 
refrigerated package with two sets of administra-
tion needles (1.5 and 2 inches), a 1-inch prepara-
tion needle, and a needle protection device.

The XR-NTX microspheres are temperature 
sensitive. When the carton arrives from the 
pharmacy, store it in a refrigerator at 36 to 46 
degrees Fahrenheit (2 to 8 degrees Celsius). The 
refrigerator should have a working thermometer; 
check the temperature regularly.

Do not freeze the carton or expose it to tem-
peratures above 77 degrees Fahrenheit (25 
degrees Celsius). XR-NTX can be stored unrefrig-
erated for up to 7 days before administration.

Before preparing XR-NTX for administration, 
keep it at room temperature for about 45 
minutes. Examine the microspheres and diluent 
to ensure that no particulate matter or discolor-
ation are present. Mix following FDA-approved 
package insert directions, using the 1-inch 
preparation needle. Resulting suspension should 
be milky white, without clumps, and able to 
move freely down the wall of the vial.

Two sets of needles of two different lengths are 
shipped with the medication in case the first 
needle clogs before injection. Use the 1.5-inch 
needle for lean patients and the 2-inch 
needle for patients with more subcutaneous 
tissue overlying the gluteal muscle. The longer 
needle helps ensure that the injection reaches 
the muscle. Inject patients with average body 
habitus with either needle.

Administration
Administer XR-NTX every 4 weeks or once 
a month as a 380 mg IM gluteal injection. 
Alternate buttocks for each 4-week injection. 
Given the risk of severe injection site reactions, 
FDA requires a risk evaluation and mitigation 
strategy (www.vivitrolrems.com) for XR-NTX 
including a patient counseling tool, a patient 
medication guide, and a visual aid to reinforce 
proper XR-NTX injection technique.

Use language and written materials 
appropriate to each patient’s 
comprehension level to ensure that he 
or she understands the options and can 
make informed decisions.

www.vivitrolrems.com
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EXHIBIT 3C.3. Key Points of Patient Education for Naltrexone

 • Do not use any opioids in the 7 to 10 days (for 
short acting) or 10 to 14 days (for long acting) 
before starting XR-NTX, to avoid potentially 
serious opioid withdrawal symptoms. Opioids 
include: 

 - Heroin.

 - Prescription opioid analgesics (including 
tramadol).

 - Cough, diarrhea, or other medications that 
contain codeine or other opioids.

 - Methadone.

 - Buprenorphine.

 • Seek immediate medical help if symptoms of 
allergic reaction or anaphylaxis occur, such as:

 - Itching.

 - Swelling.

 - Hives.

 - Shortness of breath.

 - Throat tightness.

 • Do not try to override the opioid blockade with 
large amounts of opioids, which could result in 
overdose.

 • Understand the risk of overdose from using 
opioids near the time of the next injection, after 
missing a dose, or after stopping medications. 

 • Report injection site reactions including:

 - Pain.

 - Hardening.

 - Lumps.

 - Blisters.

 - Blackening.

 - Scabs.

 - An open wound.

Some of these reactions could require surgery to 
repair (rarely).

 • Report signs and symptoms of hepatitis (e.g., 
fatigue, abdominal pain, yellowing skin or eyes, 
dark urine). 

 • Report depression or suicidal thoughts. Seek 
immediate medical attention if these symptoms 
appear.

 • Seek medical help if symptoms of pneumonia 
appear (e.g., shortness of breath, fever).

 • Inform providers of naltrexone treatment, 
as treatment differs for various types of 
pneumonia.

 • Inform all healthcare professionals of XR-NTX 
treatment.

 • Report pregnancy. 

 • Inform providers of any upcoming medical 
procedures that may require pain medication.

 • Understand that taking naltrexone may result 
in difficulty achieving adequate pain control if 
acute medical illness or trauma causes severe 
acute pain.

 • Wear medical alert jewelry and carry a medical 
alert card indicating you are taking XR-NTX. A 
patient wallet card or medical alert bracelet can 
be ordered at 1-800-848-4876.

Follow-up care after first dose
Examine patients within a week of administer-
ing their first XR-NTX dose. It can be clinically 
beneficial to maintain weekly contact in the first 
month to:

 • Provide supportive counseling.

 • Assess ongoing drug or alcohol use.

 • Monitor side effects.

 • Obtain drug testing.

 • Follow up on status of referrals to  
counseling or other services.

Patients who test the opioid blockade of XR-NTX 
may discontinue use because of the blocking of 
the euphoric effects of illicit opioids.191 Patients 
who miss a dose can restart medication (use 
procedures outlined earlier in this section) after 
an adequate period of opioid abstinence (7 to 14 
days).

The TIP expert panel cautions that, 
based on current data, arbitrary time 
limits on XR-NTX are inappropriate.
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See Chapter 3E for information on the manage-
ment of patients taking naltrexone in office- 
based treatment settings.

Duration of treatment
Barring contraindications, patients should 
continue taking XR-NTX as long as they 
benefit from it and want to continue. Data are 
limited on the long-term effectiveness of XR-NTX 
compared with methadone or buprenorphine.

Treatment discontinuation
When patients wish to discontinue naltrexone, 
engage in shared decision making and explore:

 • Their reasons for wanting to discontinue.

 • The risks and benefits of discontinuing.

 • Problem-solving strategies that can help them 
make an informed choice.

 • Their appropriateness for buprenorphine or 
methadone treatment.

Discourage patients who are not yet stable 
from discontinuing treatment, because of the 
high rate of return to illicit opioid use and the 
increased chance of overdose death.

Signs that a patient may be ready to discontinue 
medication include:192

 • Sustaining illicit drug abstinence over time.

 • Having stable housing and income.

 • Having no legal problems.

 • Having substantially reduced craving.

 • Attending counseling or mutual-help groups.

Patients who discontinue should have a 
recovery plan that may include monitoring as 
well as adjunctive counseling and recovery 
support. If they return to opioid use, encourage 
them to return for assessment and reentry into 
treatment.

Given the high risk of return to illicit opioid 
use, offer patients information about opioid 
overdose prevention and a naloxone prescrip-
tion they can use in case of overdose. When 
patients stop using naltrexone, they will have no 
tolerance for opioids. Their risk of overdose is 
very high if they use again. For more information, 
see the SAMHSA Opioid Overdose Prevention 
Toolkit (https://store.samhsa.gov/shin/content 
//SMA16-4742/SMA16-4742.pdf).

Rapid naltrexone induction
Patients with OUD need to discontinue 
opioids and wait 7 to 14 days after last 
opioid use (including any given for with-
drawal treatment) before receiving XR-NTX. 
As described above, they can do so through 
medically supervised withdrawal in a controlled 
environment, such as an inpatient unit, residen-
tial addiction treatment program, correctional 
facility, or hospital, or on an outpatient basis.

Financial issues and managed care constraints 
may influence patients’ access to controlled 
treatment environments. The alternative—
abstaining long enough after outpatient 
medically supervised withdrawal—is challeng-
ing. Thus, various approaches to rapid naltrexone 
induction have been developed193 and more 
recently refined in research settings.194,195,196

Consider rapid induction in specialty addiction 
treatment programs, not general medical 
settings. It may be hard for providers in general 
medical settings to start XR-NTX successfully 
with patients who need medically supervised 
opioid withdrawal. Rapid induction approaches 
are likely beyond the scope of general outpatient 

RESOURCE ALERT 

Patient and Family Educational 
Resources

Decisions in Recovery: Treatment for Opioid  

Use Disorder offers information for patients on 

the use of medications for OUD (https://store 

.samhsa.gov/product/SMA16-4993)

Medication-Assisted Treatment for Opioid 

Addiction: Facts for Families and Friends offers 

information for family and friends (www.ct.gov 

/dmhas/lib/dmhas/publications/MAT-InfoFamily 

Friends.pdf)

https://store.samhsa.gov/shin/content//SMA16-4742/SMA16-4742.pdf
https://store.samhsa.gov/shin/content//SMA16-4742/SMA16-4742.pdf
https://store.samhsa.gov/product/SMA16-4993
https://store.samhsa.gov/product/SMA16-4993
www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
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settings. However, patients can successfully 
initiate XR-NTX in a general outpatient medical 
setting if they:

 • Have been abstinent for sufficient time and 
pass the naloxone challenge.

 • Started taking XR-NTX elsewhere and are due 
for the next injection.

One randomized trial compared two approaches 
to starting XR-NTX on an outpatient basis. This 
study assigned adults dependent on opioids  
to either a standard 14-day buprenorphine- 
assisted opioid withdrawal or more rapid 7-day 
oral naltrexone-assisted opioid withdrawal.197 
Naltrexone-assisted withdrawal was conducted 
over 7 days. It included 1 day of buprenorphine 
administration; 1 day with ancillary medications 
including clonidine and clonazepam but no 
buprenorphine; followed by 4 days of ancillary 
medications and increasing daily doses of oral 
naltrexone (starting with 1 mg, 3 mg, 12 mg, 
and 25 mg); and concluding on day 7 with 
XR-NTX administration. Buprenorphine-assisted 
withdrawal consisted of a 7-day buprenorphine 
taper followed by the recommended 7 days 
without opioids. The naltrexone-assisted 
withdrawal group was significantly more 
likely to begin XR-NTX compared with the 
buprenorphine-assisted withdrawal group (56.1 
percent versus 32.7 percent, respectively). This 
type of approach, which must be conducted 
with careful daily monitoring, is used in some 
residential programs and may prove to be a 
useful approach to outpatient XR-NTX induction 
in specialty programs. More discussion on rapid 
induction approaches is available in Implementing 
Antagonist-Based Relapse Prevention Treatment 
for Buprenorphine-Treated Individuals,198 
available online (http://pcssmat.org/wp-content 
/uploads/2015/02/PCSSMAT-Implementing 
-Antagonist-with-Case.Bisaga.CME_.pdf).

Oral Naltrexone
The effectiveness of oral naltrexone is limited, 
given poor adherence and the requirement of 7 
to 14 days of opioid abstinence before initiation. 
During this waiting period, patients may drop 

out of care. One study found significantly lower 
patient retention in treatment after incarcera-
tion for patients treated with oral naltrexone 
compared with methadone.199

Oral naltrexone blocks opioid-induced euphoria 
for only a day or two. When patients stop taking 
it, risks of return to opioid use and overdose 
increase.

The TIP expert panel doesn’t recommend 
using oral naltrexone except in the limited 
circumstances described in the following 
sections. This view is in keeping with expert 
reviews for the United Kingdom’s National 
Health Service,200 a clinical practice guideline 
published by the Department of Veterans Affairs 
and Department of Defense,201 and a Cochrane 
review.202

Indications and contraindications, 
precautions and warnings, side effects, and 
assessment.
All are similar to those for XR-NTX, save issues 
specific to suspension/diluent contents and the 
injection itself.

Patient Selection
In limited circumstances, oral naltrexone may 
be considered after the risks and benefits, as 
well as alternative treatments, are discussed with 
the patient. Examples include:

 • Patients who cannot afford XR-NTX but 
wish to take an opioid receptor antagonist.

 • Patients with high levels of monitoring and 
negative consequences for nonadherence, 
such as healthcare professionals who may 
not be permitted to have opioid agonist 
treatment.203,204

The TIP expert panel does not 
recommend that payers require 
patients to fail oral naltrexone before 
providing access to XR-NTX, given the 
risk of unintentional overdose death if 
the patient returns to illicit opioid use.

http://pcssmat.org/wp-content/uploads/2015/02/PCSSMAT-Implementing-Antagonist-with-Case.Bisaga.CME_.pdf
http://pcssmat.org/wp-content/uploads/2015/02/PCSSMAT-Implementing-Antagonist-with-Case.Bisaga.CME_.pdf
http://pcssmat.org/wp-content/uploads/2015/02/PCSSMAT-Implementing-Antagonist-with-Case.Bisaga.CME_.pdf
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 • Patients leaving controlled environments 
(e.g., prisons, hospitals, inpatient addiction re-
habilitation) who may benefit from medication 
to prevent return to illicit drug use but cannot 
or will not take XR-NTX and do not wish to be 
treated with (or do not have access to) opioid 
agonists.

Patients who have taken methadone or ex-
tensively used heroin are especially poor oral 
naltrexone candidates.205

Dosing
Following a negative naloxone challenge, the 
first oral dose of naltrexone can be 25 mg (half 
of the usual daily naltrexone maintenance dose). 
This reduces risk of a more severe precipitated 
opioid withdrawal than could occur with a full 
50 mg dose. This lower dose may also reduce 
nausea associated with the first naltrexone dose. 
The dose can be increased to 50 mg daily on the 
second day.

To increase adherence, arrange for directly 
observed administration of oral naltrexone. 
This is more feasible if patients who tolerate a 
daily dose of 50 mg are switched to a 3-days-
per-week regimen for a total weekly dose of 350 
mg (e.g., administer 100 mg on Monday and 
Wednesday and 150 mg on Friday). A member 
of the patient’s social network (e.g., spouse) may 
also directly observe therapy.

Duration of treatment
The optimal length of treatment with oral 
naltrexone is not known. In general, the 
longer patients take an effective medication, 
the better their outcomes.

Use of illicit opioids during treatment with oral 
naltrexone is a cause of concern and may be a 
precursor to treatment discontinuation.206 Some 
patients will initially test the opioid blockade 
with illicit opioids and then discontinue opioid 
use. However, others will continue using illicit 
opioids.207

If patients continue to test the blockade, 
immediately discuss alternative treatment 
plans that include:

 • Increased counseling.

 • Switching to XR-NTX.

 • Closer monitoring.

 • Directly observed oral naltrexone therapy.

 • Residential treatment.

 • Assessment for the appropriateness of bu-
prenorphine or methadone.

Naltrexone Dosing Summary
XR-NTX
 • Before administering XR-NTX, keep it at room 

temperature for about 45 minutes.

 • Use the correct needle length to ensure the 
injection is in the gluteal muscle.

 − Use the 2-inch needle for patients with 
more subcutaneous tissue and the 1.5-inch 
needle for patients with less adipose tissue.

 − Use either length in patients with normal 
body habitus.

 • Use proper aseptic technique.

 • Use proper gluteal IM injection technique.

 • Never inject intravenously or subcutaneously.

 • Repeat the injection every 4 weeks or once 
per month.

Oral Naltrexone
 • Use in limited circumstances after discussing 

risks and benefits, as well as alternative 
treatment options, with the patient.

 • Do the naloxone challenge.

 • The first oral naltrexone dose should be 25 mg.

 • The dose can be increased on the second day 
to 50 mg daily if necessary.

 • If desired, switch patients who tolerate a daily 
dose of 50 mg to a 3-days-per-week regimen 
for a total weekly dose of 350 mg.



3-46

Medications for Opioid Use DisorderTIP 63

Chapter 3C Appendix

Sample XR-NTX Treatment Agreement
This form is for educational/informational purposes only. It doesn’t establish a legal or medical standard of care. Healthcare 
professionals should use their judgment in interpreting this form and applying it in the circumstances of their individual 
patients and practice arrangements. The information provided in this form is provided “as is” with no guarantee as to its 
accuracy or completeness.

TREATMENT AGREEMENT

I agree to accept the following treatment agreement for extended-release injectable naltrexone office-based opioid 
use disorder treatment:

1. The risks and benefits of extended-release injectable naltrexone treatment have been explained to me.
2. The risks and benefits of other treatment for opioid use disorder (including methadone, buprenorphine, and 

nonmedication treatments) have been explained to me.
3. I will be on time to my appointments and respectful to the office staff and other patients.
4. I will keep my healthcare provider informed of all my medications (including herbs and vitamins) and medical 

problems.
5. I agree not to obtain or take prescription opioid medications prescribed by any other healthcare provider without 

consultation from my naltrexone prescriber.
6. If I am going to have a medical procedure that will cause pain, I will let my healthcare provider know in advance 

so that my pain will be adequately treated.
7. If I miss a scheduled appointment for my next extended-release naltrexone injection, I understand that I should 

reschedule the appointment as soon as possible because it is important to receive the medication on time to 
reduce the risk of opioid overdose should I return to use. 

8. If I come to the office intoxicated, I understand that my healthcare provider will not see me.
9. Violence, threatening language or behavior, or participation in any illegal activity at the office will result in 

treatment termination from the clinic.
10. I understand that random urine drug testing is a treatment requirement. If I do not provide a urine sample, it will 

count as a positive drug test.
11. I understand that initially I will have weekly office visits until my condition is stable. 
12. I can be seen every 2 weeks in the office starting the second month of treatment if I have two negative urine drug 

tests in a row.
13. I may be seen less than every 2 weeks based on goals made by my healthcare provider and me.
14. I understand that people have died trying to overcome the naltrexone opioid blockade by taking large amounts 

of opioids.
15. I understand that treatment of opioid use disorder involves more than just taking medication. I agree to follow 

my healthcare provider’s recommendations for additional counseling and/or for help with other problems.
16. I understand that there is no fixed time for being on naltrexone and that the goal of treatment is for me to stop 

using all illicit drugs and become successful in all aspects of my life.
17. I understand that my risk of overdose increases if I go back to using opioids after stopping naltrexone. 
18. I have been educated about the other two FDA-approved medications used to treat opioid use disorder, 

methadone and buprenorphine, and I prefer to receive treatment with naltrexone. 
19. I have been educated about the increased chance of pregnancy when stopping illicit opioid use and starting 

naltrexone treatment and have been informed about methods for preventing pregnancy.
20. I have been informed that if I become pregnant during naltrexone treatment, I should inform my provider and 

have a discussion about the risks and benefits of continuing to take naltrexone.

Other specific items unique to my treatment include:

Patient’s Name (print): _____________________________________________________

Patient’s Signature: ________________________________________________________   Date: ____________________

This form is adapted from the American Society of Addiction Medicine’s Sample Treatment Agreement, which is updated 
periodically; the most current version of the agreement is available online (www.asam.org/docs/default-source/advocacy/sample 
-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=0).

Adapted with permission.208

www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=0
www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=0
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Patient Counseling Tool for XR-NTX

Available online (www.vivitrolrems.com/content/pdf/patinfo-counseling-tool.pdf).

Reprinted with permission.209

Risk of sudden opioid withdrawal during initiation and re-initiation of VIVITROL
Using any type of opioid including street drugs, prescription pain medicines, cough, cold or diarrhea medicines 
that contain opioids, or opioid dependence treatments buprenorphine or methadone, in the 7 to 14 days before 
starting VIVITROL may cause severe and potentially dangerous sudden opioid withdrawal. 

Risk of opioid overdose
Patients may be more sensitive to the effects of lower amounts of opioids:

Patients should tell their family and people close to them about the increased sensitivity to opioids and the 
risk of overdose even when using lower doses of opioids or amounts that they used before treatment. Using 
large amounts of opioids, such as prescription pain pills or heroin, to overcome effects of VIVITROL can lead to 
serious injury, coma, and death.

Risk of severe reactions at the injection site 
Remind patients of these possible symptoms at the injection site: 

Some of these injection site reactions have required surgery.
Tell your patients to contact a healthcare provider if they have any reactions at the injection site.

Risk of liver injury, including liver damage or hepatitis 
Remind patients of the possible symptoms of liver damage or hepatitis.

Patients may not feel the therapeutic effects of opioid-containing medicines for pain, cough or 
cold, or diarrhea while taking VIVITROL.

Patients should carry written information with them at all times to alert healthcare providers that they are 
taking VIVITROL, so they can be treated properly in an emergency.

A Patient Wallet Card or Medical Alert Bracelet can be ordered from: 1-800-848-4876, Option #1.

Patient Counseling Tool
VIVITROL® (naltrexone for extended-release injectable suspension) 

• After stopping opioids (detoxification) •  If a dose of VIVITROL is missed

• When the next VIVITROL dose is due •  After VIVITROL treatment stops

•  Intense pain •  Blisters

 •  The area feels hard •  Open wound

 •  Large areas of swelling •  Dark scab

•  Lumps

•  Stomach area pain lasting more than a few days •      Yellowing of the whites of eyes

•  Dark urine •  Tiredness

PLEASE SEE PRESCRIBING INFORMATION AND MEDICATION GUIDE.

Alkermes® and VIVITROL® are registered trademarks of Alkermes, Inc. 
©2013 Alkermes, Inc.
All rights reserved  VIV-001317  Printed in U.S.A

w w w.vivitrol.com

www.vivitrolrems.com/content/pdf/patinfo-counseling-tool.pdf
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Key Techniques for Reducing Injection Site Reactions210

To reduce severe injection site reactions when administering XR-NTX via intramuscular injection, use 
the following techniques:

 • Use one of the administration needles provided with the XR-NTX kit to ensure that the 
injection reaches the gluteal muscle. Use the 2-inch needle for patients who have more subcuta-
neous adipose tissue. Use the 1.5-inch needle for patients with less subcutaneous adipose tissue. 
Either needle is appropriate for use with patients who have average amounts of subcutaneous 
adipose tissue.

 • Use aseptic technique when administering intramuscularly. Using a circular motion, clean the 
injection site with an alcohol swab. Let the area dry before administering the injection. Do not 
touch this area again before administration.

 • Use proper deep intramuscular injection technique into the gluteal muscle. XR-NTX must not 
be injected intravenously, subcutaneously, or into adipose tissue. Accidental subcutaneous injection 
may increase the risk of severe injection site reactions.

 − Administer the suspension by deep intramuscular injection into the upper outer quadrant 
of gluteal muscle, alternating buttocks per monthly injection.

 − Remember to aspirate for blood before injection. If blood aspirates or the needle clogs, do 
not inject. Change to the spare needle provided in the package and administer into an adjacent 
site in the same gluteal region, again aspirating for blood before injection.

 − Inject the suspension in a smooth, continuous motion.

A patient counseling tool is available to help you counsel your patients before administration about 
the serious risks associated with XR-NTX.

The above information is a selection of key safety information about the XR-NTX injection. For 
complete safety information, refer to the directions for use and the prescribing information provided 
in the medication kit. You can also obtain this information online (www.vivitrolrems.com) or by calling 
1-800-VIVITROL.

Available online (www.vivitrolrems.com/content/pdf/patinfo-injection-poster.pdf).

www.vivitrolrems.com
www.vivitrolrems.com/content/pdf/patinfo-injection-poster.pdf
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Chapter 3D: Buprenorphine

Chapter 3D is an overview of buprenorphine pharmacology and specific dosing guidance 
for sublingual and buccal formulations and buprenorphine implants.

Buprenorphine and buprenorphine/naloxone 
formulations are effective treatments for opioid 
use disorder (OUD). Numerous clinical studies 
and randomized clinical trials have demonstrated 
buprenorphine’s efficacy in retaining patients 
in treatment and reducing illicit opioid use 
compared with treatment without medication 
and medically supervised withdrawal.211,212,213 
Other research has associated it with reduction 
in HIV risk behavior and risk of overdose death, 
and its effectiveness has been shown in primary 
care settings.214,215,216,217,218 Buprenorphine is on 
the World Health Organization (WHO) list of 
essential medications.219

The Treatment Improvement Protocol (TIP) 
expert panel recommends offering the option 
of Food and Drug Administration (FDA)-
approved buprenorphine formulations to 
appropriate patients with OUD, considering 
patient preferences for and experience with 
other medications or no medication. These 
recommendations align with recent Department 
of Veterans Affairs guidelines.220

Formulations
History of Approvals
FDA originally approved buprenorphine for 
analgesia. Formulations for OUD treatment were 
approved in:

 • 2002: Sublingual buprenorphine/naloxone 
sublingual tablets (Suboxone); sublingual 
buprenorphine tablets (Subutex). The man-
ufacturer discontinued the tablet dosage of 
the latter from the U.S. market after the film’s 
approval, but generic tablet formulations are 
still available (Exhibit 3A.5, Chapter 3A).

 • 2010: Buprenorphine/naloxone sublingual films.

 • 2013: Buprenorphine/naloxone sublingual 
tablets (Zubsolv).221

 • 2014: Buprenorphine/naloxone buccal films 
(Bunavail).222

 • 2016: Buprenorphine implants (Probuphine).

 • 2017: Buprenorphine extended-release 
injection (Sublocade).

FDA approved generic buprenorphine and 
buprenorphine/naloxone formulations based 
on evidence that they produce similar (within 
90 percent confidence intervals) bioequivalence 
on pharmacokinetic measures, such as peak 
serum concentration, compared with the original 
sublingual buprenorphine/naloxone product.

The 2013 and 2014 branded formulations 
have greater bioavailability than Suboxone, 
meaning they deliver more buprenorphine 
to the bloodstream, thus achieving the same 
effect as the original product with lower 
doses. For example, 5.7 mg/1.4 mg of Zubsolv 
and 4.2 mg/0.7 mg of Bunavail provide the  
same buprenorphine exposure as 8 mg/2 mg  
of Suboxone.

Opioid treatment programs (OTPs) 
may administer or dispense 
buprenorphine, but only providers 
with Substance Abuse and Mental 
Health Services Administration 
(SAMHSA) waivers can prescribe 
buprenorphine for OUD. See “Resource 
Alert: How To Obtain a Waiver To 
Prescribe Buprenorphine” in Chapter 
3A of this TIP.
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Exhibit 3D.1 lists product strengths and recom-
mended once-daily maintenance doses. For 
simplicity, dosing information here refers to 
sublingual Suboxone equivalents. An 8 mg/2 mg 
tablet of sublingual Suboxone is equivalent to 
5.7 mg/1.4 mg of sublingual Zubsolv and  
4.2 mg/0.7 mg of buccal Bunavail.

Patients who switch formulations may experience 
clinically significant plasma concentration changes 
that may require dose adjustments; bioavail-
ability is similar, but not identical, between 
formulations.

Implants
In 2016, FDA approved buprenorphine 
implants for OUD maintenance treatment in 
patients who have achieved sustained clinical 
stability (e.g., periods of abstinence, minimal or 
no desire to use illicit opioids, stable housing, 
social support) while taking no more than 8 mg 
of daily Subutex (buprenorphine monoprod-
uct) or Suboxone (buprenorphine/naloxone) 
equivalents. The implants are a set of four rods, 
each 2.5 mm in diameter and 26 mm in length. 
Each rod contains the equivalent of 80 mg of 

EXHIBIT 3D.1. Buprenorphine Transmucosal Products for OUD 
Treatment

PRODUCT NAME/ 
ACTIVE INGREDIENT

ROUTE OF 
ADMINISTRATION/

FORM
AVAILABLE 
STRENGTHS

RECOMMENDED ONCE-
DAILY MAINTENANCE 

DOSE

Bunavail223

 • Buprenorphine hydrochloride

 • Naloxone hydrochloride

Buccal film 2.1 mg/0.3 mg
4.2 mg/0.7 mg
6.3 mg/1 mg

Target: 8.4 mg/1.4 mg

Range:  2.1 mg/0.3 mg to 
12.6 mg/2.1 mg

Generic combination product224,225

 • Buprenorphine hydrochloride

 • Naloxone hydrochloride

Sublingual tablet 2 mg/0.5 mg
8 mg/2 mg

Target: 16 mg/4 mg

Range:  4 mg/1 mg to  
24 mg/6 mg*

Generic monoproduct226,227

 • Buprenorphine hydrochloride

Sublingual tablet 2 mg
8 mg

Target: 16 mg

Range:  4 mg to 24 mg*

Suboxone228,229

 • Buprenorphine hydrochloride

 • Naloxone hydrochloride

Sublingual film 2 mg/0.5 mg
4 mg/1 mg
8 mg/2 mg
12 mg/3 mg

Target: 16 mg/4 mg

Range:  4 mg/1 mg to  
24 mg/6 mg*

Zubsolv230,231

 • Buprenorphine hydrochloride

 • Naloxone hydrochloride

Sublingual tablet 0.7 mg/0.18 mg
1.4 mg/0.36 mg
2.9 mg/0.71 mg
5.7 mg/1.4 mg
8.6 mg/2.1 mg
11.4 mg/2.9 mg

Target: 11.4 mg/2.9 mg

Range:  2.9 mg/0.71 mg 
to 17.2 mg/4.2 mg

*Dosages above 24 mg buprenorphine or 24 mg/6 mg buprenorphine/naloxone per day have shown no clinical 
advantage.232,233

Adapted from material in the public domain.234
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buprenorphine hydrochloride. The implants 
are for subdermal insertion on the inside of the 
upper arm and provide 6 months of buprenor-
phine. The implants must be removed after 6 
months.

Peak buprenorphine plasma concentrations 
occur 12 hours after implant insertion, slowly 
decrease, and reach steady-state concentrations 
in about 4 weeks. Steady-state concentrations 
are comparable to trough buprenorphine plasma 
levels produced by daily sublingual buprenor-
phine doses of 8 mg or less. Implant effective-
ness lasts up to 6 months.

Injectables
In November 2017, FDA approved extended- 
release (monthly) subcutaneous injectable 
buprenorphine for moderate-to-severe 
OUD treatment among patients who initiated 
treatment with transmucosal buprenorphine, 
followed by at least 7 days of dose adjustment. 
It is available in two doses, 300 mg/1.5 mL and 
100 mg/0.5 mL. Both are stored refrigerated 
in prefilled syringes with safety needles and 
administered by subcutaneous injection in the 
abdomen. The first two monthly doses recom-
mended are 300 mg each followed by a 100 mg 
monthly maintenance dose. Peak buprenorphine 
concentrations occur about 24 hours after the 
injection. Steady state is achieved after 4 to 6 
months. After discontinuation, patients may have 
detectable plasma levels of buprenorphine for 
12 months or longer. Duration of detection in 
urine is not known.235

Pharmacology
Buprenorphine, an opioid receptor partial 
agonist, is a schedule III controlled medication 
derived from the opium alkaloid thebaine. 
Through cross-tolerance and mu-opioid receptor 
occupancy, at adequate doses, buprenorphine 
reduces opioid withdrawal and craving and 
blunts the effects of illicit opioids.

Buprenorphine binds tightly to the mu-opioid 
receptor because of its particularly high 

receptor affinity. This prevents other opioids 
with lower affinity (e.g., heroin) from binding. 
The net result is a blunting or blocking of the 
euphoria, respiratory depression, and other 
effects of these opioids.

Buprenorphine has less potential to cause 
respiratory depression, given its ceiling effect. 
As a partial agonist, buprenorphine’s maximum 
effect on respiratory depression is more limited 
than full agonists. Once reaching a moderate 
dose, its effects no longer increase if the dose is 
increased.236,237,238

There is wide individual variability in bu-
prenorphine pharmacokinetics. For example, 
the mean time to maximum plasma buprenor-
phine concentration after a single sublingual 
dose ranges from 40 minutes to 3.5 hours.239 
Thus, after providing the first dose of buprenor-
phine, wait at least 2 hours to decide whether a 
second dose is necessary.

Buprenorphine has a long elimination half-life, 
which varies from 24 to 69 hours240 with a mean 
half-life of 24 to 42 hours.241 It dissociates slowly 
from the receptor.

Buprenorphine can be safely dosed (even at 
double the stabilized dose) less than daily.242 
For example, a patient stabilized on 12 mg of 
buprenorphine/naloxone daily can be treated 
with 24 mg every other day or 24 mg on 
Monday/Wednesday and 36 mg on Friday. Such 
schedules reduce travel burden for patients who 
need or want supervised dosing at an OTP or 
a clinic. Such schedules may also be useful for 
patients who must spend weekends in jails that 
disallow buprenorphine dosing.

Bioavailability
Buprenorphine has poor oral bioavailability 
compared with sublingual and buccal bio-
availability. Naloxone, a short-acting mu-opioid 
receptor antagonist, has very poor oral, sublin-
gual, and buccal bioavailability but is absorbed 
when injected or snorted. The addition of 
naloxone decreases buprenorphine’s potential 
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for misuse. In the Suboxone formulation of 
buprenorphine/naloxone, the ratio of buprenor-
phine to naloxone is 4:1. The ratio of buprenor-
phine to naloxone varies across products, as the 
absorption of both active ingredients is different 
for buccal versus sublingual films versus tablets.

Buprenorphine/naloxone transmucosal 
products are abuse-deterrent formulations, 
although they can still be misused. When a 
patient takes these formulations as prescribed, 
he or she absorbs buprenorphine but only a 
biologically negligible amount of naloxone. But if 
crushed or dissolved for intranasal or intravenous 
(IV) misuse, both medications are bioavailable. 
Naloxone then blunts the immediate opioid 
agonist effects of buprenorphine. It also induces 
opioid withdrawal in people who are physically 
dependent on opioids. This reduces misuse 
liability compared with transmucosal formulations 
with buprenorphine alone.243,244

Subdermal buprenorphine implants release bu-
prenorphine in steady concentrations over 6 
months. These concentrations are approximately 
equivalent to 8 mg or less of the buprenorphine 
sublingual formulations. Once implanted, these 
rods are unlikely to be diverted.

Extended-release buprenorphine for subcuta-
neous injection releases buprenorphine over 
at least a 1-month period. After injection, an 
initial buprenorphine plasma level peaks around 
24 hours and then slowly declines to a plateau. 
With monthly injections, steady state is reached 
at 4 to 6 months.245

Metabolism and Excretion
Buprenorphine:246,247

 • Is highly plasma bound.

 • Crosses the blood–brain barrier readily 
because of its high lipid solubility.

 • Is excreted in urine and feces.

 • Has only one known pharmacologically active 
metabolite: norbuprenorphine.

Be aware of potential CYP450 3A4 inducers,248 
substrates, and inhibitors while monitoring 
for potential drug–drug interactions (see 
the “Drug Interactions” section below). 
Buprenorphine undergoes metabolism in the 
liver primarily by cytochrome P450 (CYP450) 3A4 
enzymes. Coadministration of other medications 
metabolized along this pathway can affect the 
rate of buprenorphine metabolism.

Buprenorphine has fewer clinically relevant 
drug interactions than methadone in general. 
For detailed explanations of metabolism and 
excretion, see the package inserts for each 
buprenorphine product.

Dosing Considerations
Buprenorphine is used for the treatment of OUD. 
Formulations are available as sublingual tablets 
and film, buccal film, implants, and extended- 
release injection (Exhibit 3A.5 in Chapter 3A of 
this TIP).

Contraindications
Buprenorphine is contraindicated in patients 
who are allergic to it. Patients with true allergic 
reactions to naloxone should not be treated 
with the combination buprenorphine/naloxone 
product. Allergy to naloxone is infrequent. 
Some patients may falsely or mistakenly claim an 
allergy to naloxone and request buprenorphine 
monoproduct. Carefully assess such claims and 
explain the differences between an allergic 
reaction and symptoms of opioid withdrawal 
precipitated by buprenorphine or naloxone; 
the monoproduct has more abuse liability than 
buprenorphine/naloxone.249

Precautions and Warnings
 • Respiratory depression and overdoses 

are uncommon in adults, but they do 
happen.250 Most fatal overdoses involve IV 
buprenorphine misuse or concurrent central 
nervous system depressant use, including high 
doses of benzodiazepines, alcohol, or other 
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EXHIBIT 3D.2. Medication Management for Patients With Respiratory 
or Hepatic Impairment

CONTRAINDICATION/CAUTION MANAGEMENT

Compromised respiratory function 

For example, chronic obstructive 
pulmonary disease, decreased respiratory 
reserve, hypoxia, hypercapnia (abnormally 
elevated blood levels of carbon dioxide), 
preexisting respiratory depression.

 • Prescribe with caution; monitor closely.

 • Warn patients about the risk of using benzodiazepines or 
other depressants while taking buprenorphine.256

 • Support patients in their attempts to discontinue tobacco 
use.

Hepatic impairment

Buprenorphine and naloxone are 
extensively metabolized by the liver. 
Moderate-to-severe impairment results 
in decreased clearance, increased overall 
exposure to both medications, and 
higher risk of buprenorphine toxicity 
and precipitated withdrawal from 
naloxone. These effects have not been 
observed in patients with mild hepatic 
impairment.257,258

 • Mild impairment (Child-Pugh score of 5–6):259  No dose 
adjustment needed. 

 • Moderate impairment (Child-Pugh score of 7–9):260 
Combination products are not recommended; they may 
precipitate withdrawal. 

*Use combination products cautiously for maintenance 
treatment in patients who’ve been inducted with a 
monoproduct;261,262 monitor for signs and symptoms of 
buprenorphine toxicity or overdose.263 Naloxone may 
interfere with buprenorphine’s efficacy.264,265

 • Severe impairment (Child-Pugh score of 10–15):266 Do not 
use the combination product.267 For monoproduct, consider 
halving the starting and titration doses used in patients 
with normal liver function; monitor for signs and symptoms 
of toxicity or overdose caused by increased buprenorphine 
levels.268

*Moderate-to-severe impairment results in much more reduced clearance of naloxone than of buprenorphine. Nasser et 
al.269 found that moderate impairment doubled or tripled exposure (compared with subjects with no or mild impairment) 
for both medications. In subjects with severe impairment, buprenorphine exposure was also two to three times higher; 
naloxone exposure increased more than tenfold.

Adapted from material in the public domain.270

sedatives.251,252 However, fatal overdoses have 
been reported in opioid-naïve patients treated 
with 2 mg buprenorphine for pain.253 Exhibit 
3D.2 summarizes the management of patients 
with preexisting respiratory impairment.

 • Unintentional pediatric exposure can be life 
threatening or fatal.254 Thus, emphasize safe 
storage of medication, and teach patients to 
remove any buprenorphine found in a child’s 
mouth immediately (even if it was only a 
partial tablet or film). Call 9-1-1 so the child 
can go to the nearest emergency department 
for immediate medical attention.

 • Cases of hepatitis and liver failure exist 
but often involve predisposing hepatic 
risk factors, such as preexisting liver enzyme 
abnormalities, hepatitis B or C infections, and 
use of other potentially hepatotoxic drugs 
or IV drugs. A multisite randomized trial of 
hepatic effects in patients taking methadone 
or buprenorphine found no evidence of liver 
damage in the first 6 months of treatment. 
The authors concluded that prescribing these 
medications should not cause major concern 
for liver injury.255 Exhibit 3D.2 summarizes man-
agement of patients with hepatic impairment.
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 • Potential for misuse and diversion exists. 
People can misuse buprenorphine via intra-
nasal or IV routes or divert it for others to 
misuse. Do not give early or multiple refills 
without careful assessment and monitoring 
suited to the patient’s level of stability.271,272

 • Discourage misuse and diversion by:
 − Requiring frequent office visits until 

patients are stable.
 − Testing urine for buprenorphine and norbu-

prenorphine or buprenorphine glucuronide 
(both metabolites of buprenorphine).

 − Using other methods to ensure adequate 
adherence to the medication as pre-
scribed, such as developing and adopting 
a diversion control plan (see Chapter 3E: 
Medical Management Strategies).

 • Adrenal insufficiency has been reported 
with opioid use, most often after more than  
1 month of buprenorphine maintenance.273

 • Patients will develop physical dependence 
on buprenorphine. Alert patients that they’ll 
experience opioid withdrawal if they stop 
buprenorphine.

 • Buprenorphine may affect cognition and 
psychomotor performance and can have 
sedating effects in some people (particularly 
those who’ve lost tolerance after a period of 
abstinence from opioids). Concurrent use of 
illicit drugs, other prescribed medications, or 
medical or psychiatric comorbidity can affect 
cognition and psychomotor performance. 
Urge patients to exercise caution in using 
heavy machinery and driving until they’re sure 
that their abilities are not compromised.274

 • Allergic reactions have occurred in patients 
treated with buprenorphine, including rash, 
urticaria, angioedema, and anaphylaxis.

 • Buprenorphine can cause precipitated 
opioid withdrawal. It has weaker opioid 
agonist effects and stronger receptor affinity 
than full agonists (e.g., heroin, methadone). 
It can displace full agonists from receptors, 
precipitating opioid withdrawal.275 Factors 
affecting this possibility include:

 − Current level of opioid physical depen-
dence. The higher the level of physical 
dependence, the higher the likelihood of 
precipitating withdrawal.276 Ensuring that 
patients are in opioid withdrawal when 
initiating buprenorphine decreases this risk.

 − Time since the last mu-opioid receptor full 
agonist dose. The longer the time since 
the last dose, the lower the likelihood of 
precipitated withdrawal.277

 − Dose of buprenorphine administered. The 
smaller the dose of buprenorphine, the less 
likely it is to precipitate withdrawal.278,279

 • Neonatal abstinence syndrome (NAS) may 
occur in newborns of pregnant women 
who take buprenorphine. Women receiving 
opioid agonist therapy while pregnant should 
talk with their healthcare provider about NAS 
and how to reduce it. Not all babies born to 
women treated with opioid agonists require 
treatment for NAS. Research has shown that 
the dose of opioid agonist medication is not 
reliably related to the severity of NAS.280,281,282 
Thus, each woman should receive the dose of 
medication that best manages her illness.

REDUCING NAS SEVERITY
Offer the following advice to pregnant women 
receiving treatment with an opioid agonist:

 • Avoid smoking during pregnancy. 

 • Avoid benzodiazepines. 

 • Meet with the neonatologist and/or pediatrician 
to learn how the hospital assesses and treats 
NAS and what they suggest you can do as a 
parent to help soothe a baby with NAS.

 • Request rooming-in with the child. 

 • Talk with the healthcare professional providing 
obstetric care about breastfeeding, as this may 
help make NAS less severe.

 • In the first week after birth, keeping lights low, 
speaking softly, avoiding too much stimulation, 
and providing frequent skin-to-skin contact can 
help prevent or limit symptoms of NAS.
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Drug Interactions
Buprenorphine has fewer documented 
clinically significant drug interactions than 
methadone,283 but monitoring is still needed 
for patients who are starting or stopping 

EXHIBIT 3D.3. Partial List of Medications Metabolized by Cytochrome 
P450 3A4

Inhibitors (Potentially Increase Blood Levels of Buprenorphine)

Amiodarone
Atazanavir
Atazanavir/ritonavir
Clarithromycin
Delavirdine
Erythromycin
Fluconazole

Fluoxetine
Fluvoxamine
Grapefruit juice
Indinavir
Itraconazole
Ketoconazole
Metronidazole

Miconazole
Nefazodone
Nelfinavir
Nicardipine
Norfloxacin
Omeprazol
Paroxetine

Ritonavir
Saquinavir
Sertraline
Verapamil
Zafirlukast
Zileuton

Alprazolam
Amlodipine
Astemizole
Atorvastatin
Carbamazepine
Cisapride
Clindamycin
Clonazepam
Cyclobenzaprine
Cyclosporine
Dapsone
Delavirdine
Dexamethasone
Diazepam
Diltiazem

Disopyramide
Doxorubicin
Erythromycin
Estrogens
Etoposide
Felodipine
Fentanyl
Fexofenadine
Glyburide
Ifosfamide
Indinavir
Ketoconazole
Lansoprazole
Lidocaine

Loratadine
Losartan
Lovastatin
Miconazole
Midazolam
Navelbine
Nefazodone
Nelfinavir
Nicardipine
Nifedipine
Nimodipine
Ondansetron
Oral contraceptives
Paclitaxel 

Prednisone
Progestins
Quinidine
Rifampin
Ritonavir
R-Warfarin
Saquinavir
Sertraline
Simvastatin
Tacrolimus
Tamoxifen
Verapamil
Vinblastine
Zileuton

Substrates

Carbamazepine
Dexamethasone
Efavirenz

Ethosuximide
Nevirapine

Phenobarbital
Phenytoin

Primidone
Rifampin

Inducers (Potentially Decrease Blood Levels of Buprenorphine)

Note: Consult a point-of-service medical reference application for the most up-to-date drug–drug interactions before 
making medication management decisions.

Adapted from material in the public domain.284

medications that are CYP450 3A4 enzyme 
inhibitors or inducers for overdosing/under-
dosing of buprenorphine or coadministered 
medication. Exhibit 3D.3 lists these medications, 
including some anticonvulsants, antibiotics, and 
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HIV medications, and Exhibit 3D.4 lists more HIV 
medications. More information on drug–drug 
interactions is available online (www.drugs.com 
/drug-interactions/buprenorphine-index.html 
?filter=3&generic_only=).

Monitor responses to buprenorphine in 
patients taking nonnucleoside reverse tran-
scriptase inhibitors. Changes in buprenorphine 
concentrations can be clinically significant.285

Combination antiretroviral therapy (atazana-
vir/ritonavir) increases buprenorphine and 
norbuprenorphine serum concentrations.286 
Case reports have demonstrated signs of 
buprenorphine excess (sedation). Decreasing 
buprenorphine can improve this symptom.287 
Other research has demonstrated no need to 

adjust the buprenorphine dose among patients 
taking atazanavir.288

For tuberculosis treatment, rifampin but not 
rifabutin may decrease buprenorphine concen-
trations. Rifampin produced opioid withdrawal 
in 50 percent of research volunteers with opioid 
dependence.289

FDA warns of increased serotonin syndrome 
risk with prescription opioids, including bu-
prenorphine. Serotonin syndrome can include:

 • Changes in mental status.

 • Fever.

 • Tremor.

 • Sweating.

 • Dilated pupils.

EXHIBIT 3D.4. Potential Interactions Between Buprenorphine and HIV 
Medications

MEDICATION TYPE POTENTIAL INTERACTION

Atazanavir Protease inhibitor Increased buprenorphine concentrations. May cause 
cognitive impairment290,291 or oversedation.292,293 Slower 
titration or dose reduction of buprenorphine may be 
warranted.294, 295

Darunavir-ritonavir Protease inhibitor Some pharmacokinetic (PK) effect; dose adjustments 
unlikely to be needed, but clinical monitoring is 
recommended.296

Delavirdine Nonnucleoside reverse 
transcriptase inhibitor 

Increased buprenorphine concentrations, but no 
clinically significant effect. Dose adjustments unlikely 
to be needed. However, use with caution, as long-
term effects (more than 7 days) are unknown.297,298

Efavirenz Nonnucleoside reverse 
transcriptase inhibitor

Some PK effect; dose adjustments unlikely to be 
needed.299

Elvitegravir (with 
cobicistat)

Integrase inhibitor Some PK effect; no dose adjustments needed.300

Nevirapine Nonnucleoside reverse 
transcriptase inhibitor

Some PK effect; no dose adjustments needed.301

Ritonavir Protease inhibitor Some PK effect; no dose adjustments needed.302

Tipranavir Protease inhibitor Some PK effect; no dose adjustments needed.303 

 Adapted from material in the public domain.304

www.drugs.com/drug-interactions/buprenorphine-index.html?filter=3&generic_only=
www.drugs.com/drug-interactions/buprenorphine-index.html?filter=3&generic_only=
www.drugs.com/drug-interactions/buprenorphine-index.html?filter=3&generic_only=
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Serotonin syndrome can occur with simultaneous 
opioid and antidepressant treatment. There are 
only a few case reports of serotonin syndrome 
with buprenorphine,305 but be aware of this 
possibility given the frequent treatment of mood 
disorders in patients with OUD.

Side Effects
Buprenorphine’s side effects may be less 
intense than those of full agonists. Otherwise, 
they resemble those of other mu-opioid 
agonists. Possible side effects include the 
following (buprenorphine FDA labels list all 
potential side effects https://dailymed.nlm.nih 
.gov/dailymed/drugInfo.cfm?setid=8a5edcf9 
-828c-4f97-b671-268ab13a8ecd):

 • Oral hypoesthesia (oral numbness)

 • Constipation

 • Glossodynia (tongue pain)

 • Oral mucosal erythema

 • Vomiting

 • Intoxication

 • Disturbance in attention

 • Palpitations

 • Insomnia

 • Opioid withdrawal syndrome

 • Excessive sweating

 • Blurred vision

Serious implant-related adverse events are 
uncommon but possible according to the FDA 
label (www.accessdata.fda.gov/drugsatfda_docs 
/label/2016/204442Orig1s000lbl.pdf). Still, more 
than 10 percent of patients experience implant 
site pain, itching, or swelling. Migration beyond 
the local insertion site is rare but possible, as is 
nerve damage. Buprenorphine may be extruded 
from implants for potential misuse. Insert 
implants only in stable patients, for whom FDA 
has approved this formulation.

Implants may extrude and potentially come 
out (e.g., from incomplete insertion or infection). 
Tell patients to call the implanting physician if 
an implant looks like it is extruding or comes 

out. If the implant comes out, patients should 
safely store and dispose of it (following local 
and federal regulations) to protect others from 
unintended exposure.

Serious injection site adverse events for the 
extended-release formulation are uncommon 
but possible. The most common injection site 
adverse reactions were pain (7.2 percent), 
pruritus (6.6 percent), and erythema (4.7 percent) 
in phase three trials. Two cases of surgical 
removal of the monthly depot were reported 
in premarketing clinical studies. Surgical 
excision under local anesthesia within 14 days 
of injection is possible. It is recommended that, 
before treatment, baseline liver function tests 
be assessed with monthly monitoring during 
treatment, particularly with the 300 mg dose. 
There are limited data regarding use of the  
extended-release injection formulation in 
pregnant women with OUD. In animal repro-
ductive studies with Sublocade’s excipient, 
N-Methyl-2-pyrrolidone, there were reported 
fetal adverse reactions. Women should be 
advised that the use of Sublocade during 
pregnancy should be considered only if the 
benefits outweigh the risks (see FDA package 
insert for full details www.accessdata.fda.gov 
/drugsatfda_docs/label/2017/209819s000lbl.pdf).

Assessment
No evidence clearly predicts which patients 
are best matched to buprenorphine versus 
other OUD medications. Thorough assess-
ment helps determine whether buprenorphine 
treatment is appropriate for a patient. (Part 2 of 
this TIP covers screening and assessment in more 
detail.) Before prescribing buprenorphine:

 • Check the state prescription drug monitoring 
program database.

 • Assess the patient’s history.
 − Conduct a medical, psychiatric, substance 

use, and substance use treatment history.
 − Assess recent opioid use, including 

frequency, quantity, type, route, and last 
day of use.

https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=8a5edcf9-828c-4f97-b671-268ab13a8ecd
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=8a5edcf9-828c-4f97-b671-268ab13a8ecd
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=8a5edcf9-828c-4f97-b671-268ab13a8ecd
www.accessdata.fda.gov/drugsatfda_docs/label/2016/204442Orig1s000lbl.pdf
www.accessdata.fda.gov/drugsatfda_docs/label/2016/204442Orig1s000lbl.pdf
www.accessdata.fda.gov/drugsatfda_docs/label/2017/209819s000lbl.pdf
www.accessdata.fda.gov/drugsatfda_docs/label/2017/209819s000lbl.pdf
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 − Establish OUD diagnosis.
 − Assess for other substance use disorders 

(SUDs), including those involving alcohol, 
benzodiazepines, or stimulants.

 • Conduct a focused physical examination, 
refer for a physical exam, or get a record of a 
recent one.

 − Assess for signs and symptoms of intoxi-
cation. Do not give a first dose to a patient 
who is sedated or intoxicated. Assess and 
treat him or her appropriately.

 − Assess for evidence of opioid with-
drawal and physiological dependence. 
The Clinical Opioid Withdrawal Scale 
(COWS) or the Clinical Institute Narcotic 
Assessment (CINA) Scale for Withdrawal 
Symptoms can be used to assess 
withdrawal signs (see “Resource Alert: 
Opioid Withdrawal Scales”). The patient 
should exhibit signs of opioid withdrawal 
before taking the first dose of buprenor-
phine to avoid precipitated withdrawal. 
For example, the Risk Evaluation and 
Mitigation Strategy (REMS) for buprenor-
phine indicates that a COWS score of 12 or 
higher is typically adequate for a first dose. 
Confirming opioid withdrawal suggests 
that the patient is physically dependent 
on opioids and can begin induction with a 
typical 2 mg/0.5 mg or 4 mg/1 mg bu-
prenorphine/naloxone dose.

 • Obtain laboratory tests.
 − Conduct drug and alcohol tests. Use 

reliable urine tests for opioids (including 
morphine, methadone, buprenorphine, 
and oxycodone), benzodiazepines, 
cocaine, and other drugs commonly used 
in the area. Use a breathalyzer to estimate 
the patient’s blood alcohol content. Do not 
provide buprenorphine until the alcohol 
reading is considerably below the legal 
level of alcohol intoxication.

 − Conduct a pregnancy test. Transmucosal 
buprenorphine or methadone maintenance 
treatment is recommended for OUD 
in pregnancy.306 There are limited data 

regarding use in pregnant women with 
OUD with the buprenorphine implants and 
with the extended-release injection for-
mulation. If buprenorphine is used during 
pregnancy, it should generally be trans-
mucosal monoproduct.307 Refer pregnant 
patients to prenatal care.

 − Assess liver function. If possible, obtain 
liver function tests, but do not wait for 
results before starting transmucosal 
buprenorphine treatment. A patient 
with chronic hepatitis can receive OUD 
treatment with buprenorphine. Discuss 
risks and benefits if the patient’s liver 
enzymes are at or above five times the 
normal level and monitor liver function 
during treatment. Patients with transam-
inase levels less than five times normal 
levels, including patients with hepatitis 
C virus, appear to tolerate buprenor-
phine well.308,309 Exhibit 3D.2 gives more 
information about hepatic impairment 
and buprenorphine. Liver function tests 
should be obtained and reviewed before 
initiating buprenorphine implants or  
extended-release buprenorphine because 
these formulations are long acting.

RESOURCE ALERT 

Opioid Withdrawal Scales

The COWS and other opioid withdrawal 

scales can be downloaded from Annex 10 

of WHO’s Guidelines for the Psychosocially 

Assisted Pharmacological Treatment of Opioid 

Dependence from the National Center for 

Biotechnology Information website (www.ncbi 

.nlm.nih.gov/books/NBK143183).

The CINA Scale for Withdrawal Symptoms is 

also available online (www.ncpoep.org/wp 

-content/uploads/2015/02/Appendix_7_Clinical 

_Institute_Narcotic_Assessment_CINA_Scale 

_for_Withdrawal_Symptoms.pdf).

www.ncbi.nlm.nih.gov/books/NBK143183
www.ncbi.nlm.nih.gov/books/NBK143183
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
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Use language and written materials 
appropriate to each patient’s 
comprehension level to ensure that  
he or she understands the options  
and can make informed decisions.

 − Conduct hepatitis and HIV tests. 
Hepatitis B and C are common among 
patients entering buprenorphine 
treatment. HIV infection is also prevalent.  
If possible, test the patient for these infec-
tions and refer to treatment as appropriate. 
The Centers for Disease Control and 
Prevention recommends hepatitis B vacci-
nation for individuals seeking treatment for 
SUDs.310

Patient Selection
No evidence clearly predicts which patients 
are best treated with buprenorphine versus 
other OUD medications. Inform all patients 
with OUD about treatment with transmucosal 
buprenorphine and where it’s available. (See 
“Treatment Planning or Referral” in Part 2 of this 
TIP for more on shared decision making.)

Patients who responded well to buprenorphine 
in the past should be considered for this 
treatment.

Prior use of diverted buprenorphine doesn’t 
rule out OUD treatment with buprenorphine. 
Diverted buprenorphine is often associated with 
an inability to access treatment,311 and it’s often 
used to self-treat opioid withdrawal rather than 
to “get high.”312,313

Unsuccessful treatment experiences with 
buprenorphine in the past do not necessarily 
indicate that buprenorphine will be ineffective 
again. Motivation and circumstances change 
over time. Also, treatment varies by provider, 
clinic, and setting, as it does for other medical 
illnesses. Records from previous providers can 
contextualize the extent of past treatment.

Pregnant women should be considered for 
transmucosal buprenorphine treatment.

Stable patients are the best candidates for  
buprenorphine implants. Implants are indicated 
for patients who have already achieved illicit 
opioid abstinence and clinical stability while 

taking transmucosal buprenorphine for at least 
90 days. Their current dose should be 8 mg/
day or less.314 There is no absolute definition of 
clinical stability, but per the implant package 
insert, patients may be stable if they are:315

 • Abstaining currently from illicit opioids.

 • Having little or no craving for illicit opioids.

 • Living in a stable environment.

 • Participating in a structured job or activity.

 • Engaging in a positive social support system.

 • Lacking recent hospitalizations, emergency 
department visits, or crisis interventions for 
substance use or mental illness.

 • Adhering to clinic appointments and other 
aspects of treatment and recovery plans.

Informed Consent
Inform all patients of:

 • Their OUD diagnosis and the nature of the 
disorder.

 • Risks and benefits of all available medications 
for OUD.

 • Risks and benefits of nonmedication 
treatments.

Educate patients about basic buprenorphine 
pharmacology and induction expectations 
(Exhibit 3D.5). They should understand the need 
to be in opioid withdrawal that’s visible to the 
prescriber (or, for home induction, that meets 
predefined self-assessment criteria) to avoid 
precipitated withdrawal.

Do not taper patients to 8 mg daily 
solely to switch them to implants.
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Initiating Buprenorphine 
Treatment
It can be helpful to use a buprenorphine 
treatment agreement for patients treated in 
office-based settings (see Chapter 3D Appendix 
for a sample treatment agreement).

Induction can occur in the office or at home. 
Most clinical trials were conducted with office- 
based induction, and extant guidance recom-
mends this approach.316 However, office-based 
induction can be a barrier to treatment initia-
tion. Home induction is increasingly common.317

Office-Based Induction
Providers can perform office-based induction 
by ordering and storing induction doses in the 
office or by prescribing medication and instruct-
ing patients to bring it to the office on the day 
of induction. Office-based induction allows 
providers to:

 • Ensure that patients know how to take 
medication without swallowing or spitting it 
out if they have too much saliva or experience 
unpleasant tastes. Tell them to wait to eat or 
drink until the medication is totally dissolved.

 • Enhance the therapeutic relationship.

 • Verify the presence of opioid withdrawal 
and absence of precipitated opioid 
withdrawal.

 • Ensure the lack of sedation 1 to 2 hours 
after the first dose in patients taking 
sedatives.

 • Use time between doses for patient self- 
assessment. See the Chapter 3D Appendix 
for sample goal-setting forms that help 
patients identify treatment goals and triggers 
for use.

Home Induction
Home induction can be safe and effective.318 
Retention rates are similar to office inductions,319 
but no comparison data from large randomized 
controlled studies exist. The American Society of 
Addiction Medicine National Practice Guideline 
recommends home induction only if the 
patient or prescriber has experience with using 

EXHIBIT 3D.5. Key Points 
of Patient Education for 
Buprenorphine

Before starting OUD treatment with 
buprenorphine, patients should:

 • Tell providers the prescribed and over-the-
counter medications they take to allow drug 
interaction assessment.

 • Understand the goal of the first week of 
treatment: To improve withdrawal symptoms 
without oversedation.

 • Tell providers if they feel sedated or euphoric 
within 1 to 4 hours after their dose.

 • Be given the appropriate buprenorphine 
medication guide.

 • Know possible side effects, including:

 - Headache.

 - Dizziness.

 - Nausea.

 - Vomiting.

 - Sweating.

 - Constipation.

 - Sexual dysfunction.

 • Agree to store medication securely and out of 
the reach of others.

 • Alert providers if they discontinue 
medications, start new ones, or change their 
medication dose.

 • Understand that discontinuing 
buprenorphine increases risk of overdose 
death upon return to illicit opioid use.

 • Know that use of alcohol or benzodiazepines 
with buprenorphine increases the risk of 
overdose and death.

 • Understand the importance of informing 
providers if they become pregnant.

 • Tell providers if they are having a procedure 
that may require pain medication.

 • Be aware of resources through which to 
obtain further education for:

 - Themselves: Decisions in Recovery: 
Treatment for Opioid Use Disorder (https://
store.samhsa.gov/product/SMA16-4993)

 - Their families and friends: Medication-
Assisted Treatment for Opioid Addiction: 
Facts for Families and Friends (http://www 
.ct.gov/dmhas/lib/dmhas/publications/MAT 
-InfoFamilyFriends.pdf)

https://store.samhsa.gov/product/SMA16-4993
https://store.samhsa.gov/product/SMA16-4993
http://www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
http://www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
http://www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
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Advise patients to abstain from 
tobacco before dosing. Many patients 
with OUD use tobacco products. 
Nicotine causes vasoconstriction, 
decreasing the surface area of blood 
vessels that absorb buprenorphine.

buprenorphine.320,321 Clinical experience indicates 
that patients suitable for home induction:

 • Can describe, understand, and rate 
withdrawal.

 • Can understand induction dosing instructions.

 • Can and will contact their provider about 
problems.

Educate patients about how to assess their 
withdrawal, when to start the first dose, how 
to take the medication properly, and how to 
manage withdrawal on induction day. Instruct 
patients to take their first dose when they expe-
rience opioid withdrawal at least 12 hours after 
last use of heroin or a short-acting prescription 
opioid. Effectively switching from methadone to 
buprenorphine can be challenging. This should 
generally be started with office-based induction. 
Consult with a medical expert knowledgeable 
about methadone in these situations until experi-
ence is gained. Withdrawal can include:

 • Goose bumps.

 • Nausea.

 • Abdominal cramps.

 • Running nose.

 • Tearing.

 • Yawning.

Be available for phone consultation during the 
induction period and for an in-office evalua-
tion should the need arise. See patients in the 
office within approximately 7 days of the start of 
home induction. (See the Chapter 3D Appendix 
for a sample buprenorphine/naloxone home 
dosage schedule.)

Induction

Patients who are currently physically 
dependent on opioids
Patients should begin buprenorphine when 
they are exhibiting clear signs of opioid  
withdrawal. Induction typically starts with a 
2 mg to 4 mg dose of buprenorphine or a 2 
mg/0.5 mg to 4 mg/1 mg dose of buprenor-
phine/naloxone.322 Depending on the formula-
tion used and whether a given patient has a dry 
mouth, the dose can take between 3 and 10 
minutes to dissolve fully. After approximately 
2 hours, an additional 2 mg to 4 mg dose of 
buprenorphine/naloxone can be given if there  
is continued withdrawal and lack of sedation.

Always individualize dosing. The FDA label  
recommends a maximum buprenorphine/
naloxone dose of 8 mg on Day 1 and 16 mg on 
Day 2.323 When dosing outside of FDA recom-
mendations, document the clinical rationale, 
including risks and benefits. Remember that 
some patients stabilize on lower doses.

If patients experience sedation upon first 
dose, stop and reevaluate the following:

 • Did they recently take other sedating  
medications (e.g., benzodiazepines)?

 • Have they recently been in a controlled envi-
ronment, such as a hospital, jail, or residential 
drug treatment facility?

 • Was the history of recency and amount of 
opioid use inaccurate?

 • Was the heroin used of poor quality?

 • Was their use mostly of low-potency opioids 
(e.g., codeine)?

Consider whether a dose decrease, change 
in treatment plan, or both are necessary. If 
induction is still indicated, adjust the dose 
more slowly as needed to minimize sedation. 
The dose can be adjusted on subsequent days to 
address continued withdrawal or uncontrollable 
craving if the patient is not sedated.
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Patients with a history of OUD who are not 
currently physically dependent on opioids
Buprenorphine induction can be appropriate  
for certain patients with a history of opioid 
addiction at high risk for return to use of opioids 
but not currently dependent on them. This 
includes patients who’ve been incarcerated  
or in other controlled environments.324 Before 
starting treatment, discuss risks and benefits of 
buprenorphine and other medications (including 
extended-release naltrexone [XR-NXT]). 
Buprenorphine doses should begin at lower- 
than-usual levels (e.g., 1 mg). They should be 
increased more slowly than in tolerant patients 
to avoid oversedation and possible overdose. 
Take particular care with patients who are being 
treated with other central nervous system 
depressant medications.325 At the beginning 
of treatment, directly administer doses in an 
OTP or in the office. This will allow patients to 
be observed for sedation after dosing and will 
reduce the risk that patients take more  
medication than prescribed.

In one study, research participants not currently 
physically dependent on opioids but with a 
history of OUD were started on 1 mg buprenor-
phine with weekly 1 mg dose increases to 4 mg, 
followed by 2 mg weekly increases to 8 mg. 
Most patients tolerated this dose induction, and 
the mean daily dose exceeded 8 mg per day 
by the fifth week, when the planned dose was 
6 mg.326 As with all opioid agonist treatment, 
dosing should be individualized and based on 
careful patient assessment during treatment.

Patients who are currently taking 
methadone
Some patients who take methadone may wish to 
switch to buprenorphine treatment for a variety 
of reasons. This often requires methadone 
dose reduction before switching medications, 
which may increase the risk of return to opioid 
use. Exercise caution with this approach and 
thoroughly discuss the risks and benefits with 
the patients before embarking on the change 

in medication. Experienced prescribers should 
conduct this procedure in the office, not via 
home induction. The lower the methadone dose 
and the longer it’s been since the last dose, the 
easier the transition.

Before initiating buprenorphine, carefully 
taper methadone to lower the risk of return 
to illicit opioid use during transition. Patients 
who take methadone for OUD should taper to 
30 mg to 40 mg methadone per day and remain 
on that dose for at least 1 week before starting 
buprenorphine.327 With patients’ permission, 
OTPs can confirm the time and amount of 
patients’ last methadone dose.

Do not start buprenorphine until the patient 
manifests signs of opioid withdrawal. At least 
24 hours should pass between the last dose of 
methadone and the first dose of buprenorphine. 
Waiting 36 hours or more reduces risk of pre-
cipitated withdrawal. Lower doses of buprenor-
phine/naloxone are less likely to precipitate 
methadone withdrawal.328 For example, once 
opioid withdrawal is verified, an initial dose of 
2 mg/0.5 mg can be given. If patients continue 
to have unrelieved opioid withdrawal after the 
first 2 mg dose, administer another 2 mg/0.5 mg 
dose approximately every 2 hours as needed 
(holding for sedation). Induction should be 
conducted slowly; consider palliating unrelieved 
withdrawal with nonopioid therapies for the first 
few days of transition to buprenorphine. Be alert 
to any increase in withdrawal symptoms, as this 
may suggest precipitated withdrawal.

Dose Stabilization
Stabilization occurs when there is evidence of:

 • Markedly reduced or eliminated illicit opioid 
use.

 • Reduced craving.

 • Suppression of opioid withdrawal.

 • Minimal side effects.

 • Patient-reported blunted or blocked euphoria 
during illicit opioid use.
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Remind patients to take their dose once daily 
rather than splitting it. Document reduced illicit 
drug use via patient self-report and urine drug 
testing. Consecutive negative urine test results 
suggest a positive prognosis.

Continue monitoring dose effectiveness 
during early stabilization. Dose adjust-
ments may still be necessary (Exhibit 3D.6). 
Buprenorphine treatment should substantially 
reduce opioid cravings. See Chapter 3E: Medical 
Management Strategies for detailed information 
on the management of patients taking buprenor-
phine in office-based treatment settings.

EXHIBIT 3D.6. Adjusting the Buprenorphine Dose

When to increase the dose: 
 • Are patients taking medication correctly and as scheduled?

 - If they take at least 16 mg per day, mu-opioid receptors are approximately 80 to 95 percent occupied.329

 - If there are adherence problems, assess causes and intervene to promote adherence and proper 
administration (e.g., offer supervised dosing at the clinic, by a network support, at a pharmacy).

 - If patients are taking doses correctly, a dose increase may be indicated, if certain conditions exist.

 • Are patients taking other medications that may interfere with buprenorphine metabolism?

 • If patients are taking doses properly, increase the dose if they still have opioid withdrawal (document 
with a clinical tool like COWS), opioid craving, or “good” effects (e.g., feeling “high”) from using illicit 
opioids.

 - Craving can be a conditioned response. It may not decrease with dose increases if patients spend 
time with people who use opioids in their presence. 

 - Dose increases typically occur in 2 mg to 4 mg increments. 

 - It will take about 5 to 7 days to reach steady-state plasma concentrations after a dose increase. 

 - Offer psychosocial referrals to help decrease and manage cravings.  

 • Determine whether nonpharmacological problems are contributing to the need for increase. 

 - For example, do patients show signs and symptoms of untreated major depressive or generalized 
anxiety disorders? Are they living in a chaotic household? Do they have childcare problems or 
financial difficulties? Are they experiencing trauma or trauma-related mental disorders?

 - Address or refer to counseling to address these problems. 

When to decrease the dose:
 • Decrease the dose when there is evidence of dose toxicity (i.e., sedation or, rarely, clearly linked 
clinically relevant increases in liver function tests).

 • Hold the dose when there is acute alcohol or benzodiazepine intoxication.

Once patients have stabilized, continue to 
screen and evaluate for mental disorders and 
psychosocial problems that may need to be 
addressed (e.g., having a spouse or cohabitant 
who is using illicit opioids). Support patients’ 
engagement in prosocial activities and progress 
toward treatment goals and recovery as they 
decrease use of illicit substances.

Offer referrals for adjunctive counseling and 
recovery support services as needed. It may 
not be possible to eliminate opioid craving 
completely, regardless of the dose. Counseling 
can help patients reduce and manage craving.  
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A more important measure of dose adequacy 
than craving is whether patients report that  
the feeling of euphoria associated with self- 
administered illicit opioids is blunted or blocked. 
Patients who were not interested in adjunc-
tive addiction or mental health counseling 
during induction may become receptive to it 
when they are feeling more stable.

Be cautious when increasing doses above 24 
mg/6 mg per day. Nearly all patients stabilize 
on daily doses of 4 mg/1 mg to 24 mg/6 mg. 
Very limited data show additional benefits of 
doses higher than the FDA label’s recommended 
maximum of 24 mg/6 mg.330 Carefully document 
clinical justification for higher doses and always 
have a diversion control plan in place. Doses 
above 24 mg/6 mg a day may unintentionally 
heighten diversion risk. Patients not responding 
to high doses of buprenorphine at the upper 
limit approved by FDA should be considered for 
methadone treatment.

Risk Evaluation and Mitigation Strategy
Practitioners should become familiar with the 
FDA-approved REMS for buprenorphine. It 
provides useful information and checklists for 
providers. REMS can be found online for:

 • Buprenorphine monoproduct and  
buprenorphine/naloxone  
(www.accessdata.fda.gov/scripts/cder 
/rems/index.cfm?event=IndvRemsDetails 
.page&REMS=352)

 • Transmucosal buprenorphine  
(www.accessdata.fda.gov/scripts/cder 
/rems/index.cfm?event=RemsDetails 
.page&REMS=9)

 • Buprenorphine implants 
(www.accessdata.fda.gov/scripts/cder 
/rems/index.cfm?event=IndvRemsDetails 
.page&REMS=356)

 • Buprenorphine extended-release injection 
(www.accessdata.fda.gov/scripts/cder 
/rems/index.cfm?event=indvremsdetails 
.page&rems=376)

See also “Buprenorphine Induction and 
Maintenance Appropriate Use Checklists” in 
Chapter 3D Appendix.

Transmucosal Buprenorphine Dosing 
Summary

Induction and stabilization
The goal is to reduce or eliminate opioid with-
drawal and craving without causing sedation:

 • Induction and stabilization strategies can  
vary based on patient variables and use of 
short- versus long-acting opioids. For more 
discussion on induction models, see the 
Providers’ Clinical Support System’s Models  
of Buprenorphine Induction (http://pcssmat 
.org/wp-content/uploads/2015/01/Models 
-of-Buprenorphine-Induction.pdf).

 • The combination buprenorphine/naloxone 
product is safe to use for induction for most 
patients.

 • The buprenorphine monoproduct (without 
naloxone) has been recommended for the 
treatment of pregnant women331 because of 
the danger to the fetus of precipitated opioid 
withdrawal if the combination product were to 
be injected. Although there are some publica-
tions with small sample sizes that indicate that 
the combination product appears to be safe in 
pregnancy,332,333 the safety data are insufficient 
at this time to recommend its use.334 This is 
an area of some uncertainty. An expert panel 
on the treatment of OUD in pregnancy was 
unable to agree whether pregnant women 
should be treated with the monoproduct or 
combination product.335

 • Prescribers should observe the patient taking 
the medication to ensure proper use, espe-
cially if the patient is new to buprenorphine 
treatment. It can be helpful to do this peri-
odically after induction, especially when the 
prescribed dose is not providing the expected 
benefit.

 • Before the first dose, the patient should be 
in opioid withdrawal (to avoid precipitated 
withdrawal).

www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=352
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=352
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=352
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=RemsDetails.page&REMS=9
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=RemsDetails.page&REMS=9
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=RemsDetails.page&REMS=9
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=356
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=356
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=IndvRemsDetails.page&REMS=356
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=indvremsdetails.page&rems=376
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=indvremsdetails.page&rems=376
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=indvremsdetails.page&rems=376
http://pcssmat.org/wp-content/uploads/2015/01/Models-of-Buprenorphine-Induction.pdf
http://pcssmat.org/wp-content/uploads/2015/01/Models-of-Buprenorphine-Induction.pdf
http://pcssmat.org/wp-content/uploads/2015/01/Models-of-Buprenorphine-Induction.pdf
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 • The first dose is typically 4 mg/1 mg (2 mg if 
withdrawal is from methadone).

 • Repeat dose as needed for continuing with-
drawal every 2 hours up to typically 8 mg on 
the first day.

At the start of the next day, patients typically 
take the first day’s total dose all at once:

 • If necessary, an additional 2 mg to 4 mg can 
be given every 2 hours up to approximately 
a 16 mg total daily dose to treat continuing 
opioid withdrawal and craving on Day 2 or 3, 
barring sedation.

 • The initial stabilization dose can often be 
achieved within the first several days of 
treatment.

Maintenance
Typical maintenance doses range from 4 mg/1 
mg to 24 mg/6 mg per day. An effective main-
tenance dose is the lowest dose that can:

 • Eliminate withdrawal.

 • Reduce or eliminate opioid craving.

 • Reduce or stop illicit opioid use’s desirable 
effects.

 • Be well tolerated (e.g., not produce sedation).

Duration of treatment

 • Treatment should last for as long as patients 
benefit from treatment.

 • Longer treatment length is associated with 
positive treatment outcomes.

Initiation of Buprenorphine Implants
Prescribers and implanters of buprenorphine 
implants require special certification to make 
this formulation available to their patients. In 
addition, implanters must get special training in 
the Probuphine REMS program to obtain certi-
fication to implant and remove this formulation. 
After completing training, providers can order 
implants through a central pharmacy for delivery, 
along with an implant insertion kit that contains 
all necessary implant procedure materials 
except a local anesthetic. If the prescriber is not 
performing the procedure, the prescriber should 

ensure that the implanter has completed the 
required training. For more information, see the 
Probuphine REMS program webpage (http://
probuphinerems.com/probuphine-locator).

The prescriber and implanter/remover must 
record the number of implanted/removed 
rods and their serial numbers and location, the 
date of the implant, and who performed the 
procedure. The implanter should document 
implant and inspection procedures, as with any 
other standard procedure.

Instruct patients to take the last transmu-
cosal dose of buprenorphine 12 to 24 hours 
before insertion. Remind them to shower and 
thoroughly wash the nondominant arm, which is 
preferred for insertion.

Implant procedure
Subdermal insertion of the four rods takes less 
than 30 minutes. Local anesthetic (lidocaine) is 
typically used. The implant procedure includes 
the following steps:

 • Provide education about what to expect 
during the procedure.

 • Obtain appropriate consent form(s).

 • Provide a local anesthetic (e.g., lidocaine).

 • Using sterile procedures, make a single 
incision in the inner upper arm between the 
biceps and triceps muscles, about 8 cm to 10 
cm from the medial epicondyle.

 • Using a cannula and an obturator, insert rods 
serially, pivoting the cannula slightly after 
each rod insertion in the subdermal space so 
that the rods lie next to one another, nearly 
parallel in a fanlike pattern.

 • After implantation, apply butterfly strips and a 
pressure bandage.

 • Review wound care with the patient, and 
provide a copy of the instructions.

 • Advise the patient not to drive or engage 
in heavy physical activity for approximately 
24 hours.

 • Do not give the patient a prescription for 
transmucosal buprenorphine at this time.

http://probuphinerems.com/probuphine-locator
http://probuphinerems.com/probuphine-locator
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Wound care
The patient should return within 1 week of the 
implant procedure for a wound care check. 
Check for signs of infection, trouble healing, or 
implant extrusion. The rods are subdermal, so 
they should remain palpable. Document that all 
four rods were palpated.

Stabilization
Maintain contact with patients after implant 
placement. Even among highly stable patients, 
return to illicit opioid use can occur. Explain the 
risk of unintentional overdose if patients return 
to illicit opioid or alcohol or benzodiazepine 
use while implants are in place. It is important 
to monitor the patient between implant 
placements.

Schedule office visits no less than once a 
month for continued assessment of main-
tenance of stability, manual palpation of the 
four implanted rods, and ongoing psychosocial 
support and counseling per the FDA label (www 
.accessdata.fda.gov/drugsatfda_docs/label/2016 
/204442Orig1s000lbl.pdf). If the patient returns 
to illicit opioid use, consider whether adequate 
psychosocial treatment has been given.

Consider transmucosal medication supplemen-
tation if a patient with implants destabilizes 
and reports inadequate opioid blockade. In 
one study,336 17.9 percent of participants with 
buprenorphine implants needed supplemental 
sublingual buprenorphine/naloxone. Most 
required small doses, such as 2 mg/0.5 mg per 
day. Consider more frequent assessment and 
higher intensity of treatment for patients who 
continue using illicit opioids or other substances.

Removal
After 6 months, have a certified implanter 
remove them. Implantation of a second set of 
rods in the opposite arm can then occur. There is 
no experience with inserting additional implants 
into other sites or second insertion into a previ-
ously used arm. After one insertion in each arm, 
most patients should transition to a transmucosal 
buprenorphine-containing product for continued 

treatment. Patients should follow the same 
directions to prepare for implant removal as they 
did for insertion. The removal procedure may 
require stitches. Patients should visit the clinic 
for removal of stitches and wound assessment 
within 1 week of removal. Store and dispose of 
rods safely in accordance with local and federal 
regulations.

Initiation of Buprenorphine Extended-
Release Injection
Healthcare settings and pharmacies need 
special certification to order and dispense 
extended-release injectable buprenorphine to 
ensure long-acting preparations are dispensed  
directly to healthcare providers for administra-
tion and by healthcare providers to patients (see 
www.accessdata.fda.gov/scripts/cder/rems/index 
.cfm?event=indvremsdetails.page&rems=376 for 
more details).

Before initiating extended-release buprenor-
phine treatment, patients with moderate- 
to-severe OUD should be stabilized on trans-
mucosal buprenorphine (8 mg to 24 mg daily) 
for at least 7 days. Do not use in opioid-naïve 
patients. Obtain liver function and pregnancy 
tests. Extended-release buprenorphine is not 
recommended for patients with severe hepatic 
impairment and may not be appropriate for 
patients with moderate hepatic impairment 
because of the long-acting nature of this formu-
lation. There are insufficient data on its use in 
pregnancy to recommend initiating this formula-
tion during pregnancy.

Inform patients that:

 • The medication is only available in a restricted 
program (the Sublocade REMS Program) via 
specific pharmacies and healthcare providers, 
as intravenous self-injection by patients can 
cause death.

 • After abdominal injection, a lump may be 
present at the injection site for a few weeks. It 
will get gradually smaller. Patients should not 
rub or massage it or let belts or waistbands 
rub against it.

www.accessdata.fda.gov/drugsatfda_docs/label/2016/204442Orig1s000lbl.pdf
www.accessdata.fda.gov/drugsatfda_docs/label/2016/204442Orig1s000lbl.pdf
www.accessdata.fda.gov/drugsatfda_docs/label/2016/204442Orig1s000lbl.pdf
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=indvremsdetails.page&rems=376
www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=indvremsdetails.page&rems=376


3-67

TIP 63Part 3 of 5—Pharmacotherapy for Opioid Use Disorder

 • Patients should tell their healthcare providers 
that they are being treated with this 
medication.

 • Using alcohol, benzodiazepines, sleeping pills, 
antidepressants, or some other medications 
with extended-release buprenorphine can 
lead to drowsiness or overdose.

 • The most common side effects are constipa-
tion, headache, nausea, vomiting, increased 
liver enzymes, tiredness, and injection site 
itching or pain.

 • Patients should inform their provider if they 
become pregnant during treatment with this 
formulation. They should have a risk/benefit 
discussion about continuing with this for-
mulation given the limited safety data on its 
impact on the developing fetus. They should 
be informed that their newborn can have 
symptoms of opioid withdrawal at birth.

Storage
Follow package insert directions for medication 
storage under refrigeration. Keep at room 
temperature for at least 15 minutes before 
injection (discard if left at room temperature for 
more than 7 days).

Administration
Rotate the abdominal subcutaneous injection 
site with each injection, following the instructions 
in the package insert. Record the location of 
each injection in the medical record. Each of the 
first two monthly doses (with at least 26 days 
between doses) should be 300 mg. Subsequent 
monthly doses should be 100 mg. Some patients 
may benefit from increasing the maintenance 
dose to 300 mg monthly if they have tolerated 
the 100 mg dose but continue to use illicit 
opioids.

Medical management
Monitor patient progress and response to 
treatment during regular office visits and 
with periodic urine drug testing. Examine 
the injection site for reactions, infections, or 
evidence of attempts to remove the depot 

medication. If the medication is discontinued, 
the patient should continue to be seen and 
evaluated for several months for sustained 
progress in treatment and for signs and 
symptoms of opioid withdrawal, which should be 
treated as clinically appropriate.

Duration of Buprenorphine 
Treatment
There is no known duration of therapy with 
buprenorphine (or methadone or XR-NTX) after 
which patients can stop medication and be 
certain not to return to illicit opioid use. Those 
who stay in treatment often abstain longer from 
illicit opioid use and show increasing clinical 
stability. Long-term treatment outcomes up to 8 
years after buprenorphine treatment entry show 
lower illicit opioid use among those with more 
time on medication.337

Patients should take buprenorphine as long  
as they benefit from it and wish to continue.

Successful Buprenorphine Treatment
The goal of buprenorphine treatment is full 
remission from OUD. Maintaining illicit opioid 
abstinence is ideal, but imperfect abstinence 
does not preclude treatment benefits. Patients 
should do better in treatment than before 
treatment. If not, seek alternatives.

Do not judge treatment progress and success 
on the amount of medication a patient needs 
or how long treatment is required. Rather, 
gauge treatment progress and success based 
on patients’ achievement of specific goals that 
were agreed on in a shared decision-making and 
treatment planning process.

Given the often-chronic nature of OUD 
and the potentially fatal consequences 
of unintended opioid overdose, it 
is critical that you base patients’ 
length of time in treatment on their 
individual needs.
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Consider this analogy: A patient with poorly 
controlled diabetes was previously unable to 
work and was admitted to the hospital several 
times for diabetic ketoacidosis. When taking 
insulin regularly, the patient worked part time, 
had fewer hospitalizations for diabetic ketoaci-
dosis despite a nondiabetic diet, and had lower 
(but still high) hemoglobin A1C. This patient’s 
treatment with insulin is not a “failure” because 
perfect control and function were not restored, 
and the patient would not be discharged from 
care against his or her will.

Dose Tapering and Buprenorphine 
Discontinuation
Following short-term medically supervised 
withdrawal, patients frequently restart illicit 
opioid use.338 In contrast to short-term medically 
supervised withdrawal, dose tapering refers to 
gradually reducing the buprenorphine dose in 
patients who have been stabilized on the medi-
cation for some time.

Base decisions to decrease dose or stop 
buprenorphine on patients’ circumstances and 
preferences. Successful dose reductions may 
be more likely when patients have sustained 
abstinence from opioids and other drugs, 
psychosocial support, housing, effective coping 
strategies, stable mental health, employment, 
and involvement in mutual-help programs or 
other meaningful activities.339 However, there is 
no guarantee that even patients with years of ab-
stinence, full-time employment, stable housing, 
and psychosocial supports can remain abstinent 
after discontinuing buprenorphine.

It is up to patients to decide whether to 
taper or eventually discontinue medication. 
Help them make informed choices by educating 
them about the process and fully including 
them in decision making. Invite them to reenter 
treatment if they believe they may return or have 
already returned to opioid use.

Before beginning to taper the dose of med-
ication, explore these considerations with 
patients:

 • How have they responded to treatment 
so far? Are they in full remission from OUD? 
Do they have adequate mental and social 
supports to remain in remission and maintain 
recovery?

 • Why do they want to taper? They may be 
motivated by inconvenience, expense, loss 
of insurance coverage, side effects, feelings 
of shame, pressure from family, and lack of 
recovery supports. Many of these reasons are 
not predictive of a successful outcome.

 • What do they expect to be different after 
tapering or discontinuing buprenorphine?

 • Do they understand the risks and benefits 
of dose decrease and discontinuation of 
buprenorphine?

 • What strategies do they have for engaging 
family members and recovery supports to 
reduce the risk of return to illicit substance 
use?

 • Do they grasp the risk of overdose associ-
ated with a return to illicit opioid use?

 • Do they have a safety plan? To reduce 
overdose risk after a return to use, plans 
should include:

 − A prescription for naloxone or a naloxone kit.
 − Instructions on recognizing and responding 

to an overdose.
 − Information on naloxone use for family 

members and others in the patient’s 
recovery support network.

 − See the SAMHSA Opioid Overdose 
Prevention Toolkit (https://store.samhsa 
.gov/shin/content/SMA16-4742/SMA16 
-4742.pdf) for more guidance.

 − If patients return to opioid use, it may be 
appropriate for them to restart buprenor-
phine or switch to methadone or XR-NTX 
treatment. These options should be 
discussed with them.

https://store.samhsa.gov/shin/content/SMA16-4742/SMA16-4742.pdf
https://store.samhsa.gov/shin/content/SMA16-4742/SMA16-4742.pdf
https://store.samhsa.gov/shin/content/SMA16-4742/SMA16-4742.pdf
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 • Have they thought about how they will feel 
if they attempt to taper off of medication 
but cannot do so? Convey to patients that 
the inability to taper is not a failure and that 
they should not be afraid or embarrassed to 
discuss stopping the taper.

Document the discussion, patient education, 
and decision in the medical record.

There is no ideal tapering protocol. Providers 
and patients should understand this before 
beginning a taper. Whether buprenorphine is 
ultimately discontinued, patients need additional 
psychosocial and recovery support during 
this time. Generally, taper occurs over several 
months to permit patients to acclimate to the 
lower dose and to reduce potential discomfort 
from opioid withdrawal and craving.

For patients who wish to discontinue  
buprenorphine, national and international 

guidelines recommend gradual dose reductions 
and advice to patients that they can stop the 
taper at any time.340,341,342

Consider increased monitoring and proactive 
discussions about how to address and manage 
cravings and withdrawal symptoms. Taper 
protocols vary in duration and may include use of 
ancillary medication, such as clonidine, if needed 
(Exhibit 3A.2).343

Continue to monitor patients who successfully 
taper off buprenorphine completely. Establish 
a post-taper monitoring and support plan (see 
Chapter 3E for more information on medical 
management strategies). Continue to assess and 
monitor patients’ progress and how they cope 
with stress and triggers to use. Discuss the role of 
XR-NTX in preventing return to opioid use after 
completing treatment with an opioid agonist (see 
Chapter 3C for more information on naltrexone).
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Chapter 3D Appendix

Buprenorphine Induction and Maintenance Appropriate Use Checklists

Continued on next page
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Available online (www.accessdata.fda.gov/drugsatfda_docs/rems/BTOD_2017-01-23_Appropriate_Use_Checklist.pdf).

Reprinted from material in the public domain.344

www.accessdata.fda.gov/drugsatfda_docs/rems/BTOD_2017-01-23_Appropriate_Use_Checklist.pdf


3-72

Medications for Opioid Use DisorderTIP 63

Sample Goal Sheet and Coping Strategies Form

Patient’s Name: _______________________________________________________________     Date: _________________________

3-MONTH  
GOALS

6-MONTH  
GOALS

1-YEAR  
GOALS

List of Triggers to Using Drugs

People To Stay Away From

Places To Stay Away From

Ways To Cope or Manage Stress Without Using Drugs

1

2

3

1

2

3

1

2

3

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.
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Sample Goal-Setting Form

Patient’s Name: ________________________________________________________________    Date: _________________________

GOAL CATEGORY

CURRENT  
SITUATION SCORE
10 = major problems  
and 0 = no problems

What would need  
to change to decrease 

this score?

PRIORITY SCORE 
10 = highest priority (“I really 
want to work on this”) and  

1 = lowest priority (“I really do 
not want to work on this”)

Opioid use

Other illicit drug use: ______________

Alcohol use

Tobacco use

Physical health

Mental health

Legal/court issues

Finances

Job/employment

Hobbies

Family relations

Partner relations

Supportive drug-free network

Education

Keeping medication safe
(e.g., not giving it away, selling it, 
having it stolen)

Other

Other

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.
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Buprenorphine/Naloxone Home Dosage Schedule: Films or Tablets

Name: ________________________________________________________________      Date: ___________________________

Procedure for taking buprenorphine:
 • Let the medication dissolve under your tongue for at least 10 minutes. Do not suck on it.* 
 • Do not eat, drink, or smoke cigarettes for 30 minutes after you take your medication.
 • Wait 2 hours between each dose. 

The maximum dose is 16 mg/4 mg. If you reach this dose, you cannot increase further without calling the office first. 

The office phone number is ____________________________________ [insert phone number]. 

*If prescribing the buccal film, ensure the patient understands that the buccal film is placed on the inner cheek (buccal 
mucosa) rather than sublingually (under the tongue).

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.

Day 1 Induction Day (In Office): You have taken a total dose of _______ mg. 

Day 2 in the Morning: Take the total dose you took on Day 1 = _______ mg.

 • If you experience withdrawal 2 hours later, you may take one 2 mg/0.5 mg film or tablet.
 • Record your withdrawal symptoms: __________________________________.
 • If you continue to experience withdrawal 2 hours later, you may take one more 2 mg/0.5 mg film or tablet.
 • Record your withdrawal symptoms: __________________________________.

Your total dose on Day 2 cannot exceed _______ mg. Record your total dose on Day 2: ______ mg.

Day 3 in the Morning: Take the total dose you took on Day 2 = _______ mg.

 • If you experience withdrawal 2 hours later, you may take one more 2 mg/0.5 mg film or tablet.
 • Record your withdrawal symptoms: ___________________________________.
 • If you continue to experience withdrawal 2 hours later, you may take one more 2 mg/0.5 mg film or tablet.
 • Record your withdrawal symptoms: _____________________________________.

Your total dose on Day 3 cannot exceed _______ mg. Record your total dose on Day 3: ______ mg.

Day 4 in the Morning: Take the total dose you took on Day 3 = _______ mg.

 • If you experience withdrawal 2 hours later, you may take one more 2 mg/0.5 mg film or tablet.
 • Record your withdrawal symptoms: ___________________________________.
 • If you continue to experience withdrawal 2 hours later, you may take one more 2 mg/0.5 mg film or tablet.
 • Record your withdrawal symptoms: _____________________________________.

Your total dose on Day 4 cannot exceed _______ mg. Record your total dose on Day 4: ______ mg.

Day 5 to next visit: In the morning, take the total dose you took on Day 4 = _______ mg.

General Rules
 • The maximum dose is 16 mg/4 mg. If you reach this dose, you cannot increase further without calling the office first. 

The office phone number is _______________________________ [insert phone number].
 • Please call if you have any questions. There are no “stupid” questions.
 • Call us if you feel sleepy after your dose. 
 • Please bring this record to your next visit.
 • It’s okay to take Tylenol (acetaminophen) or Motrin (ibuprofen) for aches/pains. 

BRING THIS WITH YOU TO YOUR NEXT APPOINTMENT, scheduled for ______________________ [insert date and time].

Notes:
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Buprenorphine Treatment Agreement

This form is for educational/informational purposes only. It doesn’t establish a legal or medical standard of care. 
Healthcare professionals should use their judgment in interpreting this form and applying it in the circumstances 
of their individual patients and practice arrangements. The information provided in this form is provided “as is” 
with no guarantee as to its accuracy or completeness.

Continued on next page

TREATMENT AGREEMENT

I agree to accept the following treatment contract for buprenorphine office-based opioid addiction treatment:

1. The risks and benefits of buprenorphine treatment have been explained to me.
2. The risks and benefits of other treatment for opioid use disorder (including methadone, naltrexone, and 

nonmedication treatments) have been explained to me.
3. I will keep my medication in a safe, secure place away from children (for example, in a lockbox). My plan is to 

store it [describe where and how _____________________________________________________________________].
4. I will take the medication exactly as my healthcare provider prescribes. If I want to change my medication dose, 

I will speak with my healthcare provider first. Taking more medication than my healthcare provider prescribes 
or taking it more than once daily as my healthcare provider prescribes is medication misuse and may result in 
supervised dosing at the clinic. Taking the medication by snorting or by injection is also medication misuse and 
may result in supervised dosing at the clinic, referral to a higher level of care, or change in medication based on 
my healthcare provider’s evaluation.

5. I will be on time to my appointments and respectful to the office staff and other patients.
6. I will keep my healthcare provider informed of all my medications (including herbs and vitamins) and medical 

problems.
7. I agree not to obtain or take prescription opioid medications prescribed by any other healthcare provider without 

consulting my buprenorphine prescriber.
8. If I am going to have a medical procedure that will cause pain, I will let my healthcare provider know in advance 

so that my pain will be adequately treated.
9. If I miss an appointment or lose my medication, I understand that I will not get more medication until my next 

office visit. I may also have to start having supervised buprenorphine dosing.
10. If I come to the office intoxicated, I understand that my healthcare provider will not see me, and I will not receive 

more medication until the next office visit. I may also have to start having supervised buprenorphine dosing.
11. I understand that it’s illegal to give away or sell my medication; this is diversion. If I do this, my treatment will no 

longer include unsupervised buprenorphine dosing and may require referral to a higher level of care, supervised 
dosing at the clinic, and/or a change in medication based on my healthcare provider’s evaluation.

12. Violence, threatening language or behavior, or participation in any illegal activity at the office will result in 
treatment termination from the clinic.

13. I understand that random urine drug testing is a treatment requirement. If I do not provide a urine sample, it will 
count as a positive drug test.

14. I understand that I will be called at random times to bring my medication container into the office for a pill or film 
count. Missing medication doses could result in supervised dosing or referral to a higher level of care at this clinic 
or potentially at another treatment provider based on my individual needs.

15. I understand that initially I will have weekly office visits until I am stable. I will get a prescription for 7 days of 
medication at each visit.

16. I can be seen every 2 weeks in the office starting the second month of treatment if I have two negative urine drug 
tests in a row. I will then get a prescription for 14 days of medication at each visit.

17. I will go back to weekly visits if I have a positive drug test. I can go back to visits every 2 weeks when I have two 
negative drug tests in a row again.

18. I may be seen less than every 2 weeks based on goals made by my healthcare provider and me.
19. I understand that people have died by mixing buprenorphine with alcohol and other drugs like benzodiazepines 

(drugs like Valium, Klonopin, and Xanax).
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20. I understand that treatment of opioid use disorder involves more than just taking medication. I agree to comply 
with my healthcare provider’s recommendations for additional counseling and/or for help with other problems.

21. I understand that there is no fixed time for being on buprenorphine and that the goal of treatment is for me to 
stop using all illicit drugs and become successful in all aspects of my life.

22. I understand that I may experience opioid withdrawal symptoms when I stop taking buprenorphine.
23. I have been educated about the other two FDA-approved medications used for opioid dependence treatment, 

methadone and naltrexone.
24. I have been educated about the increased chance of pregnancy when stopping illicit opioid use and starting 

buprenorphine treatment and been informed about methods for preventing pregnancy.

Other specific items unique to my treatment include:

Patient’s Name (print): _____________________________________________________

Patient’s Signature: ________________________________________________________   Date: ____________________

This form is adapted from the American Society of Addiction Medicine’s Sample Treatment Agreement, which is 
updated periodically; the most current version of the agreement is available online (https://www.asam.org/docs 
/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn 
=bd4675c2_0).
Adapted with permission.345

https://www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=bd4675c2_0
https://www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=bd4675c2_0
https://www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=bd4675c2_0
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Patient Urine Drug Screen and Medication Count Monitoring Form

Patient’s Name: ______________________________________________________     Date To Be Called:______________________

Called for: 

 □ Urine Drug Screen

 □ Medication Count at □Office or □Pharmacy FOR: _____________________________________________________________

 □ Buprenorphine/Naloxone

 □ Other (list drug: ___________________________, ___________________________, ___________________________) 

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.

Documentation of Phone Call to Patient

Patient was called at _____________________________ (insert phone #) on ____________________ (date) at  

_____:_____ (time) and informed of monitoring required (described above) within the next _______ hours. 

Check One: 

 □ I spoke with patient 

 □ Message left on answering machine/voicemail

 □ Message left with ________________________________________________

 □ Other __________________________________________________________

Signature of Staff Member Making Phone Call: _______________________________________________________ 
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Date: ___________________

To:  Pharmacists @ ________________________________________ Pharmacy

From:   Healthcare Provider: ____________________________________________ 

 Clinic Address: _________________________________________________

 Phone Number: ________________________________________________

My patient, __________________________________, is starting office-based buprenorphine treatment for opioid 
dependence.

As part of monitoring this treatment, we ask the patient to do buprenorphine tablet/film counts at random times (we 
call the patient when it’s time for a pill/film count).

The above-named patient lives much closer to your pharmacy than to our treatment clinic. It would be a big help to 
me and this patient if you would be able to perform periodic tablet/film counts on his/her buprenorphine and then fax 
this form to us.

On the days we call the patient for a random tablet/film count, the patient would come to your pharmacy with his or 
her pill bottle. When we call the patient to go for a random tablet/film count, we will fax this form to you. We would 
appreciate if you could record the tablet/film count results on this form and fax it back to us the same day. This would 
be a real help to me in monitoring my patient’s treatment and also a great service to the patient.

Thank you very much for your help with this! Sincerely,

________________________________________________
                                 Signature

Pharmacy Tablet/Film Count Form 

(Note: Before sending this form, discuss with the pharmacist first to explain goals and procedures and to ensure 
agreement and understanding.)

Buprenorphine/Naloxone formulation: _________________________________________ 

Dose per tablet/film: _______________

Total # of tablets/films remaining in bottle: ______________  Fill date on bottle: ___________________

Total # of tablets/films dispensed on fill date: ____________  Tablet/film count correct?   □Yes   □No

Please fax this back to: _____________________________________

Thank You!

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.
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Chapter 3E: Medical Management Strategies 
for Patients Taking OUD Medications in 
Office-Based Settings

Chapter 3E examines key issues in medical management of patients who are prescribed 
buprenorphine or naltrexone in office-based opioid treatment (OBOT) settings. It covers 
regulatory and administrative concerns specific to buprenorphine and naltrexone that 
affect medical management of patients in office settings.

Management of patients taking medications 
for opioid use disorder (OUD) varies by setting. 
OBOT stabilize on buprenorphine or naltrexone, 
providers focus on medication management and 
treatment of other substance use, medical co-
morbidities, and psychosocial needs. Treatment 
of comorbid conditions should be offered onsite 
or via referral and should be verified as having 
been received.

Exhibit 3E.1 addresses use of terminology in this 
chapter. 

Patient Selection
To assess patients’ chances of success with 
standard office-based treatment, consider:

 • Concurrent substance use disorder (SUD) 
involving alcohol or benzodiazepines. 
Benzodiazepine (illicit and prescription) and 
alcohol use are common in patients with OUD. 
This use presents clinical challenges, including 
increased risk of respiratory depression 
and unintentional overdose or death. Some 
patients may have taken appropriately pre-
scribed benzodiazepines for years with limited 
or no evidence of misuse. For such patients, 
tapering benzodiazepines may be contrain-
dicated and unrealistic. Others may require 
treatment for a benzodiazepine use disorder. 
(See Exhibit 3B.1 for strategies for assessing 
and managing patients in OUD treatment who 
have concurrent benzodiazepine use disorder.)

 • Although concomitant use of buprenorphine 
with benzodiazepines increases the risk of 
an adverse reaction, including overdose 
death, opioid agonist treatment should not 
be denied to patients solely because they 
take benzodiazepines,346 because untreated 
OUD can pose a greater risk of morbidity and 
mortality. The Food and Drug Administration 
(FDA) advises that careful medication man-
agement by healthcare professionals can 
reduce risk (see www.fda.gov/Drugs/Drug 
Safety/ucm575307.htm for more information).

EXHIBIT 3E.1. Key Terms

In addition to the key terms defined in Exhibit 
3.1 of this Treatment Improvement Protocol 
(TIP), these terms appear in Chapter 3E:

Psychosocial support: Ancillary services 
to enhance a patient’s overall functioning 
and well-being, including recovery support 
services, case management, housing, 
employment, and educational services. 

Psychosocial treatment: Interventions 
that seek to enhance patient’s social and 
mental functioning, including addiction 
counseling, contingency management, and 
mental health services.

www.fda.gov/Drugs/DrugSafety/ucm575307.htm
www.fda.gov/Drugs/DrugSafety/ucm575307.htm
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Approaches to addressing concurrent benzo-
diazepine use include:

 − Get patients’ permission to contact their 
benzodiazepine prescribers to confirm 
their histories. Speaking with close family 
members or friends (with patients’ permis-
sion) can also help in evaluating evidence 
of alcohol or benzodiazepine misuse (e.g., 
intoxication, accidents, withdrawal seizures).

 − Make sure patients understand that 
combining buprenorphine with alcohol, 
benzodiazepines, or other central nervous 
system depressants risks potential re-
spiratory depression and unintentional 
overdose death.347 Overdose death with 
buprenorphine is most often associated 
with intravenous benzodiazepine and 
heavy alcohol use.

 − For patients misusing benzodiazepines 
(e.g., taking in high doses, bingeing, using 
intravenously), the TIP expert panel recom-
mends referral to higher intensity addiction 
treatment with medically supervised ben-
zodiazepine withdrawal if available (e.g., 
intensive outpatient programs, residential 
treatment). Do not rule out concurrent use 
of buprenorphine or extended-release in-
jectable naltrexone (XR-NTX) for treatment 
of OUD in more structured settings for 
these patients.

 − For patients who are physically dependent 
on illicit benzodiazepines but do not inject 
or binge, a gradual outpatient medically 
supervised withdrawal can be attempted 
using long-acting benzodiazepines, under 
certain conditions that promote safety and 
reduce risk. These conditions may include:

 • Requiring frequent office visits with ob-
servation of patients taking medication.

 • Having significant others monitor 
patients and report back to the office.

 • Offering a short-duration prescription 
supply.

 • Monitoring prescription drug monitoring  
program (PDMP) reports more frequently.

 • Conducting frequent urine tests.

 • Using written treatment agreements 
outlining conditions for dual buprenor-
phine and benzodiazepine prescriptions.

 − Review patient progress regularly; adjust 
treatment plans as needed. Document 
treatment decisions, as research showing 
the effectiveness and safety of these 
approaches is lacking.348

 • Significant comorbid mental illness or 
suicidal or homicidal ideation. Patients 
who are actively suicidal, homicidal, severely 
depressed, or psychotic or who are having 
other significant psychiatric problems may 
need assessment and treatment by a mental 
health professional who can treat both 
the psychiatric comorbidity and the OUD. 
Depending on the severity, they may need 
higher levels of mental health services in 
a crisis center, emergency department, or 
inpatient setting. An addiction psychiatrist can 
treat such patients upon discharge.

 • Significant medical comorbidity, including 
infections. Severe abscesses, endocarditis, or 
osteomyelitis from injecting drugs may require 
hospitalization. If hospitalization is necessary, 
buprenorphine can be initiated.349 Initiation of 
HIV and hepatitis C virus treatments do not 
contraindicate buprenorphine treatment.350

Patient Management and 
Treatment Monitoring
Base management of OUD on a comprehen-
sive assessment that is updated throughout 
treatment (see Part 2 of this TIP for more 
information on conducting assessments). Tailor 
the management approach to patients’ needs 
and goals. Components of the management 
approach include:

 • The length and frequency of office visits.

 • The length of time between prescriptions or 
XR-NTX injections.

 • The frequency of drug testing.

 • Ancillary psychosocial and medical treatments 
and referrals.
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Course of Treatment
The typical course of OUD treatment is 
varied. There is often not a direct pathway 
from heavy illicit opioid use to no illicit opioid 
use.351 Some patients have only occasional 
returns to use and do not require reinduction 
on buprenorphine or naltrexone. Other patients 
may return to use in the context of medication 
nonadherence, requiring reinduction and 
restabilization on buprenorphine or medically 
supervised withdrawal from opioids and an 
appropriate period of abstinence before re-
starting naltrexone. Some patients may have 
sustained abstinence and choose to remain on 
their maintenance buprenorphine or naltrexone 
dose. However, others may try to taper their 
buprenorphine dose, discontinue naltrexone, 
consider a change in pharmacotherapy (e.g., 
from buprenorphine to naltrexone or naltrexone 
to buprenorphine), or attempt maintenance of 
remission of OUD without any medication.

Because OUD is often a chronic and relapsing 
illness, patients may have different types and 

durations of treatment over their lifetimes. 
Some may have periods of successful outpa-
tient treatment at different times with all three 
available FDA-approved medications for OUD. 
Others may experience forced medication 
discontinuation (e.g., insurance lapse, time 
in controlled environments that disallow or 
discriminate against OUD medication, cases in 
family and drug courts, parole and probation). 
A relative few may remain in remission after 
successfully discontinuing medication voluntarily. 
Different treatment journeys occur in different 
treatment settings (e.g., intensive outpatient, 
residential programs) and with different phar-
macotherapies and ancillary psychosocial and 
recovery support services.

To the extent possible, coordinate primary 
care, behavioral health, and wraparound 
services needed and desired by the patients 
to address their medical, social, and recovery 
needs. Individuals with co-occurring physical, 
mental, and substance use disorders may benefit 
from collaborative care.352

RESOURCE ALERT 

Substance Abuse and Mental Health Services Administration (SAMHSA) 
Treatment Guidance for Individuals With Co-Occurring Disorders

TIP 42, Substance Abuse Treatment for Persons With Co-Occurring Disorders, provides treatment 

strategies for SUD treatment for individuals with mental disorders (https://store.samhsa.gov/shin/content 

//SMA13-3992/SMA13-3992.pdf).

General Principles for the Use of Pharmacological Agents To Treat Individuals With Co-Occurring 
Mental and Substance Use Disorders offers assistance for the planning, delivery, and evaluation of 

pharmacotherapy for individuals with co-occurring mental and substance use disorders (https://store 

.samhsa.gov/shin/content//SMA12-4689/SMA12-4689.pdf).

Pharmacologic Guidelines for Treating Individuals With Post-Traumatic Stress Disorder and Co-
Occurring Opioid Use Disorders is tailored to the provision of medication for OUD to individuals also 

diagnosed with posttraumatic stress disorder (https://store.samhsa.gov/shin/content//SMA12-4688 

/SMA12-4688.pdf).

https://store.samhsa.gov/shin/content//SMA13-3992/SMA13-3992.pdf
https://store.samhsa.gov/shin/content//SMA13-3992/SMA13-3992.pdf
https://store.samhsa.gov/shin/content//SMA12-4689/SMA12-4689.pdf
https://store.samhsa.gov/shin/content//SMA12-4689/SMA12-4689.pdf
https://store.samhsa.gov/shin/content//SMA12-4688/SMA12-4688.pdf
https://store.samhsa.gov/shin/content//SMA12-4688/SMA12-4688.pdf
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Role of the Treatment Plan and 
Treatment Agreement in Medical 
Management
The initial treatment plan should include:

 • Treatment goals.

 • Conditions for changing or stopping 
treatment (the Chapter 3E Appendix has a 
sample goal-setting form).

 • Therapeutic contingencies for nonadher-
ence and failure to meet initial goals, such 
as:

 − Increase in the intensity or scope of 
services at the office or through referral.

 − More intensive psychosocial treatment, 
including inpatient treatment or transfer 
to an opioid treatment program (OTP) 
for observed buprenorphine dosing if the 
office-based practice is unable to provide 
such services.

 − Reassessment to ensure psychiatric and 
other comorbid addictions are adequately 
addressed via consultation with mental 
health, addiction treatment, or pain 
management providers as available and 
indicated.

Some patients may need a more structured 
environment when there is continued opioid 
use or comorbid use of substances other than 
opioids or when mental disorders are impeding 
their progress toward remission and recovery. In 
these cases, medication for OUD should not be 
interrupted.

Treatment agreements can help clarify expec-
tations for patients and healthcare profession-
als (see the Chapter 3C Appendix and Chapter 
3D Appendix for sample treatment agreement 
forms for naltrexone and buprenorphine, respec-
tively). Review and amend treatment plans and 
treatment agreements periodically as patients 
progress (or destabilize) and new goals emerge. 
This will help healthcare professionals across 
settings deliver coordinated, effective care. 
Updating treatment plans and agreements helps 

patients recognize their progress and supports 
their motivation to remain engaged. Involving 
patients’ support networks makes patients 
accountable to a group of caring people rather 
than to a single healthcare professional.

Engage patients’ family members and other 
recovery supports (with patients’ written 
consent) by sharing their treatment goals and 
agreements. Identify specific ways they can 
support patients’ goals.353

Medical Management Strategies
Medical management includes:

 • Providing brief supportive counseling.

 • Referring to ancillary psychosocial services.

 • Referring to psychiatric and medical care if 
not directly provided by the healthcare pro-
fessional prescribing or administering OUD 
medication.

 • Adjusting the frequency of office visits.

 • Conducting drug tests.

 • Monitoring patient adherence to medication 
with occasional observed dosing, random 
medication inventorying, or both.

 • Addressing patient concerns about side effects.

If a patient does not discontinue all 
illicit drugs for extended periods, it 
doesn’t mean treatment has failed 
and should not result in automatic 
discharge. It means the treatment plan 
may require modification to meet the 
patient’s needs.

The TIP expert panel recommends 
medication management and brief 
supportive counseling at each 
visit. Refer for adjunctive addiction 
counseling and other psychosocial 
supports as clinically indicated.
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 • Discussing any concerns with the patient or 
their support network.

 • Prescribing medication for co-occurring 
alcohol use disorder (e.g., disulfiram, 
acamprosate).

Strategies for optimizing medical management 
and brief supportive counseling involve:

 • Helping the patient manage stressors and 
identify triggers for a return to illicit opioid 
use.

 • Providing empathic listening and nonjudg-
mental discussion of triggers that precede 
use or increased craving and how to manage 
them.

 • Providing ongoing assessment to mark 
progress. Revise treatment goals via shared 
decision making to incorporate new insights. 
(See “Treatment Planning or Referral” in Part 
2 of this TIP for more on shared decision 
making.)

 • Providing medical care for comorbid health 
conditions.

 • Referring patients as needed to:
 − Adjunctive psychiatric treatment.
 − Addiction counseling.
 − Case management.
 − Community-based recovery support 

groups.

 • Inviting supportive family members and 
friends to medical visits to discuss strategies 
to support patients.

 • Engaging and educating family members 
and friends who are reluctant to accept 
medication’s role in treatment.

 • Advocating for patients as needed if 
their treatment becomes threatened by 
their employer, housing provider, insurance 
company, the courts, or criminal justice 
agencies. These threats, refusal of service, or 
frank coercion may constitute potential viola-
tions of the Americans with Disabilities Act or 
other discrimination or parity violations.

Referral to counseling and other 
psychosocial supports
Prescribers of buprenorphine must be able 
to refer patients for appropriate adjunctive 
counseling and ancillary services as needed 
according to federal law.354 (However, patients 
can still receive buprenorphine treatment even 
if they do not use such services.) There’s no such 
referral requirement for naltrexone treatment, 
but patients should receive medical manage-
ment and be referred as needed for adjunctive 
addiction, mental health, or recovery services.

To achieve clinical stability and abstinence 
from illicit drug use, many patients need 
psychosocial counseling and support services 
beyond what their buprenorphine prescriber’s 
practice offers. For example, patients with 
mental disorders (e.g., depression, posttrau-
matic stress disorder)355 should be assessed 
and treated with appropriate medications (as 
indicated) and adjunctive mental health services.

Some patients are reluctant to engage in 
addiction counseling or recovery support 
groups until they stabilize on medication. Once 
stabilized, they may see benefits to participating 
in these supports. Recommend additional 
addiction, mental health, and social services as 
appropriate if patients:

 • Do not achieve full remission.

 • Continue to misuse nonopioid substances.

 • Do not reach their treatment goals with 
medication management alone.

Behavioral treatment with contingency manage-
ment (e.g., rewards for illicit drug abstinence) 
is highly effective and is offered in some 
specialty treatment programs. It can motivate 
the patient to reduce illicit drug use, including 
opioids and stimulants, and increase medication 
adherence.356

Alcoholics Anonymous, Narcotics Anonymous, 
Self-Management and Recovery Training, and 
other peer recovery support groups can be 
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helpful to patients, especially if they find 
groups with accepting attitudes toward OUD 
medication and people who take it. (See Part 
5 of this TIP for resources on recovery support 
groups.) Some peer recovery support groups 
consider patients taking methadone and bu-
prenorphine for OUD treatment as not being 
abstinent from opioids. Check with local groups 
before referring a patient. Groups not accepting 
of OUD medications are not appropriate for 
patients taking them. Patients are most likely 
to benefit from peer support programs if they 
actively participate in offered recovery activities.357 
Monitor recovery activities to ensure that 
patients are accessing appropriate supports  
and are benefiting from them (Exhibit 3E.2)

Patients may need many other psychosocial 
services. Case managers can help patients 
obtain:

 • Housing support.

 • Medicaid or other health insurance.

 • Income support.

 • Food assistance services.

 • Vocational and educational services.

 • Mental health and family therapy.

Refer to psychosocial services as appropriate. 
Get patient consent to share information and 
make provider introductions, just as referrals to 
other medical specialists would occur. Strategies 
include:

 • Referring per program availability, afford-
ability, and patients’ needs, preferences, 
and treatment responses. Ensure referrals to 
programs that accept and support patients 
receiving OUD medication.

 • If possible, personally introducing patients to 
the new behavioral health service providers or 
peer recovery support specialists if changing 
settings, to encourage a successful transition.

 • Developing and maintaining a list of referral 
resources, including:

 − Drug and alcohol counselors.
 − Inpatient, residential, and outpatient 

addiction counseling programs.
 − OTPs.
 − Inpatient/outpatient behavioral health 

programs.
 − Primary care and mental health providers.
 − Community-based services.
 − Recovery support groups.

EXHIBIT 3E.2. Monitoring Recovery Activities

At medical management visits, do not simply ask about attendance at recovery support meetings—
explore the level of participation and engagement in those activities. Some activities include:

 • Finding and working closely with a sponsor.

 • “Working” the 12 Steps at 12-Step meetings and with a sponsor.

 • Doing service at meetings (e.g., setting up chairs, making coffee, going on a “commitment” to speak at 
a meeting in a jail or an inpatient drug and alcohol program).

 • Having and frequently attending a regular “home” group.358

Remember this statement from recovery experts A. Thomas McLellan and William White: 

Recovery status is best defined by factors other than medication status. 
Neither medication-assisted treatment of opioid addiction nor the cessation 
of such treatment by itself constitutes recovery. Recovery status instead 
hinges on broader achievements in health and social functioning—with or 
without medication support.”359
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 • Using active referral procedures (e.g., linking 
patients directly via phone to a specific 
program staff member) instead of passive 
ones (e.g., giving a patient a name and a 
phone number to call).

 • Avoiding leaving patients to find their own 
referrals.

 • Monitoring patients’ follow-through via phone 
contact or at the next office visit.

Frequency of medical management visits
The TIP expert panel and the American 
Society of Addiction Medicine (ASAM) 
recommend that patients be seen approxi-
mately once a week until they demonstrate 
significant reductions in or abstinence from 
illicit substance use.360 This is also a time 
to ensure adherence to pharmacotherapy. 
Nonadherence to naltrexone or buprenorphine 
prevents optimal treatment outcomes. In sched-
uling patient visits, be sensitive to treatment 
barriers such as:

 • Work and childcare obligations.

 • Cost of care and lack of insurance coverage.

 • Driving time.

 • Lack of public transportation to visits, which 
may be particularly challenging for patients in 
rural areas.

Goals of weekly visits include:

 • Assessing patients’ clinical needs and 
challenges.

 • Assessing medication effectiveness and side 
effects.

 • Assessing functional status (e.g., home, work, 
school).

 • Assessing and monitoring stress coping 
strategies and potential triggers for return to 
substance use.

 • Assessing adherence to the recommended 
frequency of attendance for XR-NTX injections 
or the prescribed buprenorphine dosing 
regimen and responsible handling of the 
medication (e.g., safely storing out of reach  
of children, taking as prescribed, not sharing 
or losing it).

 • Monitoring use of alcohol and illicit drugs 
and ensuring adequate therapeutic dosing 
(e.g., opioid blockade if there is ongoing illicit 
opioid use and adherence to medication).

 • Following up on any referrals made, such 
as adjunctive counseling, recovery support 
groups, or other psychosocial services (the 
Chapter 3E Appendix has a sample medical 
management visit form).

Once patients adhere to therapeutic doses 
of OUD medication, decrease illicit drug and 
alcohol use, and increase negative opioid 
toxicological samples, consider less frequent 
visits. Monthly visits (or less for carefully selected 
patients who have been stable on buprenorphine 
for extended periods with adequate support) 
are reasonable for patients taking naltrexone 
or buprenorphine who show progress toward 
treatment objectives. Indications that a patient is 
ready to come less than weekly include:

 • Several weeks of illicit opioid abstinence 
based on self-report and negative drug tests.

 • Adherence to appointments and treatment 
plan.

 • No ongoing drug use that may risk patient 
safety (e.g., alcohol or benzodiazepine misuse).

 • Absence of significant medication side effects.

 • Stable mental health and medical conditions.

 • Responsible handling of medication (e.g., safe 
storage, no requests for early refills).

 • Absence of unexpected controlled medication 
prescriptions from other providers in the 
PDMP.

As visits become less frequent, consider 
random urine drug testing, medication counts 
(buprenorphine tablets or films), and involve-
ment of network supports if available.

Buprenorphine implants are indicated only for 
stable patients already taking transmucosal  
buprenorphine with positive treatment 
response. Extended-release buprenorphine 
is indicated for patients treated with transmu-
cosal buprenorphine for at least 1 week. It’s 
expected that patients with the implants or those 
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treated with extended-release buprenorphine 
will receive medication management services 
with visits approximately weekly at the start 
and then less frequently as clinically indicated 
based on patient treatment response. Likewise, 
patients treated with XR-NTX should be seen 
more than once per month when initiating the 
medication to monitor progress and assess and 
address any side effects.

Drug testing in ongoing medical management
Ongoing clinical monitoring that includes 
drug testing of urine or oral fluid specimens 
is part of good practice. Objective evidence of 
any ongoing illicit substance use is important to 
consider along with patient reports. Patients may 
not wish to disclose recent drug use because 
of shame, fear of punishment, or even fear of 
discharge from treatment.

Explain to patients that testing will help them 
meet treatment goals and is not performed to 
render punishments. Results help:

 • Detect medication nonadherence that could 
cause harm (e.g., unintentional overdose).

 • Monitor abstinence and response to medica-
tion treatment.

 • Counsel and improve treatment plans.

 • Detect a return to illicit opioid use or other 
substance use.

The TIP expert panel recommends periodic 
random testing. Drug testing frequency should 
be clinically determined. It should occur at least 
at the time of the initial evaluation and initiation 
of medication (naltrexone, buprenorphine) and 
at a frequency consistent with office visits (e.g., 
weekly initially).

Point-of-service tests give immediate results, 
allowing findings and implications to be 
discussed with patients during visits. However, 
some circumstances require confirmatory labo-
ratory testing, such as when the patient contests 
the results and when testing for employment or 
legal monitoring. In these cases, samples may 
need to be collected and sent to a Department 
of Health and Human Services-certified labora-
tory under strict chain-of-custody procedure. In 
addition, norbuprenorphine may not be available 
in point-of-service tests and therefore, periodi-
cally, a specimen should be sent to a laboratory 
for testing. Important aspects of testing include:

 • Testing technology.

 • The cutoffs for positive tests.

 • Any administrative requirements.

 • Time windows to detect a positive result.

 • Cross-reactivity, sensitivity, and specificity.

 • Test interpretation. (See Part 2 for more 
information about how to interpret drug 
testing results.)

 • Consideration of panels based on drugs most 
commonly used in the region.

Conduct point-of-service drug tests following 
the manufacturer’s instructions. Use Clinical 
Laboratory Improvement Amendments-waived 
testing kits. A provider’s office must enroll and 
pay a modest fee for certification. The applica-
tion is available online (www.cms.gov/Medicare 
/CMS-Forms/CMS-Forms/downloads/cms116 
.pdf).

Visit frequency should not depend 
only on dosing schedule for long-
acting OUD medications. Also consider 
patients’ treatment needs, preferences, 
and responses. To ensure continued 
engagement, consider adding to the 
treatment agreement the expected 
visit frequency and frequency of 
other ancillary treatments tailored to 
patients’ needs, goals, and preferences.

www.cms.gov/Medicare/CMS-Forms/CMS-Forms/downloads/cms116.pdf
www.cms.gov/Medicare/CMS-Forms/CMS-Forms/downloads/cms116.pdf
www.cms.gov/Medicare/CMS-Forms/CMS-Forms/downloads/cms116.pdf
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Sample collection via oral swab is straightforward; 
follow the manufacturer’s directions. If collecting 
urine samples, take steps to reduce the 
likelihood of tampering. In settings that treat 
many patients or treat patients potentially facing 
criminal justice sanctions, consider taking these 
measures:

 • Have patients visit the bathroom alone, 
without bags or jackets, to deter use of 
another person’s urine specimen.

 • Set the sink to run only cold water and use a 
colored toilet bowl cleaner to prevent dilution 
of urine specimens.

 • Use specimen cups with specific gravity 
testing, if possible, to identify diluted 
samples.

 • Use temperature-sensitive strips in collection 
cups to identify tampered specimens.

Ongoing positive opioid tests during 
treatment indicate the need to reassess 
the patient and revise the treatment plan. 
Repeated positives may indicate that patients:

 • Are not taking some or all of their medication 
or may be taking the medication incorrectly.

 • Need a different medication.

 • Need directly observed medication adminis-
tration in the office or at an OTP.

 • Need a buprenorphine dose increase.

 • Need more counseling or a higher level of a 
specialty addiction treatment program.

 • Need to participate in recovery support 
services.

For more information on drug testing in the 
primary care setting, see Technical Assistance 
Publication 32, Clinical Drug Testing in Primary 
Care361 (https://store.samhsa.gov/shin/content 
//SMA12-4668/SMA12-4668.pdf) and ASAM’s 
Consensus Statement on Appropriate Use of 
Drug Testing in Clinical Addiction Medicine.362

Opioids and opiates in point-of-service tests
Point-of-service and laboratory screening tests 
for opiates only test for opioids metabolized to 

morphine (e.g., codeine, heroin). Semisynthetic 
and synthetic opioids, such as methadone, 
buprenorphine, and others (e.g., fentanyl, 
oxycodone), are not metabolized to morphine 
and do not test positive on most opiate tests. 
Specific point-of-service tests exist for these 
opioids.

Some point-of-service and laboratory tests can 
detect methadone, buprenorphine, and other 
opioids. Patients taking buprenorphine should 
have buprenorphine specifically included in their 
urine test panel to assure the prescriber that the 
patient is indeed taking the medication. Some 
patients may put some of their buprenorphine 
in the urine to mask nonadherence. Periodically 
testing for a buprenorphine metabolite (e.g., 
norbuprenorphine, buprenorphine glucuronide) 
is advised.

Assessing buprenorphine adherence
Medication nonadherence and diversion can 
signal inadequately treated OUD (e.g., return 
to use with positive urine drug tests). Assess 
such behaviors clinically and develop therapeutic 
responses to them.

Remember that nonadherence, misuse, and 
diversion occur with other medications as 
well—those with and without abuse potential. 
For instance, it’s clear that opioid analgesics 
have been overprescribed for pain, misused, 
and diverted; they have contributed to deaths 
among individuals prescribed as well as those 
not prescribed these medications. Antibiotics for 
bacterial infections are also overprescribed, and 
patient nonadherence (e.g., not completing the 
full course), misuse (e.g., saving leftover medi-
cation for a later self-diagnosed and self-treated 
infection), and diversion (e.g., giving leftover 
medication to ill family members or friends) can 
cause significant public health harm, given the 
spread of drug-resistant bacteria. Medication 
nonadherence has largely fueled development 
of longer acting medications (e.g., depot anti-
psychotics, long-acting contraceptives, XR-NTX, 
buprenorphine implants).

https://store.samhsa.gov/shin/content//SMA12-4668/SMA12-4668.pdf
https://store.samhsa.gov/shin/content//SMA12-4668/SMA12-4668.pdf
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Strategies for addressing medication non-
adherence and diversion include carefully 
assessing the patient to understand under-
lying causes of the behavior. Address these 
causes and monitor adherence. For instance, 
if a patient gives his or her medication to a 
relative on a waiting list for treatment, getting 
the relative into treatment can help that patient 
become adherent. Monitor adherence by:

 • Asking patients to bring their unused medica-
tion into the office for counting.

 • Increasing the frequency of office visits.

 • Increasing urine drug testing.

 • Talking with family members or significant 
others.

 • Writing prescriptions for shorter duration.

 • Observing medication administration at the 
office, pharmacy, or OTP.

 • Checking urine for buprenorphine and its 
metabolites.

 • Checking the PDMP.

 • Avoiding doses over 24 mg (save in rare 
cases).

Chapter 3D Appendix includes a sample patient 
urine drug screen and medication count form, as 
well as a pharmacy tablet/film count form.

If these steps have no positive effect, patients 
may need referral to higher levels of care 
at OTPs or residential addiction treatment 
programs. Different formulations or pharma-
cotherapy may need to be considered.363 If a 
change in setting is required, consider patients 
for return to OBOT once they stabilize.

Discontinuing medication for OUD
Patients should decide whether to taper off 
or discontinue pharmacotherapy with the 
support of their healthcare professional and, 
if applicable, their addiction or mental health 
counselor, family, and peer recovery supports 
(e.g., peer support specialist, recovery coach). 
If patients’ goals include stopping medication, 
discuss the risks and benefits of discontinuing.  
Work closely with patients to develop a 

buprenorphine dose taper plan, if needed, and 
a robust plan to sustain recovery and reengage 
in treatment before any return to substance 
use. Before patients begin a buprenorphine 
dose taper or discontinue XR-NTX, they should 
demonstrate:

 • Medication adherence.

 • Abstinence from illicit opioid use.

 • A stable living environment.

 • Social support.

 • Sustained improvements in functioning at 
home and at school or work.

Consider treatment with XR-NTX following 
successful taper from an opioid agonist or partial 
agonist (after an appropriate period of absti-
nence). Data are limited on the effectiveness of 
this approach.

The TIP expert panel recommends that 
providers not discharge patients from 
treatment solely because of continued 
illicit opioid use if the benefits of treatment 
continue to outweigh the risks. If risks 
outweigh benefits or alternative treatments may 
offer more benefit, refer patients to alternative 
treatment (e.g., OTP). Discharging patients 
without attempting meaningful referral when 
illicit opioid use is ongoing can worsen the 
patient’s condition and may be considered 
patient abandonment.

Forced tapers or abrupt discontinuation
Forcing a patient to taper off of medication 
for nonmedical reasons or because of ongoing 
substance misuse is generally inappropriate. 
Many patients are abruptly discontinued or 
tapered from OUD medication against their will 

Do not require discontinuation 
of pharmacotherapy because of 
incomplete treatment response. Doing 
so is not a rational therapeutic response 
to the predicted course of a chronic 
condition.
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while detained or awaiting trial. A randomized 
trial of continuing versus tapering off methadone 
for detainees found that those who kept taking 
medication in detention were significantly more 
likely to return to treatment on release.364 It’s 
likely that the same holds true for forced discon-
tinuation from buprenorphine during detention.

As is sometimes the case in general medical 
practice, patients who are unable to pay 
their bills should not be discontinued from 
treatment without attempting meaningful 
referral. Attempt referrals to publicly funded 
addiction treatment services (e.g., specialty 
treatment programs, federally qualified health 
centers). If patients cannot continue treatment 
because of inability to pay, providers can contact 
the pharmaceutical company about patient 
assistance programs to help defer the cost of 
medications.

Forced dose tapers against the patient’s 
desire may be clinically indicated when risks of 
treatment outweigh benefits or, in unusual cases, 
where the patient has been violent toward staff 
or other patients. In these cases, attempt to 
place the patient in a higher level of care and 
document the attempt. In some circumstances, 
forced tapering or abrupt discontinuation may 
violate the Americans with Disabilities Act. 
The Legal Action Center (www.lac.org) and 
the National Alliance for Medication Assisted 
Recovery (www.methadone.org) offer informa-
tion on how to legally manage forced tapers.

Patient follow-up
Medical management should not end when 
patients taper off of medication. The TIP 
expert panel recommends regular follow-up 
visits (or phone checkups by clinical staff or 
recovery support specialists) to help patients 
manage their condition, address potential 
concerns about returning to illicit opioid use, and 
discuss reinitiating OUD maintenance medication 
if warranted. Attendance at drug counseling 
or mutual-help groups can be helpful, as can 
periodic drug testing.

Administrative Considerations
Patient Limits

Physicians
After taking the necessary training, qualified 
physicians can obtain waivers to prescribe 
buprenorphine to up to 30 active patients at 
any one time. Such providers may apply to 
SAMHSA to increase their patient limit to up to 
100 patients if they’ve had a waiver for at least 
1 year. Physicians with a waiver to prescribe to 
up to 100 patients for at least 1 year may apply 
to SAMHSA to prescribe to up to 275 patients 
under more restrictive conditions. More infor-
mation on patient limits and applying for limit 
increases is available from SAMHSA (www 
.samhsa.gov/sites/default/files/programs 
_campaigns/medication_assisted/understanding 
-patient-limit275.pdf).

Nurse practitioners and physician assistants
Qualified nurse practitioners and physician 
assistants can obtain waivers to prescribe 
buprenorphine to up to 30 patients the first year 
and 100 patients thereafter. These practitioners 
must complete 24 hours of additional training 
to qualify. More information is available from 
SAMHSA (www.samhsa.gov/medication-assisted 
-treatment/qualify-nps-pas-waivers).

Diversion Control Policies for OBOT With 
Buprenorphine
Controlled substance diversion refers to unau-
thorized provision of medication to someone 
for whom it was not prescribed.365 Patients may 
divert buprenorphine for various reasons, such 
as:

 • To “help” someone who needs medically su-
pervised withdrawal or awaits treatment.366,367

 • To provide income for the seller.

 • To enable someone else to experience the 
euphoric effect of the medication.368

www.lac.org
www.methadone.org
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/understanding-patient-limit275.pdf
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
www.samhsa.gov/medication-assisted-treatment/qualify-nps-pas-waivers
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Address diversion of controlled substances 
with patients using the following strategies:

 • Clarify that continuing in office-based 
treatment depends largely on taking med-
ication as prescribed; nonadherence and 
diversion are thus problematic.

 • In a nonjudgmental way, discuss to whom 
within their network of family, friends, and 
acquaintances they might be tempted to 
divert their medication and why they might be 
tempted to do so.

 • Instruct patients to store medication 
securely (children may inadvertently ingest it 
and overdose, or other people may take the 
medication for their own use or to sell).369

 − Discuss patients’ plans to safely store 
buprenorphine. Advise patients to keep 
the medication in the original packaging 
and out of the reach of children.370

 − Tell patients not to store their medication 
in common areas (e.g., kitchen, bathroom) 
where others may access it.

 − Educate patients that any portion of a dose 
taken by a child or pet can be deadly and 
that they should call 9-1-1 immediately if 
this occurs.

 • Explain how diversion causes negative views 
of treatment, leading to discrimination against 
people with OUD. Therefore, healthcare pro-
fessionals must proactively address diversion 
to help prevent it.

Possible signs that a patient is diverting bu-
prenorphine371 include:

 • Frequently missed appointments.

 • Requests for early refills because medication 
was reportedly lost or stolen.

 • Negative buprenorphine urine screens.

 • Positive buprenorphine urine screens that are 
negative for buprenorphine metabolites.

 • Specific requests for the buprenorphine 
monoproduct owing to naloxone allergy.

 • Specific requests for doses of buprenorphine 
greater than 24 mg/6 mg.

 • PDMP shows prescription fills for opioids or 
other medications that are not positive on his 
or her drug tests.

 • Failed film/pill callback counts.

Establish a diversion control plan to minimize 
OUD medication diversion. The plan provides 
measures to reduce diversion and assigns 
specific responsibility to medical and admin-
istrative staff members for carrying out these 
measures.372 It should address medication 
storage, dispensing and administration (if 
applicable), and prescribing373 (see the Chapter 
3E Appendix for a sample diversion control 
policy). For providers who store buprenorphine 
for administration and dispensing, plans should 
indicate how they will control diversion and which 
approaches they will use to ensure that patients 
take their medication. Exhibit 3E.3 summarizes 
key elements of a diversion control plan.

Physicians who prescribe buprenorphine to 
more than 100 patients need a diversion 
control plan. Document diversion incidents and 
responses to incidents in the patient record. 
More information about Drug Enforcement 
Administration (DEA) requirements for Drug 
Addiction Treatment Act of 2000 (DATA 2000)-
waivered healthcare professionals is available 
online (www.deadiversion.usdoj.gov/pubs/docs 
/dwp_buprenorphine.htm).

Storage of Buprenorphine
Practices that store buprenorphine onsite 
must have appropriate security, which includes 
storing the medication in a securely locked, 
substantially constructed cabinet.374 If a signifi-
cant amount of stored buprenorphine is lost or 
stolen, providers must notify the local DEA office 
in writing within 1 business day and complete a 
Form DEA-106 (https://apps.deadiversion.usdoj 
.gov/webforms/dtlLogin.jsp).

Employees convicted of a felony related to  
a controlled substance or who had a DEA  
registration denied, revoked, or surrendered  
“for cause” are not permitted to have access  
to buprenorphine.

www.deadiversion.usdoj.gov/pubs/docs/dwp_buprenorphine.htm
www.deadiversion.usdoj.gov/pubs/docs/dwp_buprenorphine.htm
https://apps.deadiversion.usdoj.gov/webforms/dtlLogin.jsp
https://apps.deadiversion.usdoj.gov/webforms/dtlLogin.jsp
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Records for Dispensers
Office-based practices that dispense buprenor-
phine must keep records of:376

 • The number of units and doses dispensed 
with the names and addresses of the patients.

 • The dates the medication was dispensed.

 • The names (or initials) of the staff members 
who dispensed or administered the 
medication.

The diversion control plan should include 
approaches to ensuring that patients take the 
medication and do not divert it to others.

Recordkeeping for ordering, storing, and 
dispensing buprenorphine in the office
All prescribers and staff members must follow 
federal and state laws for ordering, storing, 
administering, and dispensing buprenorphine 
in outpatient settings. Records of inventories of 

EXHIBIT 3E.3. Key Elements of an OBOT Clinic Diversion Control Plan375

New Patients
Check the state’s PDMP before admission 
to determine whether patients are receiving 
opioids or benzodiazepine prescriptions from 
other providers. 

Ask patients to sign a release of information to 
speak with the other prescribers. Patients who 
are unwilling to sign a release of information are 
poor candidates for outpatient treatment. 

Review the clinic diversion control policy with 
new patients. This should include counseling 
patients to:

 • Keep buprenorphine locked up and out of 
children’s reach.

 • Never share medication with anyone.

 • Never sell medication to anyone.

 • Acknowledge giving or selling medication to 
others as illegal.

 • Take medication only as prescribed.

 • Review, understand, and agree to the 
practice’s buprenorphine treatment 
agreement before they start.

Prescribe buprenorphine/naloxone when 
possible rather than monoproduct. Exceptions 
include prescribing the monoproduct for 
pregnant women with OUD.

Prescribe an adequate but not excessive dose. 
Most patients respond to doses at or below 
24 mg per day. Carefully evaluate requests 
for higher doses and confirm, document, and 
assess medication adherence continuously. 

Ongoing Patients
Periodically check the state’s PDMP.

Conduct random urine tests that include 
a wide spectrum of opioids—including 
morphine, oxycodone, and buprenorphine—and 
periodically include buprenorphine metabolites. 
This will help monitor response to treatment and 
determine whether patients are taking at least 
some of their prescribed buprenorphine. 

Use unobserved specimen collection to 
preserve patient privacy and dignity:

 • Do not let patients bring backpacks, jackets, or 
other items into the bathroom.

 • Do not let others enter bathrooms with patients.

 • Temperature test the urine sample. 

Use observed specimen collection (obtained by 
a staff member of the same gender) or oral fluid 
testing if there is reason to suspect tampering or 
falsification. 

Contact patients at random; ask them to bring 
in their medication within a reasonable period 
(24 to 48 hours) to count the tablets/films to 
ensure that all medication is accounted for.

Provide a limited number of days of medication 
per prescription without refills (e.g., several days 
or 1 week per prescription) until the patient has 
demonstrated stability and lowered diversion 
risk.



3-92

Medications for Opioid Use DisorderTIP 63

medication received, dispensed, destroyed, and 
lost or stolen must be maintained. For guidance 
on how to comply with federal requirements, see:

 • Diversion Control Division’s Practitioner’s 
Manual (www.deadiversion.usdoj.gov/pubs 
/manuals/pract).

 • FDA Recordkeeping Requirements for 
Buprenorphine Treatment (www.buppractice 
.com/node/12246).

Recordkeeping for prescribing buprenorphine
Consider writing an initial prescription for 
only a few days. An example of a 1-day in-office 
induction prescription is:

Buprenorphine/naloxone 2mg /0.5 mg: 
Dispense #4 for in-office induction, no 
refills, fill on __________________________ 
[insert date that is 1 day before the 
scheduled induction to make it less 
tempting for patients to use on their 
own before induction]

Keep a log for possible DEA inspection that 
includes:

 • Patients’ names (or ID numbers).

 • Dates of prescriptions.

 • The names, strengths, and quantities of the 
medications.

Although not required, such a log facilitates 
inspection and indicates that the provider is 
within the approved patient limits. Alternatively, 
electronic health records can be used for this 
purpose.

DEA Inspections
Under DATA 2000, DEA must ensure that 
providers administering, dispensing, or prescrib-
ing buprenorphine are following recordkeeping, 
security, and other requirements. To fulfill this 
requirement, DEA conducts routine, unan-
nounced onsite inspections. A description 
of the inspection process and how to comply 
with its requirements is available online (https://
pcssmat.org/wp-content/uploads/2014/02/FINAL 
-How-to-Prepare-for-a-DEA-Inspection.pdf).

Emergency Protocols and Patient 
Safety Measures
Clinics that provide buprenorphine or  
naltrexone do not need special emergency 
protocols, crash carts, or other special 
equipment. However, for patient safety, the TIP 
expert panel recommends having injectable or 
intranasal naloxone onsite. Clinics that admin-
ister XR-NTX or buprenorphine should have a 
written policy and procedure for responding 
to precipitated withdrawal and medication 
allergies.

On-call services and backup during absences 
should be available either directly or through 
contracts or cooperative agreements with other 
local providers with waivers. Qualified medical 
staff can offer routine medical and psychiatric 
coverage even without a buprenorphine waiver.

Recommendations for Staff 
Member Training
All staff members who interact with patients 
are part of the treatment environment. They 
can affect patients’ treatment experiences and, 
ultimately, their outcomes. Staff members who 
interact with patients can include receptionists, 
billing clerks, urine specimen collection clerks, 
and all clinical staff members. Therefore, it is 
useful to educate and train all staff members  
in key areas, including:

 • Organizational mission.

 • The scientific and empirical underpinnings 
for the use of FDA-approved medications for 
OUD, how these medications work, and the 
evidence for their effectiveness.

 • The similarity of medical management and 
support of patients with OUD to that of 
patients with other chronic illnesses.

Providers who give more than 100 
patients buprenorphine must have on-
call services. Such services are valuable 
regardless of the number of patients in 
treatment.

www.deadiversion.usdoj.gov/pubs/manuals/pract
www.deadiversion.usdoj.gov/pubs/manuals/pract
www.buppractice.com/node/12246
www.buppractice.com/node/12246
https://pcssmat.org/wp-content/uploads/2014/02/FINAL-How-to-Prepare-for-a-DEA-Inspection.pdf
https://pcssmat.org/wp-content/uploads/2014/02/FINAL-How-to-Prepare-for-a-DEA-Inspection.pdf
https://pcssmat.org/wp-content/uploads/2014/02/FINAL-How-to-Prepare-for-a-DEA-Inspection.pdf
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 • The importance of maintaining a nonjudgmen-
tal and welcoming attitude toward patients.

 • How to hold discussions about negative 
perceptions and prejudices associated with 
OUD.

 • Side effects of OUD medications and proce-
dures to alert staff members when patients 
exhibit them.

 • The effect of OUD and other substance use 
and mental disorders (including posttraumatic 
stress disorder) on patients’ behavior and how 
staff members can respond appropriately.

 • Procedures for seeking help from other staff 
members to deescalate disagreements or 
solve problems.

 • Procedures for protecting patients’ confidenti-
ality and safety.

Treating OUD can be a challenging yet 
rewarding part of a clinical practice. 
Addressing key administrative issues keeps the 

focus on the rewarding aspects of developing 
long-term relationships with patients as they 
work to overcome negative effects of OUD on 
their lives and improve their health.

RESOURCE ALERT

Training and Mentorship for 
Prescribers

The Providers’ Clinical Support System, with the 

American Academy of Addiction Psychiatry as 

the lead organization along with partners from 

ASAM and other professional organizations, 

delivers education, training, and mentorship 

to providers who wish to treat OUD with 

medications. More information about training 

and professional mentorship is available online 

(http://pcssmat.org).

http://pcssmat.org
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Chapter 3E Appendix

Sample Goal-Setting Form

Patient’s Name: ________________________________________________________________    Date: _________________________

GOAL CATEGORY

CURRENT  
SITUATION SCORE
10 = major problems  
and 0 = no problems

What would need  
to change to decrease 

this score?

PRIORITY SCORE 
10 = highest priority (“I really 
want to work on this”) and  

1 = lowest priority (“I really do 
not want to work on this”)

Opioid use

Other illicit drug use: ______________

Alcohol use

Tobacco use

Physical health

Mental health

Legal/court issues

Finances

Job/employment

Hobbies

Family relations

Partner relations

Supportive drug-free network

Education

Keeping medication safe
(e.g., not giving it away, selling it, 
having it stolen)

Other

Other

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.
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Sample Medical Management Visit Form

Patient’s Name: ___________________________________________________________ ID#____________________________

Date: ____________________                   Week#: _________                   Dose: ________ mg                   □ No Show

Heroin/cocaine or other illicit drug use since last visit?

________________________________________________________________________________________________________________

Symptoms or signs that might indicate return to use (e.g., changes in mood, physical appearance)?

________________________________________________________________________________________________________________

Since the last visit, are there any problems with the following:

If yes, explain

Drug Use □ Yes     □ No

Alcohol Use □ Yes     □ No

Psychiatric □ Yes     □ No

Medical □ Yes     □ No

Employment □ Yes     □ No

Social/Family □ Yes     □ No

Legal □ Yes     □ No

Any new problem to add to Treatment Plan Review?      □ Yes     □ No

________________________________________________________________________________________________________________

Plan to address any new problem _________________________________________________________________________________

________________________________________________________________________________________________________________

Participation in Narcotics Anonymous or Alcoholics Anonymous since last visit?      □ Yes     □ No

Length of Session: ________________       Healthcare Professional Signature: ___________________________________________

D. Fiellin, December 3, 2016 (personal communication). Adapted with permission.
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Sample Buprenorphine Diversion Control Policy

XYZ Medical Practice

Office-Based Opioid Use Disorder Policy and Procedure Manual

Policy Title: Diversion Control for Patients Prescribed Transmucosal (Sublingual) Buprenorphine

Effective Date: ______________________ (Month, Day, Year)

This Diversion Control Policy is provided for educational and informational purposes only. It is intended to offer healthcare 
professionals guiding principles and policies regarding best practices in diversion control for patients who are prescribed 
buprenorphine. This policy is not intended to establish a legal or medical standard of care. Healthcare professionals should 
use their personal and professional judgment in interpreting these guidelines and applying them to the particular circum-
stances of their individual patients and practice arrangements. The information provided in this Policy is provided “as is” 
with no guarantee as to its accuracy or completeness.

Preamble: Healthcare professionals can now treat up to 275 patients with buprenorphine. This increased access may contrib-
ute to increased diversion, misuse, and related harms. Signs that a patient is misusing or diverting buprenorphine include (1) 
missed appointments; (2) requests for early refills because pills were lost, stolen, or other reasons; (3) urine screens negative 
for buprenorphine, positive for opioids; (4) claims of being allergic or intolerant to naloxone and requesting monotherapy; 
(5) nonhealing or fresh track marks; or (5) police reports of selling on the streets. Likewise, there are a range of reasons for 
diversion and misuse (e.g., diverting to family/friends with untreated opioid addiction with the intent of trying to “help” 
convince them to also get treatment; diverting to family/friends on a treatment waiting list; selling some or all of the  
medication to pay off old drug debts/purchase preferred opioid of misuse/pay for treatment in places where there are 
inadequate addiction treatment professionals taking private insurance or Medicaid for such reasons as inadequate reim-
bursement/no reimbursement/burdensome prior authorization process).

The safety and health of patients and others in the community could be at risk if misuse and diversion are not addressed 
proactively throughout treatment. The reputation of XYZ Medical Practice may also be put at risk.

Definitions: Diversion is defined as the unauthorized rerouting or misappropriation of prescription medication to someone 
other than for whom it was intended (including sharing or selling a prescribed medication); misuse includes taking medica-
tion in a manner, by route or by dose, other than prescribed.377

Purpose: Misuse and diversion should be defined and discussed with patients at the time of treatment entry; periodically 
throughout treatment, particularly when there have been returns to illicit drug use; and when suspected (e.g., incorrect 
buprenorphine pill/film count) or confirmed. These procedures will establish the steps to be taken to prevent, monitor, and 
respond to misuse and diversion of buprenorphine. The response should be therapeutic and matched to the patients’ needs, 
as untreated opioid use disorder and treatment dropout/administrative discharges may lead to increased patient morbidity 
and mortality and further use of diverted medications or illicit opioids associated with overdose death.

Procedures for Prevention:

 • Use buprenorphine/naloxone combination products when medically indicated and cost is not an issue. Reserve 
the daily buprenorphine monoproducts for pregnant patients and patients who could not afford treatment if the 
combination product were required, who have a history of stability in treatment and low diversion risk, or who have 
arrangements for observed dosing. Buprenorphine monoproducts are recommended for pregnant women.

 • Counsel patients on safe storage of, and nonsharing of, medications. Patients must agree to safe storage of their 
medication. This is even more critical if there are children in the home where the patient lives. Counsel patients 
about acquiring locked devices and avoiding storage in parts of the home frequented by visitors (e.g., do not 
recommend storage in the kitchen or common bathrooms). Proactively discuss how medication should be stored and 
transported when traveling to minimize risk of unintended loss.

 • Counsel patients on taking medication as instructed and not sharing medication. Explicitly explain to patients the 
definitions of diversion and misuse, with examples. Patients are required to take medication as instructed by the 
healthcare professional; for example, they may not crush or inject the medication.

 • Check the prescription drug monitoring program for new patients and check regularly thereafter. Prescription drug 
monitoring program reports can be a useful resource when there is little history available or when there is a concern 
based on observation. Check for prescriptions that interact with buprenorphine and for other buprenorphine 
prescribers.



3-97

TIP 63Part 3 of 5—Pharmacotherapy for Opioid Use Disorder

 • Prescribe a therapeutic dose that is tailored to the patient’s needs. Do not routinely provide an additional supply 
“just in case.” Question patients who say they need a significantly higher dose, particularly when they are already at 
24 mg per day of buprenorphine equivalents.

 • Make sure the patient understands the practice’s treatment agreement and prescription policies. The XYZ Medical 
Practice’s treatment agreement and other documentation are clear about policies regarding number of doses in 
each prescription, refills, and rules on “lost” prescriptions. Review the policies in person with the patient. Offer an 
opportunity for questions. Patient and provider must sign the agreement. Review the policies again with the patient 
at subsequent appointments. See Sample Buprenorphine Treatment Agreement or Sample XR-NTX Treatment 
Agreement as needed.

Procedures for Monitoring:

 • Request random urine tests. The presence of buprenorphine in the urine indicates that the patient has taken some 
portion of the prescribed dose. Absence of buprenorphine in the urine supports nonadherence. Testing for bu-
prenorphine metabolites (which are present only if buprenorphine is metabolized) should periodically be included to 
minimize the possibility that buprenorphine is added directly to the urine sample. Dipstick tests can be subverted or 
replaced. A range of strategies can be used to minimize falsified urine collections, including (1) observed collection; 
(2) disallowing carry-in items (e.g., purses, backpacks) in the bathroom; (3) turning off running water and coloring 
toilet water to eliminate the possibility of dilution; (4) monitoring the bathroom door so that only one person can go 
in; and (5) testing the temperature of the urine immediately after voiding.

 • Schedule unannounced pill/film counts. Periodically ask patients who are at high risk at initial or subsequent appoint-
ments to bring in their medication containers for a pill/film count.

 • With unannounced monitoring (both pill/film counts and urine tests), the patient is contacted and must appear within 
a specified time period (e.g., 24 hours) after the phone call. If the patient doesn’t show, then the provider should 
consider this as a positive indicator of misuse or diversion.

 • Directly observe ingestion. Patients take medication in front of the healthcare professional or another qualified 
clinician and are observed until the medication dissolves in the mouth (transmucosal [sublingual or buccal] absorp-
tion). Patients who are having difficulty adhering to their buprenorphine can have their medication provided under 
direct observation in the office for a designated frequency (e.g., three times/week).

 • Limit medication supply. When directly observed doses in the office are not practical, short prescription time spans 
can be used (e.g., weekly, 3 days at a time).

Procedures To Respond to Misuse or Diversion:

Misuse or diversion doesn’t mean automatic discharge from the practice. However, it will require consideration of one or 
more of the following procedures:

 • Evaluate the misuse and diversion. For instance, describe the incident of misuse (e.g., “the patient took the pre-
scribed dose on three or more occasions by intravenous route immediately after starting treatment, stating that she 
believed the dose would not be adequate by sublingual route; she has just initiated treatment”) or diversion (“the 
patient gave half of dose to his wife, who is still using heroin and was withdrawing, because he did not want her to 
have to buy heroin off the street; she is on a waiting list for treatment”) and tailor the response to the behavior (e.g., 
reeducation of the patient on buprenorphine pharmacology in the first example above; assistance with treatment 
entry for the spouse in the second example). Reassess the treatment plan and patient progress. Strongly consider 
smaller supplies of medication and supervised dosing for any patient who is taking medication intravenously or in-
tranasally or diverting, regardless of reason. Treatment structure may need to be increased, including more frequent 
appointments, supervised administration, and increased psychosocial support.

 • Intensify treatment or level of care, if needed. Some patients may require an alternative treatment setting or pharma-
cotherapy such as methadone. The clinician will discuss these alternatives with the patient to ensure optimal patient 
outcome. This should be discussed at treatment onset so the patient is aware of the consequences of misuse and 
diversion.

 • Document and describe the misuse and diversion incident. Also document the clinical thinking that supports the 
clinical response, which should be aimed at minimizing risk of diversion and misuse and treating the patient’s opioid 
use disorder at the level of care needed.

Policy adapted from ASAM’s Office-Based Opioid Use Disorder Policy and Procedure Manual, which is updated periodically; 
the most current version is available online (https://www.asam.org/docs/default-source/advocacy/sample-diversion-policy 
.pdf?sfvrsn=6). 

Adapted with permission.378

https://www.asam.org/docs/default-source/advocacy/sample-diversion-policy.pdf?sfvrsn=6
https://www.asam.org/docs/default-source/advocacy/sample-diversion-policy.pdf?sfvrsn=6
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Chapter 3F: Medical Management of 
Patients Taking OUD Medications in 
Hospital Settings

Chapter 3F guides the management of patients taking OUD medications in hospital 
settings. The audience is healthcare professionals in emergency, general medical, surgical, 
psychiatric, and obstetric units.

Patients with opioid use disorder (OUD) who 
present to emergency departments (EDs) or 
are admitted to hospitals for acute medical or 
psychiatric care can benefit from medication 
to treat OUD in the hospital setting. During 
acute medical illness, patients experiencing 
consequences of opioid use may be motivated 
to change.379 Hospital-based providers can take 
this opportunity to initiate long-term medication 
maintenance.380,381

Unfortunately, less than one-quarter of patients 
with an opioid-related hospitalization are offered 
Food and Drug Administration-approved med-
ication for OUD within 30 days of discharge.382 
Patients who already take OUD medication 
may also present to the hospital. Thus, a broad 
understanding of how to manage their OUD 
medication during hospitalization is necessary.

The keys to effective patient management in 
general hospital settings are:

 • Balancing pharmacotherapy for OUD with 
other medical concerns (e.g., surgery, pain 
management) during hospitalization.

 • Careful management after discharge.

 • Seamless transfer to opioid treatment via  
an opioid treatment program (OTP) or office- 
based opioid treatment (OBOT) provider after 
discharge.

Hospitalized or ED Patients Taking 
Medication for OUD
Buprenorphine, methadone, and naltrexone may 
be ordered in EDs or inpatient hospital units. It’s 
essential for the patient to continue receiving 
OUD medication while hospitalized.

Pain Management
Pain management for hospitalized patients 
who take OUD medication is a key element of 
medical management. Discuss pain manage-
ment and engage in a shared decision-making 
process with patients being treated for OUD 
with buprenorphine, methadone, or naltrexone. 
Patients may have strong preferences and 

OPIOID-RELATED
inpatient hospital stays

INCREASED 64%
nationally from 2005–2014.383
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opinions about pain and use of opioid analgesics 
for pain treatment. Some patients may want to 
avoid opioid analgesics. For others, inadequately 
treated pain may be a trigger for illicit drug 
use. Involve primary care pain specialists and 
addiction treatment providers in discussing 
options for managing OUD medication and pain 
during patient hospitalization.

Buprenorphine
The hospital team will need to manage bu-
prenorphine for patients who present to the 
ED or are hospitalized on buprenorphine main-
tenance. Physicians in inpatient settings can 
legally order buprenorphine without a waiver 
if a patient is admitted primarily for other 
medical reasons.384 Key medication manage-
ment strategies include:

 • Obtaining written consent to contact the 
patient’s providers, including:

 − Primary care provider.
 − Buprenorphine prescriber.
 − Pharmacy.

 • Confirming the patient’s outpatient bu-
prenorphine dose by:

 − Checking prescribing records.
 − Contacting the prescriber or pharmacy.
 − Examining recent prescription bottles.
 − Checking the prescription drug monitoring 

program database before administering 
buprenorphine.

 • Providing the usual daily dose to the patient, 
once that dose is confirmed.

 • Ensuring the patient’s outpatient prescriber 
understands the reason for any missed visits.

 • Informing the patient’s outpatient prescriber 
that the patient may test positive for opioids 
if treated with opioid analgesics while in the 
hospital.

 • Maintaining contact with the patient’s pre-
scriber, especially when a buprenorphine 
dose change is considered and in discharge 
planning.

Patients with pain may continue their 
buprenorphine while in the hospital. For 
mild-to-moderate pain, dividing the patient’s 
usual buprenorphine dose three times per day 
(TID) may provide sufficient pain relief.385 In 
some cases, increased buprenorphine dose  
may be appropriate. For moderate-to-severe 
pain, additional analgesia will be necessary.  
Two approaches to consider:

1. Continue buprenorphine treatment and 
use full agonist opioids for added pain 
relief. Because of the partial blockade 
caused by buprenorphine, higher-than-usual 
doses of opioids will probably be required 
for pain relief. Fentanyl, hydromorphone, 
and morphine have relatively high binding 
affinities for the mu-opioid receptor and are 
most likely to displace buprenorphine from 
receptors and provide improved analgesia. 
Once the painful condition has improved, 
if mild-to-moderate pain persists, bu-
prenorphine can be divided TID to manage 
residual pain. This approach is usually 
successful and allows the patient to remain 
stable on buprenorphine.

2. Discontinue buprenorphine upon hospi-
talization and use full agonist opioids to 
treat pain and prevent withdrawal. This 
approach avoids the blockade effect of 
buprenorphine on the mu-opioid receptors 
but leaves the patient vulnerable to a return 
to illicit opioid use. It may be useful if the 
first approach does not achieve adequate 
pain control.386 Consider a consult by an 
addiction medicine, psychiatric, or pain 
management provider if appropriate and 
available.

Pregnant women on buprenorphine can 
continue buprenorphine through their labor. 
Labor pain for pregnant patients on buprenor-
phine can be managed effectively with epidural 
analgesia or intravenous opioids. Spinal anes-
thesia is effective in patients on buprenorphine; 
patients can receive general anesthesia if 
needed.387
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Perioperative pain management of patients on 
buprenorphine requires further study, but multiple 
approaches have been found effective. Most 
patients can continue buprenorphine through 
the operative period. Treat postoperative 
pain with regional anesthesia, nonopioid pain 
management, or full agonist opioids. Remember 
that higher doses are likely to be necessary. Some 
data suggest that buprenorphine divided TID may 
even be as effective as morphine for postopera-
tive pain control.388  Alternatively, buprenorphine 
can be discontinued 72 hours before a planned 
surgery and restarted after resolution of acute 
postoperative pain. The risk of this approach is 
that it leaves the patient vulnerable to a return to 
use of illicit opioids.389

Methadone
The hospital team will need to manage 
methadone for patients who present to 
the ED or are hospitalized on methadone 
maintenance treatment. This includes pregnant 
women. Generally, only physicians in OTPs 
can order methadone to treat OUD. However, 
physicians in an inpatient setting can legally 
order methadone administration to patients 
admitted primarily for other reasons.390

Contact the patient’s OTP directly to confirm 
the outpatient methadone dose, the last 
day of dose administration, and whether 
the patient was dispensed take-home doses 
(and how many doses) after the last dose 
administration at the OTP. This is to avoid 
double dosing and to avoid providing a full 
dose to a patient who hasn’t been to the OTP 
for several days. Notify the OTP of the patient’s 
admission and discharge so that OTP staff is 
aware of:

 • The patient’s upcoming missed visits.

 • Medications received during hospitalization.

 • Medications prescribed at discharge. 

Patients in pain should receive their full usual 
daily dose of methadone, barring contraindi-
cations. This is their baseline dose and should 
not be considered a dose for pain management. 

They’ll need pain medication in addition to 
their usual methadone dose. If their condition 
is painful enough to require opioids, prescribe 
short-acting opioids as scheduled, not as-
needed, treatment. Because these patients are 
already opioid tolerant, they’ll likely require 
higher doses of opioids than patients without 
tolerance.391 However, as with any patient, use 
nonopioid multimodal pain management when 
possible to minimize reliance on opioids and 
maximize pain control.392

The expert panel for this 
Treatment Improvement Protocol 
(TIP) recommends restarting 
buprenorphine before discharge 
when possible, with a proper handoff 
between inpatient and outpatient 
providers.

CLINICAL CAUTION

Do Not Rely Solely on Patient Self-
Report of Methadone Dosage

Do not administer the methadone dose based 
on patient self-report of OTP enrollment and 
methadone dose; get OTP confirmation. This 

is important because doses above 30 mg can 

be lethal if the patient is not currently receiving 

methadone treatment and has relatively low 

tolerance to opioids. If it’s not possible to 

confirm the patient’s methadone dose because 

the OTP is closed on nights or weekends and 

has no emergency contact, up to 20 mg per day 

can be administered to treat opioid withdrawal 

symptoms, but monitor for signs of opioid 

intoxication. If the patient shows no signs of 

sedation or opioid intoxication 3 to 4 hours 

after the initial dose and continues to display 

symptoms of withdrawal, an additional 5 mg to 

10 mg may be safe to administer.
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It is important to tell patients who receive 
take-home doses that they should not take their 
own medication while in the hospital. They will 
receive methadone from the treatment team. 
Patients can be asked to lock their take-home 
medications with their other valuables. It is also 
important to monitor these patients closely 
after the initial and subsequent methadone 
administration in the hospital. Some patients 
who receive take-home doses do not take their 
entire dose every day, so they may display signs 
of intoxication or frank overdose if the hospital 
staff gives them the full dose.

Naltrexone
Patients taking oral naltrexone for OUD 
treatment may continue naltrexone when 
admitted to the hospital if they do not have 
and are not at risk for developing a painful 
condition requiring opioid analgesia. Oral 
naltrexone provides full blockade of opioid 
receptors for up to 72 hours. Extended-release 
injectable naltrexone (XR-NTX) provides mea-
surable naltrexone levels for 1 month or longer. 
Thus, managing acute pain in patients taking 
XR-NTX is complicated.

In patients who have taken naltrexone, manage 
severe pain intensively via nonopioid approach-
es, such as regional anesthesia or injected non-
steroidal anti-inflammatory drugs.

Naltrexone blockade can be overcome with 
very high doses of opioids, but patients must be 
closely monitored for respiratory depression in a 
setting with anesthesia services. This is especially 
true upon discontinuation of oral naltrexone, 
which dissociates from opioid receptors.

Hospitalized or ED Patients Not 
Taking Medication for OUD
Patients with OUD who present to the ED 
or are admitted to the hospital for an acute 
medical problem may benefit from initiating 
medications for OUD during their hospital-
ization. A thoughtful and respectful discussion 
of treatment options and patient-centered 

provision of medication can be a critical entry 
point into care. Research supports the efficacy 
of initiating either buprenorphine or methadone 
during acute hospital stays393,394 and starting 
patients on buprenorphine in the ED.395

Buprenorphine Induction in the Hospital 
Setting
Patients admitted to the hospital for medical 
conditions incident to OUD can undergo 
medically supervised withdrawal or receive 
buprenorphine maintenance treatment 
during their inpatient stay.396 It is important 
to adequately address opioid withdrawal 
because hospital patients may otherwise sign 
out against medical advice or use illicit opioids 
in the hospital. Buprenorphine can also be 
initiated for maintenance treatment if there is 
a system in place that allows smooth and reliable 
discharge to an outpatient buprenorphine pre-
scriber. Unlike methadone, a several-day delay 
between discharge and the first visit to the out-
patient provider is acceptable for stable patients, 
as long as sufficient medication is provided until 
the patient begins outpatient treatment. The 
prescription for medication to be taken outside 
the hospital must be written by a prescriber with 
a buprenorphine waiver. If there is no prescriber 
with a waiver, it is possible to have a patient 
return to the hospital ED or a clinic within the 
hospital to have the buprenorphine dose admin-
istered by a physician (who does not need to be 
waivered) for up to 3 days.

To provide continuity of care at discharge, use 
these strategies:

 • Develop and maintain a network of local 
buprenorphine prescribers and other drug 
treatment providers.

 • Discharge patients directly to a specific 
outpatient prescriber for stabilization and 
maintenance after inpatient buprenorphine 
induction.

 • Send discharge information directly to the 
outpatient prescriber, including treatment 
course, medications administered, and medi-
cations prescribed.
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To initiate buprenorphine during hospitalization:

 • Confirm that there are no contraindications to 
buprenorphine before initiation.

 • Discontinue opioids for pain management 
only when no longer needed and the patient 
is stable enough to tolerate withdrawal.

 • Wait for patients to develop opioid withdraw-
al symptoms.

 • Initiate buprenorphine treatment.

 • Individualize buprenorphine dosing.

 • Follow the dosing guidance found in Chapter 
3D of this TIP.

A clinical trial found that starting buprenorphine 
in the ED to treat OUD was more effective in 
linking patients to buprenorphine treatment in 
the community than were two other approaches 
without medication.397 When patients presented 
in opioid withdrawal, they received 8 mg of 
buprenorphine in the ED. Patients who were not 
in withdrawal received a detailed self-medication 
guide and were provided buprenorphine for 
an unobserved home induction. In both cases, 
patients were given sufficient buprenorphine to 
take 16 mg per day at home until they could see 
an outpatient prescriber within 72 hours. Close 
follow-up with an outpatient buprenorphine 
prescriber was critical for dose stabilization and 
ongoing medication management.

Methadone Induction in the Hospital 
Setting
Offer to treat hospitalized patients in opioid 
withdrawal with methadone (or buprenor-
phine) maintenance if they can continue 
the medication in an OTP seamlessly after 
discharge. Do not start patients on methadone 
maintenance in the hospital without a clear 
follow-up plan. Form relationships with local 
OTPs that allow discharging of patients directly 
into methadone maintenance treatment.

RESOURCE ALERT

Telehealth Tools for the Treatment 
of OUD

The Substance Abuse and Mental Health 

Services Administration and other federal 

agencies have developed numerous resources 

to guide healthcare professionals in their use 

of telehealth and telemedicine approaches for 

OUD. These resources include information on:

 • Guidance on the use of telemedicine in OTPs 
(https://store.samhsa.gov/shin/content/PEP15 
-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf).

 • The policies that must be put in place (to 
comply with the Controlled Substances Act) 
by physicians who wish to use telehealth 
in treating patients with buprenorphine for 
OUD under the Drug Addiction Treatment 
Act of 2000. Federal (and sometimes state) 
restrictions apply, which can be reviewed by 
accessing 21 USC § 802 (www.gpo.gov/fdsys 
/pkg/USCODE-2011-title21/pdf/USCODE-2011 
-title21-chap13-subchapI-partA-sec802.pdf).

 • Centers for Medicare and Medicaid guidance 
on telehealth (www.cms.gov/Medicare 
/Medicare-General-Information/Telehealth 
/index.html).

 • Challenges and opportunities in using 
telehealth for rural populations (https://store 
.samhsa.gov/shin/content/SMA16-4989/SMA16 
-4989.pdf).

 • How certified community behavioral health 
clinics can use telehealth approaches to 
expand their services (www.samhsa.gov 
/section-223/care-coordination/telehealth 
-telemedicine).

https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
https://store.samhsa.gov/shin/content/PEP15-FEDGUIDEOTP/PEP15-FEDGUIDEOTP.pdf
www.gpo.gov/fdsys/pkg/USCODE-2011-title21/pdf/USCODE-2011-title21-chap13-subchapI-partA-sec802.pdf
www.gpo.gov/fdsys/pkg/USCODE-2011-title21/pdf/USCODE-2011-title21-chap13-subchapI-partA-sec802.pdf
www.gpo.gov/fdsys/pkg/USCODE-2011-title21/pdf/USCODE-2011-title21-chap13-subchapI-partA-sec802.pdf
www.cms.gov/Medicare/Medicare-General-Information/Telehealth/index.html
www.cms.gov/Medicare/Medicare-General-Information/Telehealth/index.html
www.cms.gov/Medicare/Medicare-General-Information/Telehealth/index.html
https://store.samhsa.gov/shin/content/SMA16-4989/SMA16-4989.pdf
https://store.samhsa.gov/shin/content/SMA16-4989/SMA16-4989.pdf
https://store.samhsa.gov/shin/content/SMA16-4989/SMA16-4989.pdf
www.samhsa.gov/section-223/care-coordination/telehealth-telemedicine
www.samhsa.gov/section-223/care-coordination/telehealth-telemedicine
www.samhsa.gov/section-223/care-coordination/telehealth-telemedicine
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Inpatient methadone inductions should follow 
the same “start low, go slow” principles that 
outpatient inductions do (see Chapter 3B of 
this TIP). The initial dose should be from 10 mg 
to 20 mg per day. Increase slowly by 5 mg every 
few days in response to symptoms of opioid 
withdrawal and level of sedation at the peak 
plasma level 2 to 4 hours after dosing.

Naltrexone Induction in the Hospital 
Setting
Consider XR-NTX initiation for patients who 
complete withdrawal in the hospital and are 
opioid free for 7 days (short acting) and up to 14 
days (long acting). Only do so if:

 • There are no contraindications (such as the 
need for opioid analgesia).

 • The patient prefers it after a risk/benefit 
discussion that covers alternative treatments.

 • There are available follow-up opportunities 
for ongoing medication maintenance upon 
discharge.

No published data indicate this approach’s 
effectiveness.

If a patient desires and gives informed consent 
for medically supervised withdrawal and naltrex-
one initiation while in the hospital, a first dose 
of naltrexone can be given before discharge. 
As with other medications for OUD, discharge 
coordination is critical. Hospitals that develop 
naltrexone induction protocols need to have a 
clear discharge plan in place for patients who will 
then need to continue naltrexone in the outpa-
tient setting. Patients should be advised about 
the risk of overdose if return to opioid use occurs 
after discontinuing naltrexone.

Medical Management Plan
The key to effective treatment is to involve 
patients and all treating healthcare profes-
sionals in developing a comprehensive plan 
for managing treatment with OUD medication 
during and after hospitalization. This plan 
should include:

 • Strategies for pain management (if required).

 • In-hospital dosing procedures.

 • Postdischarge coordination of care with out-
patient programs and outpatient providers.

This plan ensures effective pain relief as well as 
continuity of ongoing care for patients taking 
medication for OUD.398

The TIP expert panel urges providers 
not to force patients to withdraw 
from opioid agonist treatment in the 
hospital, especially if they have acute 
illness, pain, or a mental illness.
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Part 4: Partnering Addiction Treatment Counselors With Clients and 
Healthcare Professionals
For Healthcare and Addiction Professionals

Part 4 of this Treatment Improvement Protocol (TIP) is for addiction treatment professionals 
and peer recovery support specialists who work with individuals who take a Food and Drug 
Administration (FDA)-approved medication to treat opioid use disorder (OUD).

TIP Navigation

Executive Summary 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 1:  Introduction to Medications for Opioid 
Use Disorder Treatment 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 2:  Addressing Opioid Use Disorder in 
General Medical Settings 
For healthcare professionals

Part 3:  Pharmacotherapy for Opioid Use 
Disorder 
For healthcare professionals

Part 4:   Partnering Addiction Treatment 
Counselors With Clients and 
Healthcare Professionals 
For healthcare and addiction professionals

Part 5:  Resources Related to Medications for 
Opioid Use Disorder 
For healthcare and addiction professionals, 
policymakers, patients, and families

KEY MESSAGES

 • Many patients taking OUD medication 
benefit from counseling as part of their 
treatment.

 • Counselors play the same role for clients 
with OUD who take medication as for 
clients with any other SUD.

 • Counselors help clients recover 
by addressing the challenges and 
consequences of addiction.

 • OUD is often a chronic illness requiring 
ongoing communication among patients 
and providers to ensure that patients 
fully benefit from both pharmacotherapy 
and psychosocial treatment and support.

 • OUD medications are safe and effective 
when prescribed and taken appropriately.

 • Medication is integral to recovery for 
many people with OUD. Medication 
usually produces better treatment 
outcomes than outpatient treatment 
without medication.

 • Supportive counseling environments 
for clients who take OUD medication 
can promote treatment and help build 
recovery capital.
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Services Administration
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Overview and Context
Scope of the Problem
Opioid misuse has caused a growing nationwide 
epidemic of OUD and unintentional overdose 
deaths.1 This epidemic affects people in all 
regions, of all ages, and from all walks of life. 
Opioid misuse devastates families, burdens 
emergency departments and first responders, 
fuels increases in hospital admissions, and strains 
criminal justice and child welfare systems.

Counselors can play an integral role in  
addressing this crisis. Counseling helps people 
with OUD and other substance use disorders 
(SUDs) change how they think, cope, react, and 
acquire the skills and confidence necessary for 
recovery. Counseling can provide support for 
people who take medication to treat their OUD. 
Patients may get counseling from prescribers or 
other staff members in the prescribers’ practices 
or by referral to counselors at specialty addiction 
treatment programs or in private practice.

Counselors and peer recovery support specialists 
can work with patients who take OUD med-
ication and refer patients with active OUD to 
healthcare professionals for an assessment for 
treatment with medication.

Partnering Addiction Treatment Counselors 
With Clients and Healthcare Professionals

PART 4 of 5

Part 4 uses “counselor” to refer to the range of 
professionals—including recovery coaches and 
other peer recovery support services specialists 
—who may counsel, coach, or mentor people 
who take OUD medication, although their titles, 
credentials, and range of responsibilities vary. At 
times, Part 4 refers to individuals as “clients.” For 
other key terms, see Exhibit 4.1. Part 5 of this 
TIP provides a full glossary and other resources 
related to the treatment of OUD.

Counseling clients who take OUD medication 
requires understanding:

 • Basic information about OUD.

 • The role and function of OUD medications.

 • Ways to create a supportive environment that 
helps clients work toward recovery. 

 • Counseling’s role within a system of 
whole-person, recovery-oriented OUD care.

Part 4 of this TIP is for addiction treatment professionals and peer recovery support specialists 
who work with individuals who take an FDA-approved medication for OUD—methadone, 
naltrexone, or buprenorphine. These providers have direct helping relationships with clients. 
They don’t prescribe or administer OUD medications, but they interact with healthcare profes-
sionals who do. They also help people who take OUD medication access supportive services 
(e.g., transportation, child care, housing).

2.1 MILLION
people in the U.S., 
ages 12 and older,
had OUD involving  
PRESCRIPTION
OPIOIDS, HEROIN,
or both in 2016.2
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EXHIBIT 4.1. Key Terms

Addiction: As defined by the American Society of Addiction Medicine,3 “a primary, chronic disease of 
brain reward, motivation, memory, and related circuitry” (p. 1). It is characterized by inability to consistently 
abstain, impairment in behavioral control, craving, diminished recognition of significant problems with 
one’s behaviors and interpersonal relationships, and a dysfunctional emotional response. Like other 
chronic diseases, addiction often involves cycles of relapse and remission. The Diagnostic and Statistical 
Manual of Mental Disorders, Fifth Edition4 (DSM-5), does not use the term for diagnostic purposes, but it 
commonly describes the more severe forms of OUD.

Care provider: Encompasses both healthcare professionals and other professionals who do not 
provide medical services, such as counselors or providers of supportive services. Often shortened to 
“provider.”

Healthcare professionals: Physicians, nurse practitioners, physician assistants, and other medical 
service professionals who are eligible to prescribe medications for and treat patients with OUD. The term 
“prescribers” also refers to these healthcare professionals.

Maintenance treatment: Providing medications to achieve and sustain clinical remission of signs 
and symptoms of OUD and support the individual process of recovery without a specific endpoint (as is 
the typical standard of care in medical and psychiatric treatment of other chronic illnesses).

Mutual-help groups: Groups of people who work together on obtaining and maintaining recovery. 
Unlike peer support (e.g., the use of recovery coaches), mutual-help groups consist entirely of people 
who volunteer their time and typically have no official connection to treatment programs. Most are self-
supporting. Although 12-Step groups such as Alcoholics Anonymous (AA) and Narcotics Anonymous (NA) 
are the most widespread and well-researched type of mutual-help groups, other groups may be available 
in some areas. They range from groups affiliated with a religion (e.g., Celebrate Recovery, Millati Islami) to 
purely secular groups (e.g., SMART Recovery, Women for Sobriety).

Opioid misuse: The use of prescription opioids in any way other than as directed by a doctor; the use 
of any opioid in a manner, situation, amount, or frequency that can cause harm to self or others.5

Opioid receptor agonist: A substance that has an affinity for and stimulates physiological activity 
at cell receptors in the central nervous system (CNS) that are normally stimulated by opioids. Mu-opioid 
receptor full agonists (e.g., methadone) bind to the mu-opioid receptor and produce actions similar to 
those produced by the endogenous opioid beta-endorphin. Increasing the dose increases the effect. Mu-
opioid receptor partial agonists (e.g., buprenorphine) bind to the mu-opioid receptor. Unlike with full 
agonists, increasing their dose may not produce additional effects once they have reached their maximal 
effect. At low doses, partial agonists may produce effects similar to those of full agonists.

Opioid receptor antagonist: A substance that has an affinity for opioid receptors in the CNS 
without producing the physiological effects of opioid agonists. Mu-opioid receptor antagonists (e.g., 
naltrexone) can block the effects of exogenously administered opioids.

Opioids: All natural, synthetic, and semisynthetic substances that have effects similar to morphine. They 
can be used as medications having such effects (e.g., methadone, buprenorphine, oxycodone).

Opioid treatment program (OTP): An accredited treatment program with Substance Abuse and 
Mental Health Services Administration (SAMHSA) certification and Drug Enforcement Administration 
registration to administer and dispense opioid agonist medications that are approved by FDA to treat 
opioid addiction. Currently, these include methadone and buprenorphine. Other pharmacotherapies, 
such as naltrexone, may be provided but are not subject to these regulations. OTPs must provide 
adequate medical, counseling, vocational, educational, and other assessment and treatment services 
either onsite or by referral to an outside agency or practitioner through a formal agreement.6
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EXHIBIT 4.1. Key Terms (continued)

Opioid use disorder (OUD): Per DSM-5,7 a disorder characterized by loss of control of opioid use, 
risky opioid use, impaired social functioning, tolerance, and withdrawal. Tolerance and withdrawal do 
not count toward the diagnosis in people experiencing these symptoms when using opioids under 
appropriate medical supervision. OUD covers a range of severity and replaces what the Diagnostic and 
Statistical Manual of Mental Disorders, Fourth Edition, termed “opioid abuse” and “opioid dependence.” 
An OUD diagnosis is applicable to a person who uses opioids and experiences at least 2 of the 11 
symptoms in a 12-month period. (See Exhibit 2.13 and the Appendix in Part 2 for full DSM-5 diagnostic 
criteria for OUD.)

Peer support: The use of peer support specialists in recovery to provide nonclinical (i.e., not requiring 
training in diagnosis or treatment) recovery support services to individuals in recovery from addiction and 
to their families.

Peer support specialist: Someone in recovery who has lived experience in addiction plus skills 
learned in formal training. Peer support specialists may be paid professionals or volunteers. They are 
distinguished from members of mutual-help groups because they maintain contact with treatment staff. 
They offer experiential knowledge that treatment staff often lack.

Prescribers: Healthcare professionals who are eligible to prescribe medications for OUD.

Psychosocial support: Ancillary services to enhance a patient’s overall functioning and well-being, 
including recovery support services, case management, housing, employment, and educational services.

Psychosocial treatment: Interventions that seek to enhance a patient’s social and mental 
functioning, including addiction counseling, contingency management, and mental health services.

Recovery: A process of change through which individuals improve their health and wellness, live a 
self-directed life, and strive to reach their full potential. Even individuals with severe and chronic SUDs 
can, with help, overcome their SUDs and regain health and social function. Although abstinence from all 
substance misuse is a cardinal feature of a recovery lifestyle, it is not the only healthy, prosocial feature. 
Patients taking FDA-approved medication to treat OUD can be considered in recovery.

Recovery capital: The sum of the internal (e.g., motivation, self-efficacy, spirituality) and external (e.g., 
access to health care, employment, family support) resources that an individual can draw upon to begin 
and sustain recovery from SUDs.

Recovery-oriented care: A service orientation that supports individuals with behavioral health 
conditions in a process of change through which they can improve their health and wellness, live self-
directed lives, and strive to reach their full potential.

Relapse: A process in which a person with OUD who has been in remission experiences a return of 
symptoms or loss of remission. A relapse is different from a return to opioid use in that it involves more 
than a single incident of use. Relapses occur over a period of time and can be interrupted. Relapse need 
not be long lasting. The TIP uses relapse to describe relapse prevention, a common treatment modality.

Remission: A medical term meaning a disappearance of signs and symptoms of the disease.8 DSM-5 
defines remission as present in people who previously met OUD criteria but no longer meet any OUD 
criteria (with the possible exception of craving).9 Remission is an essential element of recovery.

Return to opioid use: One or more instances of opioid misuse without a return of symptoms of 
OUD. A return to opioid use may lead to relapse.
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Setting the Stage
Since the 1990s, dramatic increases in controlled 
medication prescriptions—particularly opioid pain 
relievers—have coincided with increases in their 
misuse.10 Since the mid-2000s, heroin11,12 and 
fentanyl (mainly illicit formulations)13 consumption 
has also sharply increased. People who turn to 
illicit drugs after misusing opioid medications 
have driven greater use of heroin and fentanyl, 
which are cheaper and easier to obtain.

Approximately 1,500 OTPs currently dispense 
methadone, buprenorphine, or both.14 They 
may also offer naltrexone. Historically, OTPs were 
the only source of OUD medication and offered 
only methadone.

Buprenorphine is increasingly available in 
general medical settings. Physicians, nurse 
practitioners, and physician assistants (whether 
or not they’re addiction specialists) can get 
a federal waiver to prescribe buprenorphine. 
These healthcare professionals can also prescribe 
and administer naltrexone, which does not 
require a waiver or OTP program certification.

People with OUD should have access to 
the medication most appropriate for them. 
Medication helps establish and maintain OUD 
remission. By controlling withdrawal and cravings 
and blocking the euphoric effects of illicit 
opioids, OUD medication helps patients stop 
illicit opioid use and resolve OUD’s psychosocial 
problems. For some people, OUD medication 
may be lifesaving. Ideally, patients with OUD 
should have access to all three FDA-approved 
pharmacotherapies. (See the “Quick Guide to 
Medications” section for an overview of each 
medication.)

Many patients taking OUD medication benefit 
from counseling as part of their treatment. 
Counseling helps people with OUD change how 
they think, cope, react, and acquire the skills and 
confidence needed for recovery. Patients may get 
counseling from medication prescribers or staff 
members in prescribers’ practices or by referral 
to counselors at specialty addiction treatment 
programs or in private practice. Exhibit 4.2 

discusses recommending versus requiring counsel-
ing as part of medication treatment for OUD.

Distinguishing OUD From Physical 
Dependence on Opioid Medications
According to DSM-5,15 OUD falls under the 
general category of SUDs and is marked by:

 • Compulsion and craving.

 • Tolerance.

 • Loss of control.

 • Withdrawal when use stops.

 • Continued opioid use despite adverse 
consequences.

Properly taken, some medications cause 
tolerance and physical dependence. 
Medications for some chronic illnesses (e.g., 
steroids for systemic lupus erythematosus) can 
make the body build tolerance to the medica-
tions over time. If people abruptly stop taking 
medications on which they’ve become physically 
dependent, they can experience withdrawal 
symptoms. This can be serious, even fatal.

Physical dependence on a prescribed, 
properly taken opioid medication is distinct 
from OUD and opioid addiction. OUD is a be-
havioral disorder associated with loss of control 
of opioid use, use despite adverse consequenc-
es, reduction in functioning, and compulsion 
to use. The professionals who revised DSM-5 
diagnostic criteria for OUD made several sig-
nificant changes. Among the most notable was 
differentiating physical dependence from OUD:

 • Tolerance or withdrawal symptoms related 
to FDA-approved medications appropriately 
prescribed and taken to treat OUD (buprenor-
phine, methadone) don’t count toward  
diagnostic criteria for OUD.

The counselor’s role with clients who 
take OUD medication is the same as 
it is with all clients who have SUDs: 
Help them achieve recovery by 
addressing addiction’s challenges and 
consequences.
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 • If the individual is being treated with an OUD 
medication and meets no OUD criteria other 
than tolerance, withdrawal, or craving (but did 
meet OUD criteria in the past), he or she is 
considered in remission on pharmacotherapy. 

Accepting this distinction is essential to 
working with clients taking OUD medica-
tion. One common question about patients 
taking medication for OUD is “Aren’t they still 
addicted?” The new DSM-5 distinction makes 
the answer to this question “No, they’re not still 
addicted.” A person can require OUD medica-
tion and be physically dependent on it but still 
be in remission and recovery from OUD. 

Understanding the Benefits of 
Medication for OUD
Medication is an effective treatment for 
OUD.18,19,20 People with OUD should be referred 
for an assessment for pharmacotherapy unless 
they decline.21 To be supportive and effective 

when counseling clients who could benefit from 
or who take medication for OUD, know that:

 • Treatment with methadone and buprenor-
phine is associated with lower likelihood of 
overdose death compared with not taking 
these medications.22,23,24,25,26

 • Medication helps people reduce or stop 
opioid misuse.27,28,29,30 As Jessica’s story in 
Exhibit 4.3 shows, even if people return to 
opioid use during treatment or don’t achieve 
abstinence in the short term, medication 
lessens misuse and its health risks (e.g., 
overdose, injection-related infections).31

 • Patients taking FDA-approved medication 
used to treat OUD can join residential or 
outpatient treatment. Decades of clinical 
experience in OTPs, which must provide 
counseling, suggest that patients taking OUD 
medication can fully participate in group and 
individual counseling, both cognitively and 
emotionally. Patients with concurrent SUDs 
(involving stimulants or alcohol) can benefit 
from residential treatment while continuing to 
take their OUD medication.

EXHIBIT 4.2. Recommending Versus Requiring Counseling

The TIP expert panel affirms that counseling and ancillary services greatly benefit many patients. 
However, such counseling and ancillary services should target patients’ needs and shouldn’t be 
arbitrarily required as a condition for receiving OUD medication (although they are required by 
regulations in OTPs), especially when the benefits of medication outweigh the risks of not receiving 
counseling.

The TIP expert panel recommends individualized treatment. Patients who choose to start medication 
and medication management with their prescriber without adjunctive counseling and don’t adequately 
respond to such treatment should be referred to adjunctive counseling and more intensive services as 
needed.16

The law requires buprenorphine prescribers to be able to refer patients taking OUD medication to 
counseling and ancillary services. Buprenorphine prescribers may meet this requirement by keeping a 
list of referrals or by providing counseling themselves. The law doesn’t require naltrexone prescribers to 
refer patients to additional services. However, FDA labels for both medications recommend counseling 
as part of treatment.

Some treatment environments require counseling by regulation or contractual obligation. In other 
cases, a healthcare professional may believe that a patient taking OUD medication would benefit 
from counseling. Some healthcare professionals may require counseling, particularly if patients aren’t 
responding well to medication.

OUD is often a chronic medical illness.17 
Treatment isn’t a cure.
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 • Randomized clinical trials indicate that OUD 
medication improves treatment retention 
and reduces illicit opioid use.32,33,34 Retention 
in treatment increases the opportunity to 
provide counseling and supportive services 
that can help patients stabilize their lives and 
maintain recovery.

 • The longer patients take medication, the 
less likely they are to return to opioid use, 
whereas short-term medically supervised with-
drawal rarely prevents return to use:35,36,37,38,39

 − Conducting short-term medically super-
vised withdrawal may increase the risk 
of unintentional fatal overdose because 
of decreased tolerance after withdrawal 
completion.40,41

 − Providing short-term medical treatment for 
OUD is the same as treating a heart attack 
without managing the underlying coronary 
disease.

 − Providing longer courses of medication 
that extend beyond withdrawal can allow 
patients to stabilize.

 − Getting stabilized, which may take months 
or even years, allows patients to focus on 
building and maintaining a healthy lifestyle.   

EXHIBIT 4.3. Jessica’s Story About Medication

Jessica is a 32-year-old who unsuccessfully quit heroin dozens of times. She had been in and out of 
treatment but says, “It just never stuck. I’d always start using again when I left the program.” Three years 
ago, her primary care doctor started prescribing her buprenorphine. Now Jessica says:

Some days I pinch myself. I can’t believe I got my life back.  
I tried quitting so many times but always got pulled back into the scene. 
Ever since I’ve been on buprenorphine, I haven’t had any cravings. Even 
when I’m around triggers, they just don’t set me off the same way. I’ve been 
able to get a job and I’m starting to build a community of friends who don’t 
use. The hardest part about being on buprenorphine is that my emotions 
aren’t masked anymore. I have to feel all of the sadness and fear that I was 
avoiding all these years. But it’s good. I’m getting a chance to work through it.

 • Patients taking OUD medication can 
achieve long-term recovery. People who 
continue to take medication can be in remission 
from OUD and live healthy, productive lives.42

Reviewing the Evidence on Counseling in 
Support of Medication To Treat OUD
Dedicated counseling can help clients address 
the challenges of extended recovery. For 
clients who seek a self-directed, purposeful life, 
counseling can help them:

 • Improve problem-solving and interpersonal 
skills.

 • Find incentives for reduced use and 
abstinence.

 • Build a set of techniques to resist drug use.

 • Replace drug use with constructive, rewarding 
activities.

Moreover, evidence shows that counseling can 
be a useful part of OUD treatment for people 
who take OUD medication. Impact studies of 
counseling for people with SUDs show that:

 • Motivational enhancement/interviewing is 
generally beneficial.43 This approach helps 
get people into treatment. It also supports 
behavior change and, thus, recovery.
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 • Cognitive–behavioral therapy (CBT) has 
demonstrated efficacy in the treatment of 
SUDs, whether used alone or in combination 
with other strategies.44 Clinical trials have not 
shown that CBT added to buprenorphine 
treatment with medical management is asso-
ciated with significantly lower rates of illicit 
opioid use.45,46 However, a secondary analysis 
of one of those trials found that CBT added 
to buprenorphine and medical management 
was associated with significantly greater 
reduction in any drug use among participants 
whose OUD was primarily linked to misuse  
of prescription opioids than among those  
whose OUD involved only heroin.47 Thus, CBT 
may be helpful to those patients receiving 
buprenorphine treatment who have nonopioid 
drug use problems.

 • Case management helps establish the 
stability necessary for SUD remission.48,49,50 
Case management helps some people in SUD 
treatment get or sustain access to services 
and necessities, such as:

 − Food.
 − Shelter.
 − Income support.
 − Legal aid.
 − Dental services.
 − Transportation.
 − Vocational services.

RESOURCE ALERT 

Principles of Effective Treatment
In its Principles of Drug Addiction Treatment, the 

National Institute on Drug Abuse lists 13 principles 

of effective treatment (p. 2).59 Two principles that 

pertain to counseling are:

 • “No single treatment is effective for everyone. 
Treatment varies depending on the type of drug 
and the characteristics of the patients. Matching 
treatment settings, interventions, and services 
to an individual’s particular problems and 
needs is critical to his or her ultimate success 

in returning to productive functioning in the 
family, workplace, and society.”

 • “Effective treatment attends to multiple needs 
of the individual, not just his or her drug 
abuse. To be effective, treatment must address 
the individual’s drug abuse and any associated 
medical, psychological, social, vocational, 
and legal problems. It is also important that 
treatment be appropriate to the individual’s 
age, gender, ethnicity, and culture.”

 • Family therapy can address SUDs and 
various other family problems (e.g., family 
conflict, unemployment, conduct disorders). 
Several forms of family therapy are effective 
with adolescents51 and can potentially address 
family members’ biases about use of medica-
tion for OUD.52

 • There is more research on combined 
methadone treatment and various psycho-
social treatments (e.g., different levels of 
counseling, contingency management) than 
on buprenorphine or naltrexone treatment 
in office-based settings. More research is 
needed to identify the best interventions to 
use with specific medications, populations, 
and treatment phases in outpatient settings.53

 • Motivational intervention, case manage-
ment, or both can improve likelihood of 
entry into medication treatment for OUD 
among people who inject opioids, according 
to a systematic review of 13 studies plus data 
from a prior systematic review.54

 • Clinical trials have shown no differences in 
outcomes for buprenorphine with medical 
management between participants who get 
adjunctive counseling and those who don’t 
(i.e., prescriber-provided guidance focused 
specifically on use of the medication).55,56,57,58 
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Yet those trials:
 − Relied on well-structured medical manage-

ment sessions that may not be typical in 
practice.

 − Excluded patients with certain co-occurring 
disorders or factors that complicated 
treatment.

 • Benefits from counseling may depend on 
factors such as the number of sessions and 
adherence.60

Using a Recovery-Oriented Approach to 
Treating Patients With OUD
Counseling for OUD gives patients tools to 
manage their illness, achieve and sustain 
better health, and improve their quality of 
life. There are limits to how much medication 
alone can accomplish. OUD medication will 
improve quality of life,61 but many clients in 
addiction treatment have complex issues that 
may decrease quality of life, such as:

 • Other SUDs (e.g., alcohol use disorder, 
cannabis use disorder).62,63,64

 • Mental distress65 (i.e., high levels of 
symptoms) and disorders66,67,68 (e.g., major 
depressive disorder, posttraumatic stress 
disorder).

 • Medical problems (e.g., hepatitis, diabetes).69

 • History of trauma.70,71

 • Poor diet, lack of physical activity, or both.72

 • Lack of social support.73

 • Unemployment.74

Acknowledge many pathways to recovery
Recovery occurs via many pathways.75 OUD 
medication may play a role in the beginning, 
middle, or entire continuum of care.

Support clients in making their own informed 
decisions about treatment. Counselors don’t 
need to agree with clients’ decisions but must 
respect them. Educate new clients about:

 • Addiction as a chronic disease influenced by 
genetics and environment.

 • How medications for OUD work.

RESOURCE ALERT 

Recovery-Oriented Treatment

Recovery-Oriented Methadone Maintenance: 
This guide by White and Mojer-Torres is 

the most thorough document on this topic 

currently available and is applicable to clients  

receiving other medications for OUD (www 

.attcnetwork.org/userfiles/file/GreatLakes 

/5th%20Monograph_RM_Methadone.pdf).

Supporting Recovery From Opioid Addiction: 
Community Care Best Practice Guidelines for 
Recovery-Oriented Methadone Maintenance 

(www.ccbh.com/pdfs/providers/healthchoices 

/bestpractice/MethadoneBestPracticeGuideline 

.pdf) and Supporting Recovery From Opioid 
Addiction: Community Care Best Practice 
Guidelines for Buprenorphine and Suboxone 

(www.ccbh.com/pdfs/providers/healthchoices 

/bestpractice/Community_Care_BP_Guidelines 

_for_Buprenorphine_and_Suboxone.pdf) 

outline phase-specific tasks and accompanying 

strategies for programs that provide services to 

clients who take these medications.

SAMHSA’S GUIDING PRINCIPLES 
OF RECOVERY76

 • Recovery emerges from hope.

 • Recovery is person driven.

 • Recovery occurs via many pathways.

 • Recovery is holistic.

 • Recovery is supported by peers and allies.

 • Recovery is supported through relationships 
and social networks.

 • Recovery is culturally based and influenced. 

 • Recovery is supported by addressing trauma.

 • Recovery involves individual, family, and 
community strengths and responsibilities.

 • Recovery is based on respect.

http://www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
http://www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
http://www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/MethadoneBestPracticeGuideline.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/MethadoneBestPracticeGuideline.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/MethadoneBestPracticeGuideline.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/Community_Care_BP_Guidelines_for_Buprenorphine_and_Suboxone.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/Community_Care_BP_Guidelines_for_Buprenorphine_and_Suboxone.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/Community_Care_BP_Guidelines_for_Buprenorphine_and_Suboxone.pdf
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 • Building confidence in ability to maintain 
abstinence (i.e., increasing abstinence-related 
self-efficacy)

 • Finding ways to help other individuals who are 
new to recovery

Help clients further grow recovery capital 
by offering or connecting them to a range of 
services, such as:

 • Ancillary services (e.g., vocational rehabilitation, 
supported housing).

 • Additional counseling.

 • Medical services.

 • Mental health services.

Provide person-centered care
Clients’ confidence in their ability to stay 
away from illicit substances, or self-efficacy, 
is an important factor in successful change. In 
person-centered care, also known as patient- 
centered care:

 • Clients control the amount, duration, and 
scope of services they receive.

 • They select the professionals they work with.

 • Care is holistic; it respects and responds to 
clients’ cultural, linguistic, and socioenviron-
mental needs.83

 • Providers implement services that recognize 
patients as equal partners in planning, devel-
oping, and monitoring care to ensure that it 
meets each patient’s unique needs.84

 • What occurs during dose stabilization.

 • The benefits of longer term medication use 
and the risks of abruptly ending treatment.

Promote recovery for clients with OUD
Focus on addressing personal and practical 
problems of greatest concern to clients, which 
can improve their engagement in treatment.77 
Recovery supports can sustain the progress 
clients made in treatment and further improve 
their quality of life. Addressing the full range of 
client needs can improve clients’ quality of life 
and lead to better long-term recovery outcomes. 
A recovery-oriented approach to traditional SUD 
counseling may help address client needs.78,79

Increasing recovery capital supports long-term 
abstinence and improved quality of life, espe-
cially for clients who decide to stop medication. 
Clients with substantial periods of abstinence 
from illicit drugs identify these strategies for 
increasing recovery capital as helpful:80,81,82

 • Forging new relationships with friends/family

 • Obtaining support from friends, family, 
partners, and communities

 • Using positive coping strategies

 • Finding meaning or a sense of purpose in life

 • Engaging in a church or in spiritual practices

 • Pursuing education, employment, or both

 • Engaging in new interests or activities (e.g., 
joining a community group, exercising)

RESOURCE ALERT 

Decision-Making Tool

Decisions in Recovery: Treatment for Opioid 

Use Disorders is a SAMHSA web-based 

tool (http://brsstacs.com/Default.aspx) and 

handbook (https://store.samhsa.gov/product 

/ SMA16-4993) to help people with OUD make 

decisions about treatment and recovery.

RESOURCE ALERT

Relapse Prevention and Recovery 
Promotion TIP

Relapse Prevention and Recovery Promotion 

in Behavioral Health Services is a planned 

TIP, which will be available on the SAMHSA 

Publications Ordering webpage (https://store 

.samhsa.gov), that will cover the closely related 

topics of relapse prevention and recovery 

promotion for SUDs and many mental 

disorders.85

http://brsstacs.com/Default.aspx
https://store.samhsa.gov/product/SMA16-4993
https://store.samhsa.gov/product/SMA16-4993
https://store.samhsa.gov
https://store.samhsa.gov
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A person-centered approach to OUD 
treatment empowers clients in making 
decisions, such as:87

 • Whether to take OUD medication.

 • Which medication to take.

 • Which counseling and ancillary services  
to receive.

Fragmented healthcare services are less 
likely to meet the full range of patients’ 
needs. Integrated medical and behavioral 
healthcare delivery provides patient-focused, 
comprehensive treatment that meets the wide 
range of symptoms and service needs that 
patients with OUD may have. Significant demand 
remains for better integrated and coordinated 
SUD treatment (including OTP), medical, and 
mental health services.88 Such improvements are 
particularly important for the many individuals 
with co-occurring substance use and mental 
disorders who receive OUD medication.89,90 In 
a randomized trial of methadone patients with 
co-occurring mental disorders receiving onsite 
versus offsite mental health services, those 
receiving services onsite had less psychiatric 
distress at follow-up.91

Promote family and social support
Support from family and friends can be the 
most important factor in long-term recovery, 
according to many people who have achieved 
long-term recovery from OUD.92,93 Support from 
intimate partners helps all clients, especially 
women, avoid return to opioid use.94,95 But the 
more people in clients’ social networks who use 
drugs, the more likely clients are to return to 
use.96,97

Most clients are willing to invite a substance- 
free family member or friend to support 

their recovery.98 Most have at least one nearby 
family member who does not use illicit drugs.99 
A client’s community may provide a cultural 
context for their recovery and culturally specific 
supports that may not otherwise be available in 
treatment.100

Help clients develop and support positive 
relations with their families by:

 • Suggesting that clients invite family and 
friends to aid in the recovery planning process 
(Exhibit 4.4).

 • Emphasizing the importance of relationships 
with family and friends who actively support 
recovery.

 • Supporting clients in mending broken  
relationships with loved ones.

 • Helping clients cut ties with individuals who 
still use drugs or enable clients’ drug use.

 • Encouraging clients to build new relationships 
that support recovery.

The confrontational/expert model that 
characterized much of SUD treatment 
in the past may harm some patients 
and inhibit or prevent recovery.86

RESOURCE ALERT 

Treatment Guidance for Co-
Occurring Substance Use and 
Mental Disorders

TIP 42, Substance Abuse Treatment for Persons 

With Co-Occurring Disorders, provides SUD 

treatment strategies for people with mental 

disorders (https://store.samhsa.gov/shin 

/content//SMA13-3992/SMA13-3992.pdf).

Integrated Treatment for Co-Occurring 

Disorders Evidence-Based Practices KIT 

provides practical guidance for integrating 

mental health services and SUD treatment 

(https://store.samhsa.gov/product/Integrated 

-Treatment-for-Co-Occurring-Disorders 

-Evidence-Based-Practices-EBP-KIT/SMA08 

-4367).

https://store.samhsa.gov/shin/content//SMA13-3992/SMA13-3992.pdf
https://store.samhsa.gov/shin/content//SMA13-3992/SMA13-3992.pdf
https://store.samhsa.gov/product/Integrated-Treatment-for-Co-Occurring-Disorders-Evidence-Based-Practices-EBP-KIT/SMA08-4367
https://store.samhsa.gov/product/Integrated-Treatment-for-Co-Occurring-Disorders-Evidence-Based-Practices-EBP-KIT/SMA08-4367
https://store.samhsa.gov/product/Integrated-Treatment-for-Co-Occurring-Disorders-Evidence-Based-Practices-EBP-KIT/SMA08-4367
https://store.samhsa.gov/product/Integrated-Treatment-for-Co-Occurring-Disorders-Evidence-Based-Practices-EBP-KIT/SMA08-4367
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Provide trauma-informed care
Trauma-informed service requires providers to 
realize the significance of trauma. According to 
SAMHSA,101 trauma-informed counselors know 
what trauma is and also:

 • Understand how trauma can affect clients, 
families, and communities.

 • Apply knowledge of trauma extensively and 
consistently in both practice and policy.

 • Know ways to promote recovery from trauma. 

 • Recognize the signs and symptoms of trauma 
in clients, families, staff members, and others.

 • Resist things that may retraumatize or harm 
clients or staff.

Incorporate trauma-informed principles of 
care into recovery promotion efforts, because:

 • Trauma histories and trauma-related disorders 
may increase clients’ risk for various problems, 
including early drop-out from treatment102 and 
greater problems with pain.103

EXHIBIT 4.4. Engaging Reluctant Family Members in a Client’s 
Treatment

If the client agrees and has signed the appropriate releases, help even reluctant family members engage 
in the client’s treatment to offer support. To reach out to family members who hesitate to engage, try to:

 • Recognize that they have been harmed by 
their family member’s substance use and that 
their participation in his or her recovery can help 
them heal too. 

 • Ask them to recall some positive experiences 
they have had with the client.

 • Introduce them to mutual-help groups and 
other supports for families (e.g., Nar-Anon, Learn 
to Cope, Parents of Addicted Loved Ones Group). 
Ensure that suggested groups don’t have an 
antimedication bias.

 • Help them understand OUD, the treatment 
process, and medication’s role in recovery. 
This knowledge can keep family members 
from pressuring the client to taper medication 
prematurely.

 • Hold multifamily therapy groups or informal 
discussion sessions for families (with or without 
clients present) so that family members can learn 
from one another and share their experiences. 

 • Offer family or couples therapy as an option  
for additional support.

 • Childhood trauma is highly prevalent among 
people with OUD.104,105

 • People often suffer multiple traumas during 
opioid misuse.106

 • An intervention that integrated trauma 
treatment and standard care (which goes 
further than the trauma-informed care 
detailed here) had better outcomes than 
standard care alone in a diverse group of 
women treated in various settings, including 
an OTP.107

RESOURCE ALERT

Trauma-Informed Care TIP

TIP 57, Trauma-Informed Care in Behavioral 

Health Services, has more information on 

providing trauma-informed care in SUD 

treatment programs (https://store.samhsa 

.gov/product/TIP-57-Trauma-Informed-Care 

-in-Behavioral-Health-Services/SMA14-4816).

https://store.samhsa.gov/product/TIP-57-Trauma-Informed-Care-in-Behavioral-Health-Services/SMA14-4816
https://store.samhsa.gov/product/TIP-57-Trauma-Informed-Care-in-Behavioral-Health-Services/SMA14-4816
https://store.samhsa.gov/product/TIP-57-Trauma-Informed-Care-in-Behavioral-Health-Services/SMA14-4816
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Quick Guide to Medications
This section introduces the neurochemistry 
and biology of OUD and the medications that 
treat it. Reading this section will familiarize 
counselors with terminology healthcare profes-
sionals may use in discussing patients who take 
OUD medication (see also Exhibit 4.1 and the 
comprehensive glossary in Part 5).

Understanding the Neurobiology of OUD
Opioid receptors are a part of the body’s 
natural endorphin system. Endorphins are 
chemicals our bodies release to help reduce our 
experience of pain. They can also contribute to 
euphoric feelings like the “runner’s high” that 
some people experience. When endorphins or 
opioids bind to opioid receptors, the receptors 
activate, causing a variety of effects.

After taking opioids, molecules bind to and 
activate the brain’s opioid receptors and 
release dopamine in a brain area called the 
nucleus accumbens (NAc), causing euphoria. Like 
opioid receptors, the NAc has a natural, healthy 
function. For example, when a person eats, 
the NAc releases dopamine to reinforce this 
essential behavior. The NAc is a key part of the 
brain’s reward system.

Opioid use leads to an above-normal release 
of dopamine, essentially swamping the 
natural reward pathway and turning the brain 
strongly toward continued use. The brain also 
learns environmental cues associated with this 
dopamine release. It associates specific people, 
places, and things (e.g., music, drug parapherna-
lia) with the euphoria; these environmental cues 
then become triggers for drug use.

Intermittent opioid use causes periods of 
euphoria followed by periods of withdrawal. 
The brain’s strong draw toward euphoria drives 
repeated and continued use. Few people with 
OUD reexperience the euphoria they obtained 
early in their opioid use, yet they continue to 
seek it.

Changes in brain function that result from 
repeated drug use cause a person who once 
took the drug for euphoria to seek it out of 
habit, then compulsion. People with OUD 
use opioids to stave off withdrawal. Without 
opioids, the person feels dysphoric and physically 
ill, only feeling normal by taking opioids again. 
At the same time, other areas of the brain begin 
to change:108

 • The amygdala, which is associated with 
feelings of danger, fear, and anger, becomes 
overactive.

 • The frontal cortex, which is associated 
with planning and self-control, becomes 
underactive.

 • The ability to control impulses diminishes,  
and drug use becomes compulsive.

 • The need to escape the discomfort and 
intensely negative emotional states of 
withdrawal becomes the driving force of 
continued use.

Even after opioid use stops, brain changes 
linger. A person’s ability to make plans and 
manage impulses stays underactive. That’s why 
return to substance use is very common even 
after a period of abstinence.

Medications for OUD promote emotional, 
psychological, and behavioral stabilization.  
By acting directly on the same opioid receptors  
as misused opioids (but in different ways),  
medications can stabilize abnormal brain 
activity.

Learning How OUD Medications Work
The following sections describe how each of 
the OUD medications functions (Exhibit 4.5; see 
also Part 3 of this TIP for greater detail). Discuss 
questions or concerns about a patient’s medi-
cation, side effects, or dosage with the patient’s 
prescriber after getting the patient’s consent.
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EXHIBIT 4.5. FDA-Approved Medications Used To Treat OUD: Key Points

MEDICATION HOW IT’S TAKEN
WHY IT 
WORKS SIDE EFFECTS NOTES

Bupre
norphine

Tablet dissolved 
under the tongue 
or film dissolved 
under the tongue 
or against the 
inside of the 
cheek. Taken 
once daily, every 
other day, or 3 
times a week. It 
also comes as an 
implant that lasts 
6 months or as an 
injection that lasts 
1 month. 

Partially 
activates 
the opioid 
receptor. 
Reduces 
craving and 
blocks the 
euphoric 
effect of 
opioids.

Can cause constipation, 
headache, nausea, insomnia, 
excessive sweating, or opioid 
withdrawal.

Overdose is possible but less 
likely than with methadone. 
Overdose death risk is increased 
if buprenorphine is taken 
with alcohol or intravenously 
in combination with 
benzodiazepines or other CNS 
depressants.

Neonatal abstinence syndrome 
(NAS)

Less sedating 
than methadone. 
Prescribers 
must have a 
special SAMHSA 
waiver but don’t 
need to be part 
of a federally 
certified 
OTP. Can be 
prescribed 
through 
pharmacies or 
provided via 
OTPs.

Methadone Liquid or tablet 
once daily. 

Dose may be 
divided for twice-
daily dosing 
if medically 
necessary.

Fully activates 
the opioid 
receptor. 
Reduces 
craving and 
blocks the 
euphoric 
effect of 
opioids.

Can cause constipation, 
sleepiness, sweating, swelling 
of hands and feet, sexual 
dysfunction, heart arrhythmias, 
low blood pressure, fainting, and 
substance misuse.

Can cause overdose death if 
increased too rapidly, taken 
in a much higher than usual 
dose, or taken concurrently 
with some substances and 
medications, particularly CNS 
depressants such as alcohol or 
benzodiazepines.

NAS

Initially requires 
visits 6 to 7 times 
per week to an 
OTP. Patients 
can decrease 
attendance 
gradually based 
on time in 
treatment and 
clinical stability.

Naltrexone Daily tablet (can 
also be taken 3 
times a week) or 
monthly injection 
in buttock.

Occupies 
the opioid 
receptors. 
Reduces 
craving and 
blocks the 
euphoric 
effect of 
opioids.

Can cause nausea, headache, 
dizziness, fatigue, liver toxicity, 
depression and suicidality, 
muscle cramps, fainting, and 
loss of or decreased appetite 
or other appetite disorders; in 
the extended-release injectable 
formulation, can cause pain, 
swelling, and other complications 
at the injection site.

Patient must complete 
withdrawal and stay opioid 
abstinent for at least 7 days 
before starting naltrexone and 
longer (e.g., 10 or more days) 
for long-acting opioids, such as 
methadone.

Tablets are 
rarely effective. 
Monthly 
injections are 
more effective 
than tablets.
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Buprenorphine
Buprenorphine reduces opioid misuse, 
HIV risk behaviors, and risk of overdose 
death.109,110,111,112 Buprenorphine only partially 
activates opioid receptors; it is a partial agonist. 
It binds to and activates receptors sufficiently 
to prevent craving and withdrawal and to block 
the effects of illicit opioids. Appropriate doses 
of buprenorphine shouldn’t make patients feel 
euphoric, sleepy, or foggy headed.

Buprenorphine has the benefit of a ceiling 
effect. Its effectiveness and sedation or 
respiratory effects don’t increase after a 
certain dosing level, even if more is taken. This 
lowers risk of overdose and misuse.113 Groups 
at particular risk for buprenorphine overdose 
include children who accidentally ingest the 
medication114 and patients who also use CNS 
depressants like benzodiazepines or alcohol.115,116 
(See Part 3 of this TIP for more information 
on concurrent use of CNS depressants and 
buprenorphine.)

Buprenorphine is available outside of OTPs, 
through non-OTP healthcare settings (e.g., 
physicians’ offices, outpatient drug treatment 
programs). Healthcare professionals (including 
nurse practitioners and physician assistants, per 
the Comprehensive Addiction and Recovery 
Act of 2016) can prescribe it outside of an OTP 
provided they have a specific federal waiver. 
This is often referred to as “being waivered” to 
prescribe buprenorphine.

Buprenorphine can cause opioid withdrawal 
in patients who have recently taken a full 
opioid agonist (e.g., heroin, oxycodone). This 
occurs because buprenorphine pushes the full 
opioid activator molecules off the receptors and 
replaces them with its weaker, partially activating 
effect. For this reason, patients must be in opioid 
withdrawal when they take their first dose of 
buprenorphine.

The most common buprenorphine formulation 
contains naloxone to reduce misuse. Naloxone 
is an opioid antagonist. It blocks rather than 
activates receptors and lets no opioids sit on 

receptors to activate them. Naloxone is poorly 
absorbed under the tongue/against the cheek, 
so when taking the combined medication as 
directed, it has no effect. If injected, naloxone 
causes sudden opioid withdrawal.

Buprenorphine comes in two forms that 
melt on the inside of the cheek or under the 
tongue: films (combined with naloxone) or 
tablets (buprenorphine/naloxone or buprenor-
phine alone). For treatment of OUD, patients 
take the films or tablets once daily, every other 
day, or three times a week. Various companies 
manufacture these forms of the medication. 
Some are brand name, and some are generic. 
The different kinds vary in strength or number 
of milligrams, but they have been designed and 
tested to provide roughly the same amount of 
medication as the first approved product (Exhibit 
3A.5 in Part 3).

Buprenorphine is also available in a long- 
acting implant that specially trained healthcare 
professionals place under the skin (subdermal 
implant) and an extended-release formulation 
that is administered under the skin (subcutane-
ous injection). The implant is appropriate for 
patients who have been stable on low doses of 
the films or tablets. It lasts for 6 months and can 
be replaced once after 6 months. The extended- 
release formulation lasts for 1 month and can be 
repeated monthly. It is appropriate for patients 
who have been stabilized on the films or tablets 
for at least 7 days.

Healthcare professionals with waivers can 
prescribe buprenorphine. Physicians who 
take an 8-hour training and get a waiver can 
prescribe buprenorphine. Nurse practitioners 
and physician assistants are eligible to apply for 
waivers after 24 hours of training. Providers who 
wish to deliver buprenorphine implants must 
receive special training on how to insert and 
remove them.

Buprenorphine can cause side effects including 
constipation, headache, nausea, and insomnia. 
These often improve over time and can be 
managed with dosage adjustments or other 
approaches.
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Methadone
Methadone is highly effective. Many studies 
over decades of research show that it:117,118,119

 • Increases treatment retention.

 • Reduces opioid misuse.

 • Reduces drug-related HIV risk behavior.

 • Lowers risk of overdose death. 

Methadone is slow in onset and long acting, 
avoiding the highs and lows of short-acting 
opioids. It is a full agonist. Patients who take 
the same appropriate dose of methadone daily 
as prescribed will neither feel euphoric from the 
medication nor experience opioid withdrawal.

Methadone is an oral medication that is taken 
daily under observation by a nurse or phar-
macist and under the supervision of an OTP 
physician. Methadone is available as a liquid 
concentrate, a tablet, or an oral solution made 
from a dispersible tablet or powder.

Methadone blunts or blocks the euphoric 
effects of illicit opioids because it occupies the 
opioid receptors. This “opioid blockade” helps 
patients stop taking illicit opioids because they 
no longer feel euphoric if they use illicit opioids. 
When on a proper dose of methadone, patients 
can:

 • Keep regular schedules.

 • Lead productive, healthy lives.

 • Meet obligations (family, social, work).

Methadone can lead to overdose death in 
people who use a dose that’s considerably 
higher than usual, as methadone is a full 
agonist. People who don’t usually take opioids 
or have abstained from them for a while could 
overdose on a fairly small amount of methadone. 
Thus, patients start on low doses of methadone 
and gradually adjust upward to identify the 
optimal maintenance dose level.

Patients must attend a clinic for dose adminis-
tration 6 to 7 days per week during the start 
of treatment. Healthcare professionals can thus 

observe patients’ response to medication and 
discourage diversion to others. Visit frequency 
can lessen after patients spend time in treatment 
and show evidence of progress.

Methadone can cause certain side effects. 
Common potential side effects of methadone 
include:

 • Constipation.

 • Sleepiness.

 • Sweating.

 • Sexual dysfunction.

 • Swelling of the hands and feet.

Sleepiness can be a warning sign of potential 
overdose. Patients who are drowsy should 
receive prompt medical assessment to determine 
the cause and appropriate steps to take—which 
may require a reduction in methadone dose. 
Some patients may appear sleepy or have 
trouble staying awake when idle, even if there 
is no immediate danger of evolving overdose. 
These patients may need a lower dose or may 
be taking other prescribed or nonprescribed 
medications (e.g., benzodiazepines, clonidine) 
that are interacting with the methadone.

Naltrexone
Naltrexone stops opioids from reaching and 
activating receptors, preventing any reward 
from use. Naltrexone is an antagonist of the 
opioid receptors—it does not activate them at 
all. Instead, it sits on the receptors and blocks 
other opioids from activating them.

Naltrexone appears to reduce opioid craving120 
but not opioid withdrawal (unlike buprenorphine 
and methadone, which reduce both craving 
and withdrawal). Someone starting naltrexone 
must be abstinent from short-acting opioids for 
at least 7 days and from long-acting opioids 
for 10 to 14 days before taking the first dose. 
Otherwise, it will cause opioid withdrawal, 
which can be more severe than that caused by 
reducing or stopping opioid use.
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Naltrexone comes in two forms: tablet and 
injection.

 • Patients take naltrexone tablets daily or three 
times per week. Tablets are rarely effective, 
as patients typically stop taking them after a 
short time.121,122,123

 • Highly externally monitored populations  
in remission may do well with the 
tablet,124,125,126 such as physicians who have 
mandatory frequent urine drug testing and 
are at risk of losing their licenses.

 • The injected form is more effective than the 
tablet because it lasts for 1 month. Patients 
can come to a clinic to receive an intramuscu-
lar injection in their buttock.

Naltrexone can produce certain side effects, 
which may include:

 • Nausea.

 • Headache.

 • Dizziness.

 • Fatigue.

For the extended-release injectable formulation, 
potential reactions at the injection site include:

 • Pain.

 • Bumps.

 • Blistering.

 • Skin lesions (may require surgery).

Knowing What Prescribers Do
The following sections will help explain the role 
healthcare professionals play in providing each 
OUD medication as part of collaborative care. 
Part 3 of this TIP offers more detailed clinical 
information.

Administer buprenorphine
Patients typically begin buprenorphine in 
opioid withdrawal. Patients may take their first 
dose in the prescriber’s office so the prescriber 
can observe its initial effects. Increasingly often, 
patients take their first dose at home and follow 
up with prescribers by phone. Most people are 
stable on buprenorphine dosages between 8 mg 
and 24 mg each day.

Patients who take buprenorphine visit their 
prescriber regularly to allow monitoring of 
their response to treatment and side effects 
and to receive supportive counseling. The 
visits may result in specific actions, such as 
adjusting the dosage or making a referral for 
psychosocial services. Stable patients may obtain 
up to a 30-day prescription of this medication 
through community pharmacies. Visits may 
include urine drug testing. Early in treatment, 
patients typically see their prescribers at least 
weekly. Further along, they may visit prescribers 
every 1 to 2 weeks and then as infrequently as 
once a month or less.

The prescriber will make dosage adjustments 
as needed, reducing for side effects or increasing 
for unrelieved withdrawal or ongoing opioid 
misuse. OTPs that provide buprenorphine 
will typically follow a similar process, with the 
principal difference being that the program  
will administer or dispense the medication  
rather than the patient filling a prescription at  
a pharmacy.

Administer methadone
Only SAMHSA-certified OTPs may provide 
methadone by physician order for daily 
observed administration onsite or for self- 
administration at home by stable patients.127 
The physician will start patients on a low dose 
of methadone. People in early methadone 
treatment are required by federal regulation 
to visit the OTP six to seven times per week to 
take their medication under observation. The 
physician will monitor patients’ initial response 
to the methadone and slowly increase the dose 
until withdrawal is completely relieved for 24 
hours.

A prescriber can’t predict at the start of 
treatment what daily methadone dose will 
work for a patient. An effective dose is one 
that eliminates withdrawal symptoms and most 
craving and blunts euphoria from self- 
administered illicit opioids without producing 
sedation. On average, higher dosages of 
methadone (60 mg to 100 mg daily) are 
associated with better outcomes than lower 
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dosages.128,129 That said, an effective dose of 
methadone for a particular patient can be above 
or below that range.

The prescriber will continue to monitor the 
patient and adjust dosage slowly up or down 
to find the optimum dose level. The dose may 
need further adjustment if the patient returns 
to opioid use, experiences side effects such 
as sedation, starts new medications that may 
interact with methadone, or has a change in 
health that causes the previously effective dose 
to become inadequate or too strong.

If patients taking methadone drink heavily  
or take sedatives (e.g., benzodiazepines), 
physicians may:

 • Treat the alcohol misuse.

 • Refer to a higher level of care.

 • Address comorbid anxiety or depression.

 • Decrease dosage to prevent overdose.

Administer naltrexone
To avoid severe withdrawal, prescribers 
will ensure that patients are abstinent from 
opioids at least 7 to 10 days before initiating 
or resuming naltrexone. Prescribers may require 
longer periods of abstinence for patients tran-
sitioning from buprenorphine or methadone to 
naltrexone.

Prescribers typically take urine drug screens 
to confirm abstinence before giving naltrex-
one. Healthcare professionals can confirm absti-
nence through a “challenge test” with naloxone, 
a short-acting opioid antagonist. 

Healthcare professionals manage withdrawal 
symptoms with nonopioid medication. 
Prescribers are prepared to handle withdrawal 
caused by naltrexone despite a period of 
abstinence.130 Ideally, they administer the first 
injection before patients’ release from residential 
treatment or other controlled settings (e.g., 
prison) so qualified individuals can monitor them 
for symptoms of withdrawal.

Healthcare professionals typically see patients 
at least monthly to give naltrexone injections. 
For those taking oral naltrexone, prescribers 
schedule visits at their discretion. Thus, urine 
drug testing may be less frequent for these 
patients than for patients taking buprenorphine. 
But periodic drug testing should occur.

There is only one dose level for injected 
naltrexone,131 so prescribers cannot adjust the 
dose. However, they can slightly shorten the 
dosing interval if the medication’s effectiveness 
decreases toward the end of the monthly dosing 
interval. If the patient is having side effects or 
intense cravings, the prescriber may recommend 
switching to a different medication.

Set expectations
Ideally, prescribers will collaborate with 
counselors and other care providers involved 
in patients’ care to set reasonable patient 
expectations. Medications can effectively treat 
OUD, but they don’t treat other SUDs (save 
naltrexone, also FDA-approved to treat alcohol 
use disorder). Patients may still need:

 • Counseling for psychosocial issues.

 • Social supports/treatment to get back on track.

 • Medications, therapy, or both for co-occurring 
conditions.

Collaboration between all involved healthcare 
providers helps patients understand the 
OUD treatment timeline, which generally lasts 
months or years. Courses of medically supervised 
withdrawal or tapering are considerably less 
effective than longer term maintenance treatment 
with buprenorphine or methadone and are often 
associated with return to substance use and a 
heightened risk of overdose.132,133,134,135

Patients may still benefit from the 
counseling you can offer in addition 
to care from other providers, even if 
you can’t communicate with those 
providers directly.  
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Counselor–Prescriber 
Communications
OUD medication can support counselors’ work 
with clients who have OUD, and counseling 
supports the work prescribers do with them. 
Good communication facilitates mutually 
supportive work (Exhibit 4.6). A counselor will 
probably:

 • See patients more frequently than prescribers.

 • Have a more complete sense of patients’ 
issues.

 • Offer providers valuable context and 
perspective. 

 • Help patients take medications appropriately.

 • Ensure that patients receive high-quality care 
from their other providers. 

Obtaining Consent
Get written consent from patients allowing 
communication directly with their providers 
(unless the counselor and the providers work 
in the same treatment program). The consent 
must explicitly state that the patient allows 

the counselor to discuss substance-use-related 
issues. It should also specify which kinds of in-
formation the counselor can share (e.g., medical 
records, diagnoses). Consent forms must comply 
with federal and state confidentiality laws that 
govern the sharing of information about patients 
with SUDs.136,137

Carefully protect any identifying informa-
tion about patients and their medical and 
treatment information. Don’t send such infor-
mation through unsecured channels, such as:

 • Text messaging.

 • Unsecure, unencrypted emails.

 • Faxes to unsecured machines.

Good communication with prescribers 
and other treatment team members 
allows everyone to work together to:

 • Assess patient progress.
 • Change treatment plans if needed.
 • Make informed decisions about  
OUD medication.

EXHIBIT 4.6. Example of Counselor–Prescriber Communication

Counselor:  Dr. Smith, thank you for referring Jeff to my counseling practice. I’d like to review with you 
the elements of the treatment plan we’ve developed. 

Prescriber: That would be really helpful.

Counselor:   We agreed to meet weekly while he’s getting stabilized on the buprenorphine. The initial 
focus of our sessions will be helping Jeff expand his recovery support network.

Prescriber:   I’m glad to hear that you’re following up on that. My nurse reported that he’s alone in the 
waiting room before his appointments, and he also mentioned to me that he doesn’t 
have anybody to talk with.

Counselor:   I suggested a support group for people taking buprenorphine that’s in his neighborhood. 
We’ve also begun talking about recreational activities that can help him fill the time he 
used to spend with drug-using friends.

Prescriber:   I’ll reinforce your suggestions when he comes in this Friday.

Counselor:  Also, he seems confused about where the film goes in his mouth. I urged him to discuss 
that with you.

Prescriber:   I’ll make a note to go over that with him again on Friday.
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Phone calls are the most secure way to discuss 
patient cases, although it may be more conve-
nient to reach out to healthcare professionals 
first through email.

Structuring Communications With 
Prescribers
Regular, structured communication can 
improve the flow of information between 
treatment teams. Some multidisciplinary 
programs produce regular reports for prescribers 
about patient progress. Exhibit 4.7 provides 
some strategies for discussing patient care with 
healthcare professionals.

Helping Clients Overcome Challenges in 
Accessing Resources
By collaborating with healthcare professionals in 
OUD care, counselors can help clients overcome 
challenges they face in obtaining treatment, such 
as:

 • Ability to pay for OUD medication. 
Counselors are often already skilled in helping 
clients address treatment costs (e.g., facil-
itating Medicaid applications, linking them 
to insurance navigators). Try to refer clients 
who face difficulty meeting prescription 
costs or copays back to the agency’s financial 

department for sliding scale adjustments and 
ability-to-pay assessments. Also try to help 
patients find and apply for relevant pharma-
ceutical company medication prescription 
plans.

 • Transportation. Options to offer clients may 
include:

 − Providing vouchers for public 
transportation.

 − Providing information on other subsidized 
transportation options.

 − Linking clients to peer support specialists 
and case managers who can arrange 
transportation.

 − Assisting eligible clients in navigating 
Medicaid to obtain transportation services. 

 − If available, arranging for telehealth services 
to overcome clients’ transportation barriers.

 • Access to medication in disaster situations. 
Counselors can review options with patients 
for obtaining prescription replacements 
and refills or daily medicine dosing under 
various scenarios. This could include if their 
usual clinic or primary pharmacy is closed or 
if they’re relocated without notice because 
of an unforeseen emergency. Also advise 
patients on the items to take with them in 
such scenarios to facilitate refills from a new 

EXHIBIT 4.7. Tips for Discussing Patient Care With Prescribers

 • Identify the patient. Once the counselor has established secure communication through encrypted 
email or by phone, he or she should state the patient’s name, date of birth, and medical record number 
(if obtained).

 • Let prescribers know up front the purpose of the call. Begin by clearly describing the question or 
concern leading to the call. If it is simply to establish contact because of a shared patient, that’s fine. 

 • Share any relevant information about the patient (if the patient has consented). If there is a concern 
about a side effect, for example, describe observed changes to the healthcare professional. If there is a 
concern about return to opioid use, describe which elements of the patient’s behavior are worrisome.

 • Work together to build a shared understanding of the patient’s situation. The counselor likely has key 
information about the patient that the prescriber does not have, and vice versa. 

 • Discuss next steps with the healthcare provider before ending any communication to help coordinate 
patient care. Consider scheduling a check-in with each other to assess patient progress.
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medication-dispensing facility. Key materials 
include:

 − Photo identification.
 − Medication containers of currently pre-

scribed medications (even if empty).
 − Written prescriptions.
 − Packaging labels that contain dosage, 

prescriber, and refill information.
 − Any payment receipts that contain  

medication information.

To overcome systemic barriers, help enact 
collaborative policies and procedures. Work 
with program management and the community 
at large to address the following issues:

 • Connection to treatment: Counselors may 
be able to participate in community efforts 
to ensure that information on how to obtain 
treatment for OUD is available wherever 
people with OUD:

 − Gather (e.g., all-night diners, bars, free health 
clinics, injection equipment exchanges).

 − Seek help (e.g., emergency departments, 
houses of worship, social service agencies).

 − Reveal a need for help (e.g., encounters 
with law enforcement and child welfare 
agencies).

Encourage buprenorphine prescribers to make 
known their availability if they are prepared to 
accept new patients. Help disseminate lists of 
addiction treatment providers and share their 
infor mation via peer recovery specialists (see 
Part 5).

 • Rapid assessment and treatment initiation: 
Try to help OUD pharmacotherapy providers, 
particularly in OTPs, streamline counseling 
intake processes to help patients receive 
medication efficiently. The expert panel of 
this TIP recognizes that same-day admission 
of patients with OUD may not be possible 
in all settings, but it’s a worthwhile goal. 
Every program should streamline its intake 
processes and expedite admissions.

 • Return to treatment: When patients dis-
continue treatment prematurely and return 
to use of opioids, it can be hard for them to 
reengage in treatment because of the shame 
they feel or because there is a waiting list 
for admission. The waitlist problem may not 
be solvable because of capacity limitations, 
but all collaborative care team members—
including counselors and prescribers—should:

 − Inform patients from intake onward that 
the program will readmit them even if they 
drop out.

 − Encourage patients to seek readmission if 
they return to opioid use or feel that they 
are at risk for returning to opioid use.

 − Inform patients of the importance of 
overdose prevention (see the “Counseling 
Patients on Overdose Prevention and 
Treatment” section).

 − Provide continued monitoring if possible; it 
can range from informal quarterly check-ins 
to regularly scheduled remote counseling or 
peer support (e.g., from a recovery coach).

 − Offer an expedited reentry process to 
encourage patients to return if they need to.

 − Engage in active outreach and reengage-
ment with OTP patients, which can be 
effective.138,139 Try to contact patients who 
have dropped out to encourage them to 
return.

Creation of a Supportive 
Counseling Experience
Maintaining the Therapeutic Alliance
The therapeutic alliance is a counselor’s most 
powerful tool for influencing outcomes.140  
It underlies all types and modalities of therapy 
and helping services. A strong alliance welcomes 
patients into treatment and creates a sense of 
safety.
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Certain counselor skills help build and 
maintain a therapeutic alliance, including:

 • Projecting empathy and warmth.

 • Making patients feel respected and 
understood.

 • Not allowing personal opinions, anecdotes, or 
feelings to influence the counseling process 
(unless done deliberately and with therapeutic 
intention).141

These skills are relevant for working with all 
patients, including those taking medication for 
OUD. Apply them consistently from the very first 
interaction with a patient through the conclusion 
of services. For example, recognize and reconcile 
personal views about medication for OUD so 
that they don’t influence counseling sessions.

Educating Patients About OUD and a 
Chronic Care Approach to Its Treatment
Help ensure that patients understand the 
chronic care approach to OUD and their:

 • Diagnosis.

 • Prognosis.

 • Treatment options.

 • Available recovery supports.

 • Prescribed medications.

 • Risk of overdose (and strategies to reduce it).

Seek to understand patients’ preferences and 
goals. Doing so can help convey information 
meaningfully so patients understand the choices 
available to them. Also, help communicate 
patients’ preferences and goals to healthcare 
professionals and family members. 

Educate colleagues and other staff members 
so they can help create a supportive experience 
for patients with OUD: 

 • Provide basic education to colleagues about 
medications for OUD and how they work.

 • Share evidence on how these medications 
reduce risky behavior, improve outcomes, and 
save lives.

 • Note that major U.S. and international guide-
lines affirm use of medication to treat OUD.

 • Ask about and address specific fears and 
concerns. 

 • Provide resources for additional information.

Counseling Patients on Overdose 
Prevention and Treatment
Know how to use naloxone to treat opioid 
overdose; share this information with 
patients and their family members and 
friends. Available by prescription (or without 
a prescription in some states), naloxone is an 
opioid antagonist that has successfully reversed 
many thousands of opioid overdoses. It comes 
in auto-injector and nasal spray formulations 
easy for laypeople to administer immediately 
on the scene of an overdose, before emergency 
responders arrive.

Ask patients if they have a naloxone pre-
scription or help them get it without one if 
possible. Providers may prescribe naloxone in 
addition to OUD medication. Counselors should 
check state laws to learn their jurisdiction’s 
naloxone prescription and dispensation policies 
(see “Resource Alert: Overdose Prevention/
Treatment”).

COUNSELING PATIENTS WITH OUD WHO DON’T TAKE MEDICATION
Patients who don’t take an OUD medication after withdrawal are at high risk of return to opioid use, which 
can be fatal given the loss of opioid tolerance. Provide these patients with overdose prevention education 
and the overdose-reversal medication naloxone, or educate them about naloxone and how they can 
obtain it in their community. Advise them to report a return to opioid use or a feeling that they are at risk 
of relapsing. Work with them and their care team to either resume medication for OUD or enter a more 
intensive level of behavioral care.
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Inform clients and their friends and families of 
any Good Samaritan laws in the jurisdiction, 
which protect against drug offenses for people 
who call for medical help while experiencing or 
observing overdose.

Emphasize that a person given naloxone to 
reverse overdose must go to the emergency 
department, because overdose can start again 
when naloxone wears off.

Consider working with the program admin-
istrator to place a naloxone rescue kit in the 
office, if one is not already available. To be ready 
for an emergency, learn:

 • The signs of overmedication (which may 
progress to overdose) and overdose itself.

 • What to do if an overdose is suspected.

 • How to administer naloxone.

Consider working with the program admin-
istrators to set up a program to distribute 
naloxone directly to patients. Many states 
allow organizations to do this under a standing 

RESOURCE ALERT

Overdose Prevention/Treatment

SAMHSA Opioid Overdose Prevention Toolkit 

(https://store.samhsa.gov/product/SAMHSA 

-Opioid-Overdose-Prevention-Toolkit/SMA16-4742)

National Conference of State Legislatures’ Drug 

Overdose Immunity and Good Samaritan Laws 

(www.ncsl.org/research/civil-and-criminal 

-justice/drug-overdose-immunity-good 

-samaritan-laws.aspx)

Project Lazarus’ Naloxone: The Overdose 

Antidote (www.projectlazarus.org/naloxone) 

Prescription Drug Abuse Policy System’s: 

Interactive Map of Naloxone Overdose 

Prevention Laws (http://pdaps.org/datasets 

/laws-regulating-administration-of 

-naloxone-1501695139)

order from a physician. Clients are more likely 
to access naloxone if their program provides it 
directly to them rather than sending them to 
another organization to get it. Learn more at 
Prescribe to Prevent (http://prescribetoprevent.org).

Helping Patients Cope With Bias and 
Discrimination
Patients taking medication for OUD must 
deal with people—including family members, 
friends, colleagues, employers, and community 
members—who are misinformed or biased about 
the nature of OUD and effective treatments for it 
(Exhibit 4.8).

Wherever possible, such as in a counseling 
session or a community education forum, 
counter misunderstandings with accurate 
information. Emphasize the message that 
addiction is governed by more powerful brain 
forces than those that determine habits. As a 
result, having a lot of positive intent, wanting to 
quit, and working hard at it sometimes won’t be 
enough.

Remind patients about building recovery 
capital and sticking with their treatment plan 
and goals. A particularly good opportunity to 
do so arises when patients ask how to “get off 
medication.” Statements such as “The longer 
you take medication, the more of your life you 
can get back and the less likely you are to return 
to opioid use” and “We usually recommend 
continuing medication long term because it 
helps people maintain recovery” can help clients 
understand that they are following medical rec-
ommendations and doing a good job of caring 
for themselves (Exhibit 4.9).

People may think that addiction is just 
a bad habit or willful selfdestruction 
and that someone who has difficulty 
stopping opioid misuse is lazy. They 
may view OUD medication as “just 
another drug” and urge patients to  
stop taking it.

https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
https://store.samhsa.gov/product/SAMHSA-Opioid-Overdose-Prevention-Toolkit/SMA16-4742
www.ncsl.org/research/civil-and-criminal-justice/drug-overdose-immunity-good-samaritan-laws.aspx
www.ncsl.org/research/civil-and-criminal-justice/drug-overdose-immunity-good-samaritan-laws.aspx
www.ncsl.org/research/civil-and-criminal-justice/drug-overdose-immunity-good-samaritan-laws.aspx
www.projectlazarus.org/naloxone
http://pdaps.org/datasets/laws-regulating-administration-of-naloxone-1501695139
http://pdaps.org/datasets/laws-regulating-administration-of-naloxone-1501695139
http://pdaps.org/datasets/laws-regulating-administration-of-naloxone-1501695139
http://prescribetoprevent.org/
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EXHIBIT 4.8. Conversation: Addressing Misinformation

Mother of Patient:  They want to put my son on methadone, but it’s going to rot his teeth.

Father of Patient:   Yeah. I don’t want him to look like he’s on drugs when he’s finally off them.

Counselor:    You have the impression that people who use drugs have bad teeth. And in many 
cases, that’s true. But there are a lot of reasons why people with a substance 
use disorder develop teeth and gum problems—such as a high-sugar diet, co-
occurring depression that prevents them from taking good care of themselves, 
poor health that allows oral disease to develop, and lack of access to preventive 
dental care or treatment. But if your son practices good oral hygiene, his mouth 
will stay healthy while he takes methadone.

Mother of Patient:   What do you mean by “oral hygiene”?

Counselor:    Like all of us, he’ll have to limit his sweets and brush and floss regularly. 
Methadone can reduce the flow of saliva, which means that not as much of the 
bacteria on his teeth will get washed away. So, he’ll want to get good dental 
advice on how to address dry mouth if that’s a problem for him. Regular dental 
checkups will be really important, too.

Father of Patient:   So, he won’t trade his teeth for his recovery. Thanks—that’s one less thing to worry 
about!

Review a client’s motivation for tapering or 
quitting medication (Exhibit 4.10) and have a 
conversation about the best timing for such a 
change (Exhibit 4.11). If the client has consented 
to communication with other providers, inform 
the client’s prescriber about the client’s desires 
or intent so that shared decision making can take 
place.

Be proactive in dispelling myths and providing 
facts about medications for OUD when coun-
tering misconceptions and judgmental attitudes. 
Point out that multiple organizations consider 
individuals to be in recovery if they take OUD 
medication as prescribed, including:

 • The American Medical Association.142

 • The American Society of Addiction Medicine.143

 • The National Institute on Drug Abuse.144

 • The Office of the Surgeon General.145

 • SAMHSA.146

 • The World Health Organization.147

Explain that alcohol and opioids are different 
substances with different effects on the 
body and brain. This counters the mistaken 
belief that people receiving buprenorphine or 
methadone are always “high” and as impaired 
as if they drank alcohol all day. People acquire 
tolerance to impairments that drinking causes in 
motor control and cognition. But this tolerance 
is partial; alcohol consumption always results in 
some deficits. Opioids don’t have the same motor 
or cognitive effects. Complete tolerance develops 
to the psychoactive effects and related motor 
impairments opioids cause.

If a person takes a therapeutic dose of opioid 
agonist medication as prescribed, he or she 
may be as capable as anyone else of driving, 
being emotionally open, and working produc-
tively. Some people worry that OUD medication 
causes a “high” because they’ve seen patients 
taking OUD medication whose behavior was 
affected by other substances (e.g., benzodiaze-
pines). Others may assume that someone is high 
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on a medication for OUD who isn’t taking any 
such medication at all.

Point out that many thousands of people are 
prescribed medication for OUD every year, 
are receiving appropriate treatment, and are 
indistinguishable from other people. People 
taking OUD medication rely on it to maintain 
daily function, like people with diabetes rely 
on insulin. Nevertheless, some people think that 
individuals taking buprenorphine or methadone 
are still addicted to opioids (Exhibit 4.9), even 
if they don’t use illicit drugs. For people with 
OUD, the medication addresses the compulsion 
and craving to use. It also blocks the euphoric 
effects of illicit opioids, which over time helps 
people stop attempting to use. For people with 

EXHIBIT 4.9. Addressing the Misconception That an Opioid Medication 
Is “Just Another Drug”

Concerned Colleague:   These patients are just replacing one drug with another. Instead of heroin, they’re 
using buprenorphine or methadone.

Counselor:    Actually, there’s substantial research that medication for opioid use disorder 
helps patients stop feeling withdrawal and craving and allows them to get their 
life back on track. These medications keep patients in treatment and reduce 
crime and HIV risk behavior.

Concerned Colleague:   Yeah, but aren’t they still addicted?

Counselor:    Physically dependent, yes; but addicted, no. There’s an important difference. 
Someone addicted to heroin has to take the drug several times a day to avoid 
withdrawal. This usually leads to craving, loss of control, and taking more than 
intended. Drug-seeking behavior causes loss of family and friends. It makes the 
person unable to perform daily roles and meet obligations. 

Concerned Colleague:   Yes, I know how addiction works. But isn’t taking methadone an addiction, too?

Counselor:    Patients only take methadone once a day, and its makeup is different from 
heroin. Daily methadone lets the body stabilize so patients don’t have the highs 
and lows that come from heroin use. If patients use heroin, the methadone 
blocks its effects; they don’t get high. Methadone is taken orally, so there isn’t the 
same danger of infection that comes with injection drug use. Taking methadone 
as part of a treatment program lets patients feel normal and focus on changing 
the other aspects of their lives that led to drug use.

Concerned Colleague:   But you just said they take methadone every day.

Counselor:    Yes. That is true of most medications for any disease, if you think about it. Patients 
have a physical dependence on the medication but are in remission from addiction.

EXHIBIT 4.10. When a Patient 
Wants To Taper Medication or 
Stop Altogether

 • Review the decision with the patient to 
determine the motivation for tapering or 
quitting medication and the best timing for 
such a change.

 • Tell the prescriber that the patient wants to 
taper; shared decision making should guide 
the patient’s decision.

 • Avoid encouraging tapering, which can imply 
that recovery can only truly occur off of the 
medication.
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diabetes, medication addresses the problems 
caused by inadequate production of insulin by 
the pancreas. Medication allows both popula-
tions to live life more fully.

Focus on common ground—all patients want 
a healthy recovery, and judging or isolating 
someone for return to use doesn’t aid 
anyone’s recovery. A divide may occur between 

patients in a group setting over return to opioid 
use. People in the OUD community typically are 
forgiving of return to opioid use and recognize 
that it can occur on the path to long-term 
recovery. However, some people in mutual-help 
communities judge those who return to use (see 
the “Helping Clients Find Accepting Mutual-Help 
Groups” section). Address judgmental attitudes 
through this analogy: People with diabetes whose 
blood sugar spikes aren’t condemned and ejected 
from treatment.

Dispel the myth that OUD medications make 
people sick. In fact, methadone and buprenor-
phine relieve opioid withdrawal, even if patients 
don’t feel complete relief in the first few days. 
Taking naltrexone too soon after opioid use 
can cause opioid withdrawal, but withdrawal 
symptoms can generally be managed success-
fully. Point out that people taking medication 
for OUD sometimes get colds, the flu, or other 
illnesses, like everyone else. A similar misconcep-
tion is that OUD medications make all patients 
sleepy. Exhibit 4.12 offers a sample dialog for 
responding to this misconception.

It would be inappropriate for a medical 
team to refuse radiation for cancer 
patients because the team believes 
chemotherapy is always needed, or to 
refuse chemotherapy because they 
believe that radiation is always needed, 
regardless of each patient’s diagnosis 
and condition. It would be just as 
inappropriate to refuse evidence-
based treatment with medication for 
a patient with OUD, when that may be 
the most clinically appropriate course 
of treatment.

EXHIBIT 4.11. Responding to a Patient’s Desire To Taper Medication  
for OUD

Patient:  I want to taper off the buprenorphine.

Counselor:  You’d like to taper—can you tell me why?

Patient:  I’m getting married. I want a fresh start.

Counselor:  You’re saying you’d like to have this all behind you for the new phase in your life.

Patient:  Yeah, that’s it.

Counselor:   Would it be alright if I share my concerns about that?

Patient:  Okay.

Counselor:   A big change—whether it’s having a baby, getting a new job, or getting married like 
you’re about to do—can be very exciting. But it can also be surprisingly stressful. You 
may want to consider staying on the medication during this transition to make sure you 
maintain your recovery. I’m just suggesting postponing a taper decision until you start 
getting settled into married life.

Patient:   I hear you. The last thing I want to do is mess up my marriage right away by using again.
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When return to opioid use comes up in a group 
counseling setting, messages about getting back 
on track and avoiding shaming and blaming 
apply just as much to the patients taking OUD 
medication as to other participants. This topic 
is an opportunity to address the dangers of 
overdose, especially the dangers of using 
an opioid after a period of abstinence or 
together with other CNS depressants.

Helping Patients Advocate for 
Themselves 
Educate clients so they can advocate for their 
treatment and personal needs. Key topics 
include:

 • Addiction as a chronic disease influenced by 
genetics and environment.

 • The ways that medications for OUD work.

 • The process of dose stabilization.

 • The benefits of longer term medication use 
and risks of abrupt treatment termination.

 • The role of recovery supports (e.g., mutual- 
help groups) in helping achieve goals.

Offer clients’ family and friends education on 
these topics as well so that they can advocate 
for their loved ones. Encourage patients to let 

family and friends know how important they are 
and how valuable their support is. Also urge 
patients to ask loved ones to help them express 
concerns or fears.

Role-playing can help patients self-advocate. 
It allows them to practice what to say, what 
reactions to expect, and ways to respond. Coach 
patients in active listening and in focusing on 
solutions rather than problems. Exhibit 4.13 
gives an example of a counselor helping a client 
self-advocate.

Urge patients to advocate for themselves 
beyond one-on-one conversations. Options 
include sharing educational pamphlets, inviting 
loved ones to a counseling session, or referring 
them to websites.

Addressing Discrimination Against 
Clients Who Take OUD Medication
Patients can face discriminatory actions 
when dealing with individuals, organizations, 
or systems that make decisions based on mis-
information about, or biases against, the use 
of medication for OUD. The following sections 
highlight issues patients taking OUD medication 
may face and how counselors can help.

EXHIBIT 4.12. Conversation: Redirecting a Concern to the Prescriber

Concerned Colleague:   A patient in my group was falling asleep. I think his methadone dose is too high.

Counselor:    That’s an important observation. That certainly is possible, although there are 
many other possible explanations. What makes you think it’s the medication and 
not lack of sleep or some other reason? 

Concerned Colleague:   Because everyone taking methadone falls asleep in group.

Counselor:    Our medical staff members work hard to make sure that each patient is on the 
right dose. If a patient is falling asleep in group, you should alert the patient’s 
physician right away, regardless of what medication they’re taking. But I’m 
wondering if anything besides medication could be causing this issue. 

Concerned Colleague:   Well, this patient is struggling with having an all-night job. 

Counselor:    It may be helpful to talk to the patient about moving to a group that meets at 
a time when he can be more rested. In any case, to be safe, you should call the 
patient’s prescriber about reassessing him.
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Help clients address employment- 
related issues
Under the Americans With Disabilities Act, 
employers cannot discriminate against 
patients taking medication for OUD.148 
However, the law doesn’t always stop employers 
from taking such action. For example, some 
employers conduct workplace urine drug 
testing, either before offering employment 
or randomly during employment. The OUD 
medication they test for most frequently is 
methadone, but it’s possible to test for bu-
prenorphine. Naltrexone is generally not tested 
for. The TIP expert panel concludes, based on 
multiple patient experiences, that patients who 
take OUD medication find it intimidating to 
explain to their employers why their urine test 
results are positive for opioids. Yet if they offer 
no explanation, they don’t get the callback for 
the job or are let go from the job they have.

EXHIBIT 4.13. Conversation: Helping a Client Self-Advocate

Patient:   My mom is driving me to my back surgery. I’m worried that she’ll find out I’m taking 
buprenorphine.

Counselor:   It sounds like you’re worried she’ll reject you and be upset if she knows you’re taking 
medication.

Patient:   I think she’ll be disappointed in me. She thinks people who take addiction medication  
are still on drugs.

Counselor:   What would you think about finding a time before your surgery to tell your mother that 
you’re taking buprenorphine? You can explain how it works and remind her how well 
you’ve been doing maintaining your job, regaining custody of your children, and living  
a balanced and healthy life. That may help ease her fears.

Patient:  Thanks. I’ll give that a try.

Counselor:   If you want, you could invite her to one of our sessions so that I can answer any questions 
she has.

Patient:   Yeah, she may hear it better from you. I like the idea of having her come in after I’ve told her.

Counselor:  When would be a good time to bring up this topic?

Patient:   She’s driving me to my pre-op appointment on Friday. Maybe I’ll suggest we go for  
coffee after.

Counselor:   That’s a good idea. How about we practice that conversation? I’ll play the role of your mom.

RESOURCE ALERT

Becoming a Certified Medication-
Assisted Treatment Advocate

The National Alliance for Medication Assisted 

Recovery has a training and credentialing 

program for interested people—not just those 

who receive medication for OUD—to become 

Certified Medication-Assisted Treatment 

Advocates (www.methadone.org/certification 

/faq.html).

Direct patients to legal resources and help 
them consider how to respond to discrimina-
tion at work based on misinterpreted drug 
tests. Offer to speak with their prospective/
current employers to address concerns and 
misperceptions about OUD medication and its 
effect on their ability to do work tasks.

www.methadone.org/certification/faq.html
www.methadone.org/certification/faq.html
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Understand potential legal issues
This section describes issues that can affect access 
to care for patients involved in the justice system 
who take buprenorphine or methadone for OUD. 
These issues usually don’t apply for naltrexone.

Many jails (short term) and prisons (long term) 
restrict or disallow access to OUD medication 
despite the federal mandate that people who are 
incarcerated have access to medical care.149,150 
For example:

 • A jail may not continue methadone treatment 
or allow methadone delivery by patients’ OTPs.

 • Patients’ medication may be seized upon arrest.

 • Jail health officials may deny patients’ bu-
prenorphine prescriptions.

Help negotiate patient access to OUD 
medication during incarceration. Negotiating 
access to OUD medication can be problematic 
and often requires multiple meetings between 
care providers and jail staff members to resolve 
successfully. Patients taking OUD medication 
may be forced to go without medication during 
incarceration. This increases their risk for opioid 
overdose if they return to use after reentering 
the community, given the decreased tolerance 
that results from interrupted treatment.

Encourage patients to reengage in treatment 
as soon as they’re released. People with OUD 
released from prison or jail who don’t take OUD 
medication have higher risk of overdose death 
during their first few weeks in the community. 
Early after release, they are at very high risk of 
overdose, given possible:

 • Decrease in opioid tolerance while incarcerated.

 • Lack of appropriate OUD therapy while 
incarcerated.

 • OUD medication initiation right before release.

 • Release without coordination or a slot for 
community-based treatment.

Patients who aren’t opioid tolerant need a lower 
starting dose that prescribers will increase more 
slowly than usual. Extended-release injectable 
naltrexone can be an effective alternative for these 
patients.

Support patients in getting legal advice or 
counsel via their OUD medication prescribers’ 
healthcare organization. Members of the TIP 
expert panel have observed situations in which 
law enforcement personnel arrested patients 
leaving methadone clinics and charged them 
with driving under the influence or arrested them 
after finding buprenorphine prescription bottles 
in their cars. Discussions among treatment orga-
nizations and local law enforcement leadership 
can help address such situations.

Address concerns and advocate for addiction 
specialists to select treatments best suited 
for each patient. Sometimes, authorities insist 
that patients enter a particular kind of treatment 
or follow particular rules related to their OUD. 
To ensure a patient-centered focus, help involve 
addiction specialists in determining what kind of 
treatment best meets patients’ needs. This kind 
of advocacy works best when counselors and the 
programs for which they work have preexisting 
relationships with personnel in local employ-
ment, law enforcement, drug court, and child 
welfare facilities.

Address issues in dealing with healthcare 
providers
Misunderstandings about OUD and its 
treatment aren’t rare among healthcare 
providers:

 • Patients admitted to the hospital for medical 
issues may face prejudice from hospital staff 
members.

 • Providers may not know how to manage 
patients’ OUD medication during their 
hospital stay. 

 • Some providers don’t know how to manage 
pain in someone taking medication for OUD. 

OPIOID ADDICTION
is linked with high rates of

ILLEGAL ACTIVITY and 

INCARCERATION.151,152
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Help communicate issues to patients’  
prescribers, who can advocate for proper 
handling of OUD medication. It is also possible 
to help hospital staff members see the patient 
as a whole person who deserves respect and to 
provide them with essential information about 
treatment for OUD.

Inpatient SUD treatment facilities may refuse 
admission until patients are off buprenorphine 
or methadone. Sometimes, patients taking 
OUD medication seek admission to inpatient 
facilities for treatment of an additional SUD, 
a mental disorder, or both. If a facility won’t 
accept someone on OUD medication, call on 
local or state regulatory authorities (e.g., the 
State Opioid Treatment Authority) and patients’ 
healthcare professionals to intervene with the 
facility’s professional staff and management.

Demonstrate awareness of pregnancy and 
parenting issues
Healthcare professionals may be unaware 
of current guidelines for treating pregnant 
women with OUD (Exhibit 4.14). As a result, 
they may inappropriately:

 • Deny OUD medication to pregnant women.

 • Discourage breastfeeding by mothers taking 
OUD medication.

 • Direct women who become pregnant while 
taking OUD medication to undergo with-
drawal from their medication and attempt 
abstinence.

RESOURCE ALERT

Treatment of Pain in Patients  
With OUD

SAMHSA’s TIP 54, Managing Chronic Pain in 

Adults With or in Recovery From Substance Use 

Disorders (https://store.samhsa.gov/product/TIP 

-54-Managing-Chronic-Pain-in-Adults-With-or 

-in-Recovery-From-Substance-Use-Disorders 

/SMA13-4671)

RESOURCE ALERT

Pregnancy- and Parenting-Related 
Issues

SAMHSA’s Clinical Guidance for Treating 

Pregnant and Parenting Women With Opioid 

Use Disorder and Their Infants (https://store 

.samhsa.gov/product/SMA18-5054)

Hospital policies on screening infants for 
prenatal substance exposure vary considerably. 
A positive screen may trigger involvement of 
Child Protective Services. This may occur even 
when the positive screen results from treatment 
with OUD medication under a physician’s care 
rather than opioid misuse.

Help pregnant and postnatal clients in these 
situations by:

 • Educating them and encouraging them to 
share pertinent information and resources with 
healthcare professionals involved in their care.

 • Coordinating with their prescribers to help 
them get prenatal and postnatal care from 
well-informed healthcare professionals.

 • Getting involved in efforts to educate 
the local healthcare community about 
best practices for the care of pregnant and 
postnatal women with OUD.

Legal problems can arise if Child Protective 
Services or legal personnel don’t understand 
that parents receiving OUD medication are 
fully capable of caring for children and con-
tributing to their families. Judges, probation 
or parole officers, or Child Protective Services 
workers may inappropriately request that patients 
discontinue medication as a condition of family 
reunification. Such orders are medically inappro-
priate and should be challenged. Possible ways 
to help:

https://store.samhsa.gov/product/TIP-54-Managing-Chronic-Pain-in-Adults-With-or-in-Recovery-From-Substance-Use-Disorders/SMA13-4671
https://store.samhsa.gov/product/TIP-54-Managing-Chronic-Pain-in-Adults-With-or-in-Recovery-From-Substance-Use-Disorders/SMA13-4671
https://store.samhsa.gov/product/TIP-54-Managing-Chronic-Pain-in-Adults-With-or-in-Recovery-From-Substance-Use-Disorders/SMA13-4671
https://store.samhsa.gov/product/TIP-54-Managing-Chronic-Pain-in-Adults-With-or-in-Recovery-From-Substance-Use-Disorders/SMA13-4671
https://store.samhsa.gov/product/SMA18-5054
https://store.samhsa.gov/product/SMA18-5054
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 • Write letters to judges and lawyers explaining 
how effective OUD medication can be.

 • Send judges and lawyers literature about 
current medical recommendations (including 
this TIP).

 • Testify in court, if necessary.

Helping Clients Find Accepting Mutual-
Help Groups
Voluntary participation in 12-Step groups can 
improve abstinence and recovery-related skills 
and behaviors for some people with SUDs. 
Greater involvement (e.g., being a 12-Step 
sponsor) can increase these benefits.154,155,156,157 
However, not much research has explored less 
widespread types of groups (e.g., groups that 
follow a given religion’s principles, secular 
groups that downplay the spiritual aspects of 
12-Step groups). Research exploring longitudinal 
outcomes for people with OUD who attend NA 
is limited, but findings link more frequent atten-
dance with abstinence.158,159,160

Clients taking medication for OUD may face 
challenges in attending mutual-help groups. 
For example:

 • NA, the most widely available program, treats 
illicit opioids and OUD medications equally in 
gauging abstinence and recovery. NA doesn’t 
consider people taking OUD medication 
“clean and sober.”161

 • Local chapters of NA may decide not to allow 
people taking OUD medication to participate 
at meetings or may limit their participation 
(e.g., not allowing service work).

 • Clients attending some NA meetings may 
encounter hostile attitudes toward the use of 
medication.

 • AA’s official policy is more accepting of the 
use of prescribed medication, but clients may 
still encounter negative attitudes toward their 
use of medications for OUD.

 • Other groups, such as some religious mutual- 
help programs, SMART Recovery, and LifeRing 
Secular Recovery, also have policies that could 
challenge clients for taking medication for OUD.

EXHIBIT 4.14. Summary of Current Guidance for the Treatment  
of Pregnant Women With OUD

 • An obstetrician and an addiction treatment provider should comanage care, and the woman should 
receive counseling and supportive services as needed to assist her in achieving a stable life.

 • Treatment with methadone or buprenorphine without naloxone during pregnancy is recommended. 
Treatment with naltrexone is not recommended during pregnancy.

 • Medically supervised withdrawal during pregnancy is typically not advisable. If not done with great 
care in a controlled setting, it can cause premature labor, fetal distress, and miscarriage. Attempts at 
abstinence from opioids without the support of medication are generally not advised because of the 
risk of return to opioid use, which can adversely affect both mother and fetus.

 • Newborns of women who take OUD medication often show symptoms of NAS, which is treatable. NAS 
from opioid agonist treatment is not as harmful to the fetus  
as continued use of illicit opioids during pregnancy.

 • Mothers stabilized on medication for OUD are encouraged to breastfeed.

Summarized from SAMHSA’s publication A Collaborative Approach to the Treatment of Pregnant 
Women With Opioid Use Disorders (https://store.samhsa.gov/product/A-Collaborative-Approach-to 
-the-Treatment-of-Pregnant-Women-with-Opioid-Use-Disorders/SMA16-4978).153

https://store.samhsa.gov/product/A-Collaborative-Approach-to-the-Treatment-of-Pregnant-Women-with-Opioid-Use-Disorders/SMA16-4978
https://store.samhsa.gov/product/A-Collaborative-Approach-to-the-Treatment-of-Pregnant-Women-with-Opioid-Use-Disorders/SMA16-4978
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Prepare clients who take medication for 
OUD to attend mutual-help meetings
Clients will be better able to find supportive  
mutual-help groups if their counselor and 
program:

 • Evaluate attitudes toward medication for 
OUD among local mutual-help groups.

 • Keep on hand information about all mutual- 
help options available in the clients’ area.

 • Recruit volunteers from mutual-help 
groups to help clients find and attend 
meetings (e.g., by providing transportation, 
serving as “sponsors,” introducing clients).

 • Do not mandate meeting attendance. 
Recommending participation is just as 
effective.162

 • Keep track of clients’ experiences at 
different groups to ensure that meetings 
remain welcoming.

 • Help clients start onsite mutual-help 
groups.

 • Ask staff members to evaluate their own 
feelings and beliefs about mutual-help 
groups.163

Facilitate positive mutual-help group 
experiences

 • Educate clients about mutual-help groups. 
Explore group types, risks and benefits of 
participation, and limitations of research in 
support of those risks and benefits.

 • Suggest buddying up. Clients can attend 
meetings with other people who take medi-
cation for OUD.

 • Review with clients their understanding of 
and prior experience with mutual help.

 • Explore clients’ understanding of the 
benefits and risks of disclosure about 
taking OUD medication.

 • Develop a risk-reduction plan for disclosure 
if clients want to share their use of OUD 
medication (e.g., talking with an individual 
group member instead of disclosing to the 
entire group).

RESOURCE ALERT

Addressing Bias and Discrimination

Are You in Recovery From Alcohol or Drug 

Problems? Know Your Rights: Rights for 

Individuals on Medication-Assisted Treatment: 

SAMHSA publication explaining patient rights 

and federal laws that protect people receiving 

OUD medication. Describes whom these 

laws protect and what they cover, including 

employment, housing, services, and public 

accommodations (http://store.samhsa.gov 

/product/Rights-for-Individuals-on-Medication 

-Assisted-Treatment/SMA09-4449)

Know Your Rights: Employment Discrimination 

Against People With Alcohol/Drug Histories: 

Legal Action Center webinar (http://lac.org 

/resources/substance-use-resources 

/employment-education-housing-resources 

/webinar-know-rights-employment 

-discrimination-people-alcoholdrug-histories)

Medication-Assisted Treatment for Opioid 

Addiction: Myths and Facts: Legal Action 

Center publication that dispels myths and 

provides facts about OUD medication  

(http://lac.org/wp-content/uploads/2016/02 

/Myth-Fact-for-MAT.pdf)

Methadone Maintenance Myths and 

Resources: Missouri Department of Mental 

Health factsheet (http://dmh.mo.gov/docs/ada 

/methadonemyths.pdf)

http://store.samhsa.gov/product/Rights-for-Individuals-on-Medication-Assisted-Treatment/SMA09-4449
http://store.samhsa.gov/product/Rights-for-Individuals-on-Medication-Assisted-Treatment/SMA09-4449
http://store.samhsa.gov/product/Rights-for-Individuals-on-Medication-Assisted-Treatment/SMA09-4449
http://lac.org/resources/substance-use-resources/employment-education-housing-resources/webinar-know-rights-employment-discrimination-people-alcoholdrug-histories
http://lac.org/resources/substance-use-resources/employment-education-housing-resources/webinar-know-rights-employment-discrimination-people-alcoholdrug-histories
http://lac.org/resources/substance-use-resources/employment-education-housing-resources/webinar-know-rights-employment-discrimination-people-alcoholdrug-histories
http://lac.org/resources/substance-use-resources/employment-education-housing-resources/webinar-know-rights-employment-discrimination-people-alcoholdrug-histories
http://lac.org/resources/substance-use-resources/employment-education-housing-resources/webinar-know-rights-employment-discrimination-people-alcoholdrug-histories
http://lac.org/wp-content/uploads/2016/02/Myth-Fact-for-MAT.pdf
http://lac.org/wp-content/uploads/2016/02/Myth-Fact-for-MAT.pdf
http://dmh.mo.gov/docs/ada/methadonemyths.pdf
http://dmh.mo.gov/docs/ada/methadonemyths.pdf


4-32

Medications for Opioid Use DisorderTIP 63

 • Help clients anticipate and learn to handle 
negative responses:

 − Develop sample scripts clients can use 
when questioned about their medication.

 − Role-play scenarios in which clients respond 
to questions about their use of medication.

 • Respect the privacy of clients’ participation 
in mutual-help groups and recognize that 
some groups ask that participants not discuss 
what occurs in meetings.

 • Make sure clients know they can talk about 
their experiences in mutual-help groups 
but don’t pressure them to disclose in these 
groups that they take OUD medication.

 • Consider mutual-help participation using 
groups more open to OUD medication (e.g., 
attending AA even if the client has no alcohol 
use disorder; attending groups for co- 
occurring substance use and mental disorders, 
such as Dual Recovery Anonymous or Double 
Trouble in Recovery). Clients with OUD who 
attend AA and not NA have similar recovery- 
related outcomes and retention rates.164

Online mutual-help groups
Before recommending an online group, check 
its content and tone on the use of medication. 
Mutual help using the Internet (either through 
real-time chat rooms or discussion boards 
where one posts and waits for responses) has 
been growing in popularity. This is an especially 
valuable resource for clients living in rural and 
remote areas. Groups range from general 
meetings for people with a particular SUD (e.g., 
online AA meetings) to those that are very 
specific (e.g., Moms on Methadone). Moderated 
groups are preferable to unmoderated groups. 
TIP 60, Using Technology-Based Therapeutic 
Tools in Behavioral Health Services, addresses 
many of the pros and cons of online support 
groups.165 Part 5 of this TIP gives links for several 
groups that the TIP expert panel has identified 
as helpful.

RESOURCE ALERT

Mutual Help for Clients With OUD

William White’s Narcotics Anonymous and the 

Pharmacotherapeutic Treatment of Opioid 

Addiction in the United States: Publication 

that gives more information on the pros and 

cons of 12-Step groups for people receiving 

medication for OUD and how to prepare them 

for meetings166 (http://atforum.com/documents 

/2011NAandMedication-assistedTreatment.pdf)

White, Galanter, Humphreys, and Kelly’s “The 

Paucity of Attention to Narcotics Anonymous 

in Current Public, Professional, and Policy 

Responses to Rising Opioid Addiction”: Peer-

reviewed journal article on the benefits of NA 

and the need to include it among the options 

offered to people receiving medication for OUD167  

(www.tandfonline.com/doi/abs/10.1080/0734732

4.2016.1217712)

RESOURCE ALERT

How To Use Technology-Based 
Tools in Behavioral Health Services

SAMHSA’s TIP 60, Using Technology-Based 

Therapeutic Tools in Behavioral Health 

Services, is available from the SAMHSA Store 

(https://store.samhsa.gov/product/TIP-60 

-Using-Technology-Based-Therapeutic-Tools 

-in-Behavioral-Health-Services/SMA15-4924).  

In addition to discussing online mutual-help  

groups, this TIP can help counselors implement 

technology-assisted care for patients with OUD.  

It highlights the importance of using technology- 

based assessments and interventions and 

discusses how technology reduces barriers to 

treatment.

http://atforum.com/documents/2011NAandMedication-assistedTreatment.pdf
http://atforum.com/documents/2011NAandMedication-assistedTreatment.pdf
http://www.tandfonline.com/doi/abs/10.1080/07347324.2016.1217712
http://www.tandfonline.com/doi/abs/10.1080/07347324.2016.1217712
https://store.samhsa.gov/product/TIP-60-Using-Technology-Based-Therapeutic-Tools-in-Behavioral-Health-Services/SMA15-4924
https://store.samhsa.gov/product/TIP-60-Using-Technology-Based-Therapeutic-Tools-in-Behavioral-Health-Services/SMA15-4924
https://store.samhsa.gov/product/TIP-60-Using-Technology-Based-Therapeutic-Tools-in-Behavioral-Health-Services/SMA15-4924
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Mutual-help groups specific to OTPs
Although these meetings occur mostly on 
the premises of OTPs, it may be possible to 
use the models developed by OTPs in more 
general SUD treatment settings. Because they 
serve only patients receiving medication to treat 
OUD, OTPs can create and sustain onsite mutual- 
help groups specific to this population. Such 
groups include Methadone Anonymous (MA),168 
other variations on a 12-Step model,169,170 and 
the mutual-help component of Medication-
Assisted Recovery Services (MARS). MARS is 
a recovery community organization, not just a 
mutual-help program. MARS members design, 
implement, and evaluate a variety of peer- 
delivered recovery support services in addition 
to providing meetings. More information on 
these programs is in the articles cited and online 
resources presented in Part 5.

Facilitating Groups That Include Patients 
Taking OUD Medication
Foster acceptance via attitude and behavior 
when facilitating groups that include patients 
taking OUD medication:

 • Establish ground rules about being respect-
ful, avoiding negative comments about group 
members, and keeping statements made in 
the group confidential—as with any group.

 • Be proactive. State up front that ground 
rules apply to everyone, regardless of a given 
person’s decisions about whether to include 
OUD medication in his or her path to recovery.

 • Ask members to discuss how to address 
any negative comments, should they occur. 
This is especially important for mixed groups.

 • Ask group members to affirm that they will 
abide by the rules.

 • Provide consistent reminders throughout 
each session about the ground rules.

Group members may still make negative 
comments about medication for OUD. Avoid 
feeding the negativity with attention, which 
can worsen the situation. Reframe negative 
comments to express underlying motivations, 
often based on fear or misunderstanding. 
Remain positive; model expected behavior, 
which can benefit the person who made the 
negative remark (Exhibit 4.15).

Additional tips for leading mixed groups include 
the following:

 • Treat patients taking OUD medication 
the same as other patients in the group. 
Patients taking medication can participate 
in and benefit from individual and group 
counseling just like other patients. There is 
no need to have separate counseling tracks 

EXHIBIT 4.15. Redirecting Negative Comments

Petra:    How can you say Joni is in recovery when she’s still taking a drug every day? I struggled 
every day and never took anything for 10 years. 

Counselor:   I hear your concern for Joni. You want her recovery to follow the same path you took in yours.
Petra:    Right! And she’s taking methadone, which is an opioid. People use opioids to get high.
Counselor:   In this treatment program, we see addiction as a brain disease. Methadone treats the 

brain disease part of addiction. It stabilizes the brain and allows the person to focus on 
learning new ways of thinking and reacting. It works by blocking the effects of other 
opioids. Patients on a proper dose can’t get high even if they try to use. This helps 
discourage future drug use. Joni, would you like to add anything? 

Joni:    Petra, it’s great that you stopped using opioids and stayed in recovery without 
medication—but everyone has a different path to recovery. For me, medication helps me 
hold a job, take care of my kids, stay focused in my counseling sessions, and feel normal.
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based on OUD medication status, nor should 
that status limit a participant’s responsibilities, 
leadership role, or level of participation.

 • Meet with patients taking OUD medication 
in advance to prepare them for mixed-
group settings. Advise them that they don’t 
have to disclose their medication status to the 
group, just as they don’t have to disclose any 
other health issues. Counsel them that if they 
choose to talk about their medication status, 
it helps to talk about how medication has 
helped shape their personal recovery.

 • Don’t single out patients taking OUD 
medication. Let participants decide whether 
to tell the group about any issue they want to 
share, including medication status. If a patient 
chooses to disclose that status, follow up after 
the session to ensure that he or she is in a 
positive space and feels supported. 

 • Keep the session’s focus on the topic and 
not on the pros and cons of medication for 
OUD. If the person receiving medication for 
OUD or other group members have specific 
questions about such medications, have them 
ask their healthcare professionals. 

 • Reinforce messages of acceptance. During 
the wrap-up discussion at the end of a 
session, members may comment on points 
that stood out for them. This is a chance to 
restate information accurately and model 
respect for each patient’s road to recovery, 
whether it includes OUD medication or not.

 • Review confidentiality rules. Affirm that 
patients’ OUD medication status will not be 
shared with other group members. Remind 
participants to think carefully before sharing 
personal details such as their medication 
status with the group, because other partic-
ipants may not respect confidentiality even 
if they have agreed to do so as part of the 
group guidelines.

The TIP expert panel recommends 
communication among providers 
as the standard of care for OUD 
treatment and recovery support. 
Carefully consider deviations from this 
standard, which should occur only 
rarely. That said, individualize decisions 
about collaborative communication 
among providers to each patient’s 
unique preferences, needs, and 
circumstances.

Other Common Counseling 
Concerns
Patients must sign releases to permit ongoing 
conversations between care providers in  
accordance with federal regulations on con-
fidentiality of medical records for patients in 
treatment for an SUD (42 CFR Part 2). When 
patients’ primary care providers, prescribers 
of medication for OUD, and addiction-specific 
counselors don’t work for the same entity, 
patients must consent for them to share 
information.

It can be challenging when a patient refuses 
to consent to collaborative communication 
among his or her healthcare team members. 
In these cases, the professionals involved must 
decide whether they will continue to provide 
either medication or counseling services without 
permission to collaborate. In other words, 
is cross-communication among all providers 
required for collaborative care? The answer to 
this complicated question depends on each 
patient’s circumstances.
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Patients may not consent to communication 
among providers if they:

 • Have experienced discrimination in health-
care systems.

 • Have developed OUD after taking opioid 
pain medication.

 • Have legitimate cause not to trust 
providers (e.g., perceiving themselves 
as having been abused by a healthcare 
professional).171

 • Are not ready to make primary care 
providers aware of their disorder, even 

(or especially) if those providers have been 
prescribing opioid pain medication.

 • Encounter problems in making progress 
toward recovery. After typically consenting  
to communication among providers, a 
patient’s sudden revocation may signal 
trouble in recovery.

Exhibit 4.16 lists common collaborative care 
issues and responses counselors can consider. 
Suggested responses assume that patients have 
consented to open exchange of information 
among all providers.

EXHIBIT 4.16. Common Collaborative Care Issues and Possible 
Counselor Responses

POTENTIAL MEDICATION-
RELATED ISSUE COUNSELOR RESPONSE

The patient complains of 
continued cravings.

Talk with the patient about his or her medication adherence. Review 
with the patient strategies for overcoming cravings using a CBT 
model.

Communicate with the prescriber to see whether dosage can be 
adjusted to subdue the cravings. 

A patient taking methadone 
does not appear engaged 
in counseling sessions 
and seems drowsy during 
conversations.

Ask the patient whether drowsiness is caused by lack of sleep, 
disturbed sleep, substance use, or overmedication. Consider 
obtaining a spot urine test (if available).

In all cases of drowsiness, alert the prescriber immediately so that the 
cause can be determined. This is particularly important during the 
first few weeks of treatment.

The patient is at risk for 
return to opioid use.

Inform the prescriber if the patient appears at risk for return to use 
given cravings, life stressors, changes in social circumstances, new 
triggers, or the like. This alerts the prescriber to monitor the patient 
more closely and consider medication changes to reduce likelihood 
of return to use.

The patient has recently 
returned to opioid misuse 
after a period of abstinence.

Gather details about circumstances surrounding the incident of use 
and, in collaboration with the prescriber and the patient, adjust the 
treatment plan accordingly. Reinforce the patient’s understanding of 
the increased risk of opioid overdose given altered levels of tolerance.

Continued on next page
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EXHIBIT 4.16. Common Collaborative Care Issues and Possible 
Counselor Responses (continued)

POTENTIAL MEDICATION-
RELATED ISSUE COUNSELOR RESPONSE

The patient is discussing 
chronic pain with the 
counselor.

Direct the patient to a healthcare professional for assessment of pain 
and medical treatment as necessary. 

If indicated as appropriate by a healthcare professional, provide CBT 
for dealing with pain or instruct the patient in adjunct methods for 
pain relief (e.g., meditation, exercise, physical therapy).

The patient is asking the 
counselor for medical advice 
on what dose to take, side 
effects, how long to stay on 
the medication, and the like.

Answer questions based on your knowledge of medications for 
treatment of OUD but don’t provide medical advice. Refer the patient 
to the prescriber for that.

As appropriate, contact the prescriber with the patient to have a 
three-way discussion.

The counselor or patient 
is concerned that the 
prescriber is not giving 
quality care. 

As appropriate, advocate for the patient with the prescribing medical 
team. 

The patient discloses use of 
other drugs.

Use motivational interviewing techniques to have a collaborative 
conversation about the details of this drug use. For example, give a 
response like “Tell me more about this,” followed by questions about 
the specific drugs used, why they were used, and what the patient’s 
thoughts are about changing that drug use.

The patient discloses that 
she is pregnant.

Advise the patient to contact her prescriber immediately no matter 
what medication she is taking. Work with her to help her get access 
to prenatal care (if she doesn’t have it already) and other health 
services related to pregnancy as needed.

The patient has a positive 
urine screen.

Using motivational interviewing tools, discuss with the patient the 
context of the substance use and what implications this use may 
have for the treatment plan. If the patient denies the substance use, 
reconsider the patient’s readiness to change and how it affects the 
treatment plan.



4-37

TIP 63Part 4 of 5—Partnering Addiction Counselors With Clients and Healthcare Professionals

14 Substance Abuse and Mental Health Services 
Administration. (n.d.). Opioid treatment program 
directory. Retrieved October 19, 2017, from https://
dpt2.samhsa.gov/treatment/directory.aspx 

15 American Psychiatric Association. (2013). Diagnostic 
and statistical manual of mental disorders (5th ed.). 
Arlington, VA: American Psychiatric Publishing.

16 Carroll, K. M., & Weiss, R. D. (2016). The role of 
behavioral interventions in buprenorphine maintenance 
treatment: A review. American Journal of Psychiatry, 
174(8), 738–747. 

17 McLellan, A. T., Lewis, D. C., O’Brien, C. P., & Kleber, H. 
D. (2000). Drug dependence, a chronic medical illness: 
Implications for treatment, insurance, and outcomes 
evaluation. JAMA, 284(13), 1689–1695.

18 Connery, H. S. (2015). Medication-assisted treatment of 
opioid use disorder: Review of the evidence and future 
directions. Harvard Review of Psychiatry, 23(2), 63–75.

19 Fullerton, C. A., Kim, M., Thomas, C. P., Lyman, D. 
R., Montejano, L. B., Dougherty, R. H., ... Delphin-
Rittmon, M. E. (2014). Medication-assisted treatment 
with methadone: Assessing the evidence. Psychiatric 
Services, 65(2), 146–157.

20 Thomas, C. P., Fullerton, C. A., Kim, M., Montejano, 
L., Lyman, D. R., Dougherty, R. H., ... Delphin-Rittman, 
M. E. (2014). Medication-assisted treatment with 
buprenorphine: Assessing the evidence. Psychiatric 
Services, 65(2), 158–170.

21 American Society of Addiction Medicine. (2015). 
The ASAM national practice guideline for the use of 
medications in the treatment of addiction involving 
opioid use. Chevy Chase, MD: Author.

22 Sordo, L., Barrio, G., Bravo, M. J., Indave, B. I., 
Degenhardt, L., Wiessing, L., ... Pastor-Barriuso, 
R. (2017). Mortality risk during and after opioid 
substitution treatment: Systematic review and meta-
analysis of cohort studies. British Medical Journal 
(Clinical Research Ed.), 357, j1550.

23 Mattick, R. P., Breen, C., Kimber, J., & Davoli, M. 
(2014). Buprenorphine maintenance versus placebo 
or methadone maintenance for opioid dependence. 
Cochrane Database of Systematic Reviews, 2014(2), 
1–84.

24 Auriacombe, M., Fatséas, M., Dubernet, J., Daulouède, 
J. P., & Tignol, J. (2004). French field experience with 
buprenorphine. American Journal on Addictions, 
13(Suppl. 1), S17–S28.

25 Degenhardt, L., Randall, D., Hall, W., Law, M., Butler, 
T., & Burns, L. (2009). Mortality among clients of a 
state-wide opioid pharmacotherapy program over 20 
years: Risk factors and lives saved. Drug and Alcohol 
Dependence, 105(1–2), 9–15.

Notes
1 Centers for Disease Control and Prevention. (2016). 

Increases in drug and opioid-involved overdose 
deaths—United States, 2010–2015. Morbidity and 
Mortality Weekly Report, 65(50–51),1445–1452.

2 Center for Behavioral Health Statistics and Quality. 
(2017). Key substance use and mental health 
indicators in the United States: Results from the 2016 
National Survey on Drug Use and Health. Rockville, 
MD: Substance Abuse and Mental Health Services 
Administration.

3 American Society of Addiction Medicine. (2011). 
Definition of addiction. Retrieved October 30, 2017, 
from www.asam.org/resources/definition-of-addiction

4 American Psychiatric Association. (2013). Diagnostic 
and statistical manual of mental disorders (5th ed.). 
Arlington, VA: American Psychiatric Publishing.

5 Department of Health and Human Services, Office 
of the Surgeon General. (2016). Facing addiction in 
America: The Surgeon General’s report on alcohol, 
drugs, and health. Washington, DC: Department of 
Health and Human Services.

6 Substance Abuse and Mental Health Services 
Administration. (2015). Federal guidelines for opioid 
treatment programs. HHS Publication No. (SMA) 
PEP15-FEDGUIDEOTP. Rockville, MD: Substance Abuse 
and Mental Health Services Administration.

7 American Psychiatric Association. (2013). Diagnostic 
and statistical manual of mental disorders (5th ed.). 
Arlington, VA: American Psychiatric Association.

8 National Cancer Institute. (n.d.). Remission. In NCI 
dictionary of cancer terms. Retrieved November, 22, 
2017, from www.cancer.gov/publications/dictionaries 
/cancer-terms?cdrid=45867

9 American Psychiatric Association. (2013). Diagnostic 
and statistical manual of mental disorders (5th ed.). 
Arlington, VA: American Psychiatric Publishing.

10 Manchikanti, L. (2007). National drug control policy 
and prescription drug abuse: Facts and fallacies. Pain 
Physician, 10, 399–424.

11 Jones, C. M. (2013). Heroin use and heroin use risk 
behaviors among nonmedical users of prescription 
opioid pain relievers—United States, 2002–2004 and 
2008–2010. Drug and Alcohol Dependence, 132(1–2), 
95–100.

12 Hedegaard, H., Chen, L. H, & Warner, M. (2015). 
Drug-poisoning deaths involving heroin: United States, 
2000–2013. NCHS Data Brief, No. 190. Hyattsville, MD: 
National Center for Health Statistics.

13 Centers for Disease Control and Prevention. (2016). 
Increases in drug and opioid-involved overdose 
deaths—United States, 2010–2015. Morbidity and 
Mortality Weekly Report, 65(50–51),1445–1452.

https://dpt2.samhsa.gov/treatment/directory.aspx
https://dpt2.samhsa.gov/treatment/directory.aspx
www.asam.org/resources/definition-of-addiction
www.cancer.gov/publications/dictionaries/cancer-terms?cdrid=45867
www.cancer.gov/publications/dictionaries/cancer-terms?cdrid=45867


4-38

Medications for Opioid Use DisorderTIP 63

37 Sees, K. L., Delucchi, K. L., Masson, C., Rosen, A., 
Clark, H. W., Robillard, H., ... Hall, S. M. (2000). 
Methadone maintenance vs 180-day psychosocially 
enriched detoxification for treatment of opioid 
dependence: A randomized controlled trial. JAMA, 
283(10), 1303–1310.

38 Weiss, R. D., Potter, J. S., Fiellin, D. A., Byrne, M., 
Connery, H. S., Dickinson, W., ... Ling, W. (2011). 
Adjunctive counseling during brief and extended 
buprenorphine-naloxone treatment for prescription 
opioid dependence: A 2-phase randomized controlled 
trial. Archives of General Psychiatry, 68(12), 1238–1246.

39 Amato, L., Davoli, M., Minozzi, S., Ferroni, E., Ali, R., & 
Ferri, M. (2013). Methadone at tapered doses for the 
management of opioid withdrawal. Cochrane Database 
of Systematic Reviews, 2013(2), 1–68.

40 Bart, G. (2012). Maintenance medication for opiate 
addiction: The foundation of recovery. Journal of 
Addictive Diseases, 31(3), 207–225.

41 Fiellin, D. A., Schottenfeld, R. S., Cutter, C. J., Moore, 
B. A., Barry, D. T., & O’Connor, P. G. (2014). Primary 
care-based buprenorphine taper vs maintenance 
therapy for prescription opioid dependence: A 
randomized clinical trial. JAMA Internal Medicine, 
174(12), 1947–1954.

42 White, W. L. (2012). Medication-assisted recovery 
from opioid addiction: Historical and contemporary 
perspectives. Journal of Addictive Diseases, 31(3), 
199–206.

43 Substance Abuse and Mental Health Services 
Administration. (1999). Enhancing motivation for 
change in substance abuse treatment. Treatment 
Improvement Protocol (TIP) Series 35. HHS Publication 
No. (SMA) 13-4212. Rockville, MD: Substance Abuse 
and Mental Health Services Administration.

44 McHugh, R. K., Hearon, B. A., & Otto, M. W. (2010). 
Cognitive behavioral therapy for substance use 
disorders. Psychiatric Clinics of North America, 33(3), 
511–525.

45 Ling, W., Hillhouse, M., Ang, A., Jenkins, J., & Fahey, J. 
(2013). Comparison of behavioral treatment conditions 
in buprenorphine maintenance. Addiction, 108(10), 
1788–1798.

46 Fiellin, D. A., Barry, D. T., Sullivan, L. E., Cutter, C. 
J., Moore, B. A., O’Connor, P. G., & Schottenfeld, R. 
S. (2013). A randomized trial of cognitive behavioral 
therapy in primary care-based buprenorphine. 
American Journal of Medicine, 126(1), 74.e11– 74.e17.

47 Moore, B. A., Fiellin, D. A., Cutter, C. J., Biondo, F. D., 
Barry, D. C., Fiellin, L. E., … Schottenfeld, R. S. (2016). 
Cognitive behavioral therapy improves treatment 
outcomes for prescription opioid users in primary care 
buprenorphine treatment. Journal of Substance Abuse 
Treatment, 71, 54–57.

26 Gibson, A., Degenhardt, L., Mattick, R. P., Ali, R., 
White, J., & O’Brien, S. (2008). Exposure to opioid 
maintenance treatment reduces long-term mortality. 
Addiction, 103(3), 462–468. 

27 Merlo, L. J., Greene, W. M., & Pomm, R. (2011). 
Mandatory naltrexone treatment prevents relapse 
among opiate-dependent anesthesiologists returning 
to practice. Journal of Addiction Medicine, 5(4), 
279–283.

28 Minozzi, S., Amato, L., Vecchi, S., Davoli, M., 
Kirchmayer, U., & Verster, A. (2011). Oral naltrexone 
maintenance treatment for opioid dependence. 
Cochrane Database of Systematic Reviews, 2011(4), 
1–45.

29 Fullerton, C. A., Kim, M., Thomas, C. P., Lyman, D. 
R., Montejano, L. B., Dougherty, R. H., ... Delphin-
Rittmon, M. E. (2014). Medication-assisted treatment 
with methadone: Assessing the evidence. Psychiatric 
Services, 65(2), 146–157.

30 Mattick, R. P., Breen, C., Kimber, J., & Davoli, M. 
(2014). Buprenorphine maintenance versus placebo 
or methadone maintenance for opioid dependence. 
Cochrane Database of Systematic Reviews, 2014(2), 
1–84. 

31 Kresina, T. F., & Lubran, R. (2011). Improving 
public health through access to and utilization of 
medication assisted treatment. International Journal 
of Environmental Research and Public Health, 8(10), 
4102–4117.

32 Krupitsky, E., Nunes, E. V., Ling, W., Illeperuma, A., 
Gastfiend, D. R., & Silverman, B. L. (2011). Injectable 
extended-release naltrexone for opioid dependence: 
A double-blind, placebo-controlled, multicentre 
randomized trial. Lancet, 377(9776), 1506–1533. 

33 Mattick, R. P., Breen, C., Kimber, J., & Davoli, M. 
(2014). Buprenorphine maintenance versus placebo 
or methadone maintenance for opioid dependence. 
Cochrane Database of Systematic Reviews, 2014(2), 
1–84.

34 Timko, C., Schultz, N. R., Cucciare, M. A., Vittorio, L., 
& Garrison-Diehn, C. (2016). Retention in medication-
assisted treatment for opiate dependence: A 
systematic review. Journal of Addictive Diseases, 35(1), 
22–35.

35 Fiellin, D. A., Schottenfeld, R. S., Cutter, C. J., Moore, 
B. A., Barry, D. T., & O’Connor, P. G. (2014). Primary 
care-based buprenorphine taper vs maintenance 
therapy for prescription opioid dependence: A 
randomized clinical trial. JAMA Internal Medicine, 
174(12), 1947–1954.

36 Kakko, J., Svanborg, K. D., Kreek, M. J., & Heilig, 
M. (2003). 1-year retention and social function after 
buprenorphine-assisted relapse prevention treatment 
for heroin dependence in Sweden: A randomised, 
placebo-controlled trial. Lancet, 361(9358), 662–668.



4-39

TIP 63Part 4 of 5—Partnering Addiction Counselors With Clients and Healthcare Professionals

48 Abbott, P. J. (2010). Case management: Ongoing 
evaluation of patients’ needs in an opioid treatment 
program. Professional Case Management, 15(3), 
145–152.

49 Morgenstern, J., Neighbors, C. J., Kermis, A., Riordan, 
A., Blanchard, K. A., McVeigh, K. H., ... McCredie, 
B. (2009). Improving 24-month abstinence and 
employment outcomes for substance-dependent 
women receiving temporary assistance for needy 
families with intensive case management. American 
Journal of Public Health, 99(2), 328–333.

50 Substance Abuse and Mental Health Services 
Administration. (2000). Comprehensive case 
management for substance abuse treatment. Treatment 
Improvement Protocol (TIP) Series 27. HHS Publication 
No. (SMA) 15-4215. Rockville, MD: Substance Abuse 
and Mental Health Services Administration.

51 National Institute on Drug Abuse. (2012). Principles 
of drug addiction treatment: A research-based guide 
(3rd ed.). NIH Publication No. 12–4180. Bethesda, MD: 
Author.

52 Woo, J., Bhalerao, A., Bawor, M., Bhatt, M., Dennis, B., 
Mouravska, N., … Samaan, Z. (2017). “Don’t judge a 
book by its cover”: A qualitative study of methadone 
patients’ experiences of stigma. Substance Abuse: 
Research and Treatment, 11, 1–12. 

53 Dugosh, K., Abraham, A., Seymour, B., McLoyd, K., 
Chalk, M., & Festinger, D. (2016). A systematic review 
on the use of psychosocial interventions in conjunction 
with medications for the treatment of opioid addiction. 
Journal of Addiction Medicine, 10(2), 93–103.

54 Roberts, J., Annett, H., & Hickman, M. (2011). A 
systematic review of interventions to increase the 
uptake of opiate substitution therapy in injecting drug 
users. Journal of Public Health, 33(3), 378–384.

55 Fiellin, D. A., Barry, D. T., Sullivan, L. E., Cutter, C. 
J., Moore, B. A., O’Connor, P. G., & Schottenfeld, R. 
S. (2013). A randomized trial of cognitive behavioral 
therapy in primary care-based buprenorphine. 
American Journal of Medicine, 126(1), 74.e11–74.e17. 

56 Ling, W., Hillhouse, M., Ang, A., Jenkins, J., & Fahey, J. 
(2013). Comparison of behavioral treatment conditions 
in buprenorphine maintenance. Addiction, 108(10), 
1788–1798.

57 Weiss, R. D., Potter, J. S., Fiellin, D. A., Byrne, M., 
Connery, H. S., Dickinson, W., ... Ling, W. (2011). 
Adjunctive counseling during brief and extended 
buprenorphine-naloxone treatment for prescription 
opioid dependence: A 2-phase randomized controlled 
trial. Archives of General Psychiatry, 68(12), 1238–1246.

58 Ling, W., Hillhouse, M., Ang, A., Jenkins, J., & Fahey, J. 
(2013). Comparison of behavioral treatment conditions 
in buprenorphine maintenance. Addiction, 108(10), 
1788–1798.

59 National Institute on Drug Abuse. (2012). Principles 
of drug addiction treatment: A research-based guide 
(3rd ed.). NIH Publication No. 12–4180. Bethesda, MD: 
Author.

60 Weiss, R. D., Griffin, M. L., Potter, J. S., Dodd, D. R., 
Dreifuss, J. A., Connery, H. S., & Carroll, K. M. (2014). 
Who benefits from additional drug counseling among 
prescription opioid-dependent patients receiving 
buprenorphine-naloxone and standard medical 
management? Drug and Alcohol Dependence, 140, 
118–122.

61 Connock, M., Juarez-Garcia, A., Jowett, S., Frew, E., 
Liu, Z., Taylor, R. J., … Taylor, R. S. (2007). Methadone 
and buprenorphine for the management of opioid 
dependence: A systematic review and economic 
evaluation. Health Technology Assessment, 11(9), 
1–171, iii–iv.

62 De Maeyer, J., Vanderplasschen, W., & Broekaert, 
E. (2010). Quality of life among opiate-dependent 
individuals: A review of the literature. International 
Journal on Drug Policy, 21(5), 364–380.

63 Carpentier, P. J., Krabbe, P. F., van Gogh, M. T., 
Knapen, L. J., Buitelaar, J. K., & de Jong, C. A. (2009). 
Psychiatric comorbidity reduces quality of life in chronic 
methadone maintained patients. American Journal on 
Addictions, 18(6), 470–480.

64 Muller, A. E., Skurtveit, S., & Clausen, T. (2016). Many 
correlates of poor quality of life among substance users 
entering treatment are not addiction-specific. Health 
and Quality of Life Outcomes, 14, 1–10. 

65 De Maeyer, J., Vanderplasschen, W., & Broekaert, 
E. (2010). Quality of life among opiate-dependent 
individuals: A review of the literature. International 
Journal on Drug Policy, 21(5), 364–380.

66 Carpentier, P. J., Krabbe, P. F., van Gogh, M. T., 
Knapen, L. J., Buitelaar, J. K., & de Jong, C. A. (2009). 
Psychiatric comorbidity reduces quality of life in chronic 
methadone maintained patients. American Journal on 
Addictions, 18(6), 470–480.

67 Fei, J. T. B., Yee, A., Habil, M. H. B., & Danaee, M. 
(2016). Effectiveness of methadone maintenance 
therapy and improvement in quality of life following a 
decade of implementation. Journal of Substance Abuse 
Treatment, 69, 50–56. 

68 Millson, P., Challacombe, L., Villeneuve, P. J., Strike, 
C. J., Fischer, B., Myers, T., ... Hopkins, S. (2006). 
Determinants of health-related quality of life of opiate 
users at entry to low-threshold methadone programs. 
European Addiction Research, 12(2), 74–82. 

69 Krebs, E., Kerr, T., Wood, E., & Nosyk, B. (2016). 
Characterizing long-term health related quality of life 
trajectories of individuals with opioid use disorder. 
Journal of Substance Abuse Treatment, 67, 30–37.



4-40

Medications for Opioid Use DisorderTIP 63

70 Millson, P., Challacombe, L., Villeneuve, P. J., Strike, 
C. J., Fischer, B., Myers, T., … Hopkins, S. (2006). 
Determinants of health-related quality of life of opiate 
users at entry to low-threshold methadone programs. 
European Addiction Research, 12(2), 74–82.

71 De Maeyer, J., Vanderplasschen, W., & Broekaert, 
E. (2010). Quality of life among opiate-dependent 
individuals: A review of the literature. International 
Journal on Drug Policy, 21(5), 364–380.

72 Muller, A. E., Skurtveit, S., & Clausen, T. (2016). Many 
correlates of poor quality of life among substance users 
entering treatment are not addiction-specific. Health 
and Quality of Life Outcomes, 14, 1–10.

73 Cavaiola, A. A., Fulmer, B. A., & Stout, D. (2015). The 
impact of social support and attachment style on 
quality of life and readiness to change in a sample of 
individuals receiving medication-assisted treatment for 
opioid dependence. Substance Abuse, 36(2), 183–191.

74 Millson, P., Challacombe, L., Villeneuve, P. J., Strike, 
C. J., Fischer, B., Myers, T., … Hopkins, S. (2006). 
Determinants of health-related quality of life of opiate 
users at entry to low-threshold methadone programs. 
European Addiction Research, 12(2), 74–82.

75 Center for Substance Abuse Treatment. (2007). 
National Summit on Recovery: Conference report. 
HHS Publication No. (SMA) 07–4276. Rockville, 
MD: Substance Abuse and Mental Health Services 
Administration.

76 Substance Abuse and Mental Health Services 
Administration. (2012). SAMHSA’s working definition  
of recovery. Retrieved November 24, 2017, from 
https://store.samhsa.gov/shin/content/PEP12-RECDEF 
/PEP12-RECDEF.pdf

77 Jackson, L. A., Buxton, J. A., Dingwell, J., Dykeman, 
M., Gahagan, J., Gallant, K., … Davison, C. (2014). 
Improving psychosocial health and employment 
outcomes for individuals receiving methadone 
treatment: A realist synthesis of what makes 
interventions work. BMC Psychology, 2, 1–20.

78 Kaplan, L. (2008). The role of recovery support services 
in recovery-oriented systems of care. HHS Publication 
No. (SMA) 08-4315. Rockville, MD: Substance Abuse 
and Mental Health Services Administration.

79 White, W. L., & Mojer-Torres, L. (2010). Recovery-
oriented methadone maintenance. Retrieved October 
23, 2017, from www.attcnetwork.org/userfiles/file 
/GreatLakes/5th%20Monograph_RM_Methadone.pdf 

80 Hser, Y. I. (2007). Predicting long-term stable recovery 
from heroin addiction: Findings from a 33-year 
follow-up study. Journal of Addictive Diseases, 26(1), 
51–60.

81 Laudet, A. B., & White, W. L. (2008). Recovery capital 
as prospective predictor of sustained recovery, life 
satisfaction, and stress among former poly-substance 
users. Substance Use and Misuse, 43(1), 27–54.

82 Skinner, M. L., Haggerty, K. P., Fleming, C. B., Catalano, 
R. F., & Gainey, R. R. (2011). Opiate-addicted parents 
in methadone treatment: Long-term recovery, health, 
and family relationships. Journal of Addictive Diseases, 
30(1), 17–26.

83 Substance Abuse and Mental Health Services 
Administration. (2016). Person- and family-centered 
care and peer support. Retrieved October 23, 2017, 
from https://www.samhsa.gov/section-223/care 
-coordination/person-family-centered

84 Robinson, J. H., Callister, L. C., Berry, J. A., & 
Dearing, K. A. (2008). Patient-centered care and 
adherence: Definitions and applications to improve 
outcomes. Journal of the American Academy of Nurse 
Practitioners, 20(12), 600–607.

85 Substance Abuse and Mental Health Services 
Administration. (planned). Relapse prevention and 
recovery promotion in behavioral health services. 
Treatment Improvement Protocol (TIP) Series. Rockville, 
MD: Substance Abuse and Mental Health Services 
Administration.

86 White, W., & Miller, W. (2007). The use of confrontation 
in addiction treatment: History, science and time for 
change. Counselor, 8(4), 12–30.

87 Lindgren, B. M., Eklund, M., Melin, Y., & Graneheim, U. 
H. (2015). From resistance to existence—Experiences of 
medication-assisted treatment as disclosed by people 
with opioid dependence. Issues in Mental Health 
Nursing, 36(12), 963–970.

88 Stoller, K. B., Stephens, M. A. C., & Schorr, A. (2016). 
Integrated service delivery models for opioid treatment 
programs in an era of increasing opioid addiction,  
health reform, and parity. Retrieved October 23, 2017, 
from www.aatod.org/wp-content/uploads/2016/07 
/2nd-Whitepaper-.pdf

89 Brooner, R. K., King, V. L., Kidorf, M., Schmidt, C. W., 
Jr., & Bigelow, G. E. (1997). Psychiatric and substance 
use comorbidity among treatment-seeking opioid 
abusers. Archives of General Psychiatry, 54(1), 71–80.

90 Savant, J. D., Barry, D. T., Cutter, C. J., Joy, M. T., 
Dinh, A., Schottenfeld, R. S., & Fiellin, D. A. (2013). 
Prevalence of mood and substance use disorders 
among patients seeking primary care office-based 
buprenorphine/naloxone treatment. Drug and Alcohol 
Dependence, 127(1–3), 243–247.

91 Brooner, R. K., Kidorf, M. S., King, V. L., Peirce, 
J., Neufeld, K., Stoller, K., & Kolodner, K. (2013). 
Managing psychiatric comorbidity within versus outside 
of methadone treatment settings: A randomized and 
controlled evaluation. Addiction, 108(11), 1942–1951.

92 Hser, Y. I., Evans, E., Grella, C., Ling, W., & Anglin, D. 
(2015). Long-term course of opioid addiction. Harvard 
Review of Psychiatry, 23(2), 76–89.

https://store.samhsa.gov/shin/content/PEP12-RECDEF/PEP12-RECDEF.pdf
https://store.samhsa.gov/shin/content/PEP12-RECDEF/PEP12-RECDEF.pdf
www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
https://www.samhsa.gov/section-223/care-coordination/person-family-centered
https://www.samhsa.gov/section-223/care-coordination/person-family-centered
www.aatod.org/wp-content/uploads/2016/07/2nd-Whitepaper-.pdf
www.aatod.org/wp-content/uploads/2016/07/2nd-Whitepaper-.pdf


4-41

TIP 63Part 4 of 5—Partnering Addiction Counselors With Clients and Healthcare Professionals

93 Flynn, P. M., Joe, G. W., Broome, K. M., Simpson, D. D., 
& Brown, B. S. (2003). Recovery from opioid addiction 
in DATOS. Journal of Substance Abuse Treatment, 
25(3), 177–186.

94 Havassy, B. E., Hall, S. M., & Wasserman, D. A. (1991). 
Social support and relapse: Commonalities among 
alcoholics, opiate users, and cigarette smokers. 
Addictive Behaviors, 16(5), 235–246. 

95 Tuten, M., & Jones, H. E. (2003). A partner’s drug-using 
status impacts women’s drug treatment outcome. Drug 
and Alcohol Dependence, 70(3), 327–330.

96 Schroeder, J. R., Latkin, C. A., Hoover, D. R., Curry, 
A. D., Knowlton, A. R., & Celentano, D. D. (2001). 
Illicit drug use in one’s social network and in one’s 
neighborhood predicts individual heroin and cocaine 
use. Annals of Epidemiology, 11(6), 389–394.

97 Trocchio, S., Chassler, D., Storbjörk, J., Delucchi, K., 
Witbrodt, J., & Lundgren, L. (2013). The association 
between self-reported mental health status and alcohol 
and drug abstinence 5 years post-assessment for 
an addiction disorder in U.S. and Swedish samples. 
Journal of Addictive Diseases, 32(2), 180–193.

98 Kidorf, M., Latkin, C., & Brooner, R. K. (2016). Presence 
of drug-free family and friends in the personal social 
networks of people receiving treatment for opioid use 
disorder. Journal of Substance Abuse Treatment, 70, 
87–92.

99 Kidorf, M., Latkin, C., & Brooner, R. K. (2016). Presence 
of drug-free family and friends in the personal social 
networks of people receiving treatment for opioid use 
disorder. Journal of Substance Abuse Treatment, 70, 
87–92.

100 Substance Abuse and Mental Health Services 
Administration. (2014). Improving cultural competence. 
Treatment Improvement Protocol (TIP) Series 59. 
HHS Publication No. (SMA) 14-4849. Rockville, 
MD: Substance Abuse and Mental Health Services 
Administration.

101 Substance Abuse and Mental Health Services 
Administration. (2014). SAMHSA’s concept of trauma 
and guidance for a trauma-informed approach. 
HHS Publication No. (SMA) 14-4884. Rockville, 
MD: Substance Abuse and Mental Health Services 
Administration.

102 Kumar, N., Stowe, Z. N., Han, X., & Mancino, M. 
J. (2016). Impact of early childhood trauma on 
retention and phase advancement in an outpatient 
buprenorphine treatment program. American Journal 
on Addictions, 25(7), 542–548.

103 Barry, D. T., Beitel, M., Cutter, C. J., Garnet, B., Joshi, 
D., Rosenblum, A., & Schottenfeld, R. S. (2011). 
Exploring relations among traumatic, posttraumatic, 
and physical pain experiences in methadone-
maintained patients. Journal of Pain, 12(1), 22–28.

104 Sansone, R. A., Whitecar, P., & Wiederman, M. W. 
(2009). The prevalence of childhood trauma among 
those seeking buprenorphine treatment. Journal of 
Addictive Disorders, 28(1), 64–67.

105 Lawson, K. M., Back, S. E., Hartwell, K. J., Moran-Santa, 
M. M., & Brady, K. T. (2013). A comparison of trauma 
profiles among individuals with prescription opioid, 
nicotine, or cocaine dependence. American Journal of 
Addiction, 22(2), 127–131.

106 Jessell, L., Mateu-Gelabert, P., Guarino, H., Vakharia, 
S. P., Syckes, C., Goodbody, E., … Friedman, S. (2017). 
Sexual violence in the context of drug use among 
young adult opioid users in New York City. Journal of 
Interpersonal Violence, 32(19), 2885–2907.

107 Amaro, H., Dai, J., Arévalo, S., Acevedo, A., 
Matsumoto, A., Nieves, R., & Prado, G. (2007). Effects 
of integrated trauma treatment on outcomes in a 
racially/ethnically diverse sample of women in urban 
community-based substance abuse treatment. Journal 
of Urban Health, 84(4), 508–522.

108 Volkow, N. D., Koob, G. F., & McLellan, A. T. (2016). 
Neurobiologic advances from the brain disease model 
of addiction. New England Journal of Medicine, 374(4), 
363–371.

109 Edelman, E. J., Chantarat, T., Caffrey, S., Chaudhry, A., 
O’Connor, P. G., Weiss, L., ... Fiellin, L. E. (2014). The 
impact of buprenorphine/naloxone treatment on HIV 
risk behaviors among HIV-infected, opioid-dependent 
patients. Drug and Alcohol Dependence, 139, 79–85. 

110 Gibson, A., Degenhardt, L., Mattick, R. P., Ali, R., 
White, J., & O’Brien, S. (2008). Exposure to opioid 
maintenance treatment reduces long-term mortality. 
Addiction, 103(3), 462–468.

111 Rosenthal, R. N., Ling, W., Casadonte, P., Vocci, F., 
Bailey, G. L., Kampman, K., ... Beebe, K. L. (2013). 
Buprenorphine implants for treatment of opioid 
dependence: Randomized comparison to placebo 
and sublingual buprenorphine/naloxone. Addiction, 
108(12), 2141–2149.

112 Sullivan, L. E., Moore, B. A., Chawarski, M. C., Pantalon, 
M. V., Barry, D., O’Connor, P. G., ... Fiellin, D. A. (2008). 
Buprenorphine/naloxone treatment in primary care is 
associated with decreased human immunodeficiency 
virus risk behaviors. Journal of Substance Abuse 
Treatment, 35(1), 87–92.

113 Substance Abuse and Mental Health Services 
Administration. (2016). Buprenorphine. Retrieved 
October 23, 2017, from www.samhsa.gov/medication 
-assisted-treatment/treatment/buprenorphine

114 Lovegrove, M. C., Mathew, J., Hampp, C., Governale, 
L., Wysowski, D. K., & Budnitz, D. S. (2014). Emergency 
hospitalizations for unsupervised prescription 
medication ingestions by young children. Pediatrics, 
134(4), e1009–e1016.

www.samhsa.gov/medication-assisted-treatment/treatment/buprenorphine
www.samhsa.gov/medication-assisted-treatment/treatment/buprenorphine


4-42

Medications for Opioid Use DisorderTIP 63

115 Hakkinen, M., Launiainen, T., Vuori, E., & Ojanpera, I. 
(2012). Benzodiazepines and alcohol are associated 
with cases of fatal buprenorphine poisoning. European 
Journal of Clinical Pharmacology, 68(3), 301–309.

116 Schuman-Olivier, Z., Hoeppner, B. B., Weiss, R. D., 
Borodovsky, J., Shaffer, H. J., & Albanese, M. J. (2013). 
Benzodiazepine use during buprenorphine treatment 
for opioid dependence: Clinical and safety outcomes. 
Drug and Alcohol Dependence, 132(3), 580–586.

117 Fullerton, C. A., Kim, M., Thomas, C. P., Lyman, D. 
R., Montejano, L. B., Dougherty, R. H., ... Delphin-
Rittmon, M. E. (2014). Medication-assisted treatment 
with methadone: Assessing the evidence. Psychiatric 
Services, 65(2), 146–157.

118 Gibson, A., Degenhardt, L., Mattick, R. P., Ali, R., 
White, J., & O’Brien, S. (2008). Exposure to opioid 
maintenance treatment reduces long-term mortality. 
Addiction, 103(3), 462–468. 

119 Gowing, L. R., Farrell, M., Bornemann, R., Sullivan, L. E., 
& Ali, R. L. (2006). Brief report: Methadone treatment 
of injecting opioid users for prevention of HIV infection. 
Journal of General Internal Medicine, 21(2), 193–195.

120 Lee, J. D., Friedmann, P. D., Kinlock, T. W., Nunes, E. 
V., Boney, T. Y., Hoskinson, R. A., Jr., ... O’Brien, C. P. 
(2016). Extended-release naltrexone to prevent opioid 
relapse in criminal justice offenders. New England 
Journal of Medicine, 374(13), 1232–1242. 

121 Merlo, L. J., Greene, W. M., & Pomm, R. (2011). 
Mandatory naltrexone treatment prevents relapse 
among opiate-dependent anesthesiologists returning 
to practice. Journal of Addiction Medicine, 5(4), 
279–283.

122 Washton, A. M., Gold, M. S., & Pottash, A. C. (1984). 
Successful use of naltrexone in addicted physicians 
and business executives. Advances in Alcohol and 
Substance Abuse, 4(2), 89–96.

123 Minozzi, S., Amato, L., Vecchi, S., Davoli, M., Kirchmayer, 
U., & Verster, A. (2011). Oral naltrexone maintenance 
treatment for opioid dependence. Cochrane Database 
of Systematic Reviews, 2011(4), 1–45.

124 Cornish, J. W., Metzger, D., Woody, G. E., Wilson, D., 
McLellan, A. T., Vandergrift, B., & O’Brien, C. (1997). 
Naltrexone pharmacotherapy for opioid dependent 
federal probationers. Journal of Substance Abuse 
Treatment, 14(6), 529–534.

125 Minozzi, S., Amato, L., Vecchi, S., Davoli, M., Kirchmayer, 
U., & Verster, A. (2011). Oral naltrexone maintenance 
treatment for opioid dependence. Cochrane Database 
of Systematic Reviews, 2011(4), 1–45. 

126 Merlo, L. J., Greene, W. M., & Pomm, R. (2011). 
Mandatory naltrexone treatment prevents relapse 
among opiate-dependent anesthesiologists returning 
to practice. Journal of Addiction Medicine, 5(4), 
279–283.

127 Substance Abuse and Mental Health Services 
Administration. (2016). Medication-assisted treatment 
of opioid use disorder pocket guide. HHS No. (SMA) 
16-4892PG. Rockville, MD: Substance Abuse and 
Mental Health Services Administration.

128 Faggiano, F., Vigna-Taglianti, F., Versino, E., & Lemma, 
P. (2003). Methadone maintenance at different dosages 
for opioid dependence. Cochrane Database of 
Systematic Reviews, 2003(3), 1–45.

129 Fareed, A., Casarella, J., Amar, R., Vayalapalli, S., & 
Drexler, K. (2010). Methadone maintenance dosing 
guideline for opioid dependence, a literature review. 
Journal of Addictive Diseases, 29(1), 1–14.

130 Substance Abuse and Mental Health Services 
Administration. (2015). Clinical use of extended-release 
injectable naltrexone in the treatment of opioid use 
disorder: A brief guide. HHS Publication No. (SMA) 
14-4892R. Rockville, MD: Substance Abuse and Mental 
Health Services Administration.

131 National Library of Medicine. (2015). VIVITROL – 
naltrexone. Retrieved October 23, 2017, from  
https://dailymed.nlm.nih.gov/dailymed/drugInfo 
.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f 

132 Fiellin, D. A., Schottenfeld, R. S., Cutter, C. J., Moore, 
B. A., Barry, D. T., & O’Connor, P. G. (2014). Primary 
care-based buprenorphine taper vs maintenance 
therapy for prescription opioid dependence: A 
randomized clinical trial. JAMA Internal Medicine, 
174(12), 1947–1954.

133 Kakko, J., Svanborg, K. D., Kreek, M. J., & Heilig, 
M. (2003, February 22). 1-year retention and social 
function after buprenorphine-assisted relapse 
prevention treatment for heroin dependence in 
Sweden: A randomised, placebo-controlled trial. 
Lancet, 361(9358), 662–668.

134 Sees, K. L., Delucchi, K. L., Masson, C., Rosen, A., 
Clark, H. W., Robillard, H., ... Hall, S. M. (2000). 
Methadone maintenance vs 180-day psychosocially 
enriched detoxification for treatment of opioid 
dependence: A randomized controlled trial. JAMA, 
283(10), 1303–1310.

135 Weiss, R. D., Potter, J. S., Fiellin, D. A., Byrne, M., 
Connery, H. S., Dickinson, W., ... Ling, W. (2011). 
Adjunctive counseling during brief and extended 
buprenorphine-naloxone treatment for prescription 
opioid dependence: A 2-phase randomized controlled 
trial. Archives of General Psychiatry, 68(12), 1238–1246.

136 Confidentiality of Substance Use Disorder Patient 
Records. ; HHS Final Rule, 82 Fed. Reg. 6052 (January 
18, 2017) (to be codified at 42 CFR pt. 2). Retrieved 
November 13, 2017, from https://www.federalregister 
.gov/documents/2017/01/18/2017-00719/confidentiality 
-of-substance-use-disorder-patient-records

https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=cd11c435-b0f0-4bb9-ae78-60f101f3703f
https://www.federalregister.gov/documents/2017/01/18/2017-00719/confidentiality-of-substance-use-disorder-patient-records
https://www.federalregister.gov/documents/2017/01/18/2017-00719/confidentiality-of-substance-use-disorder-patient-records
https://www.federalregister.gov/documents/2017/01/18/2017-00719/confidentiality-of-substance-use-disorder-patient-records


4-43

TIP 63Part 4 of 5—Partnering Addiction Counselors With Clients and Healthcare Professionals

137 Jost, T. S. (2006). Appendix B: Constraints on sharing 
mental health and substance-use treatment information 
imposed by federal and state medical records privacy 
laws. In Institute of Medicine (US) Committee on 
Crossing the Quality Chasm: Adaptation to Mental 
Health and Addictive Disorders, Improving the quality 
of healthcare for mental and substance-use conditions. 
Quality Chasm Series. Washington, DC: National 
Academies Press. Retrieved January 3, 2018, from 
https://www.ncbi.nlm.nih.gov/books/NBK19829

138 Coviello, D. M., Zanis, D. A., Wesnoski, S. A., & 
Alterman, A. I. (2006). The effectiveness of outreach 
case management in re-enrolling discharged 
methadone patients. Drug and Alcohol Dependence, 
85(1), 56–65.

139 Goldstein, M. F., Deren, S., Kang, S. Y., Des Jarlais, D. 
C., & Magura, S. (2002). Evaluation of an alternative 
program for MMTP drop-outs: Impact on treatment 
re-entry. Drug and Alcohol Dependence, 66(2), 
181–187.

140 Duncan, B. (2010). On becoming a better therapist. 
Psychotherapy in Australia, 16(4), 42–51.

141 Wampold, B. E. (2011). Qualities and actions of 
effective therapists. Retrieved October 23, 2017, from 
www.apa.org/education/ce/effective-therapists.pdf

142 American Medical Association. (2017). End the 
epidemic. Retrieved October 23, 2017, from  
https://www.end-opioid-epidemic.org/types/ama

143 Kampman, K., & Jarvis, M. (2015). American Society of 
Addiction Medicine (ASAM) national practice guideline 
for the use of medications in the treatment of addiction 
involving opioid use. Journal of Addiction Medicine, 
9(5), 358–367.

144 National Institute on Drug Abuse. (n.d.). Effective 
treatments for opioid addiction. Retrieved October 23, 
2017, from https://www.drugabuse.gov/publications 
/effective-treatments-opioid-addiction/effective 
-treatments-opioid-addiction

145 Office of the Surgeon General. (2016). Facing addiction 
in America: The Surgeon General’s report on alcohol, 
drugs, and health. Washington, DC: Department of 
Health and Human Services.

146 Center for Substance Abuse Treatment. (2005). 
Medication-assisted treatment for opioid addiction in 
opioid treatment programs. Treatment Improvement 
Protocol (TIP) Series 43. HHS Publication No. (SMA) 
12-4214. Rockville, MD: Substance Abuse and Mental 
Health Services Administration.

147 Carter, A., & Hall, W. (2007). The ethical use of 
psychosocially assisted pharmacological treatments for 
opioid dependence. Retrieved October 23, 2017, from 
www.who.int/substance_abuse/activities/ethical_use 
_opioid_treatment.pdf 

148 Equal Employment Opportunity Commission. (1992). 
A technical assistance manual on the employment 
provisions (Title I) of the Americans with Disabilities 
Act. Washington, DC: Author.

149 Friedmann, P. D., Hoskinson, R., Gordon, M., Schwartz, 
R., Kinlock, T., Knight, K., ... Frisman, L. K. (2012). 
Medication-assisted treatment in criminal justice 
agencies affiliated with the Criminal Justice-Drug 
Abuse Treatment Studies (CJ-DATS): Availability, 
barriers & intentions. Substance Abuse, 33(1), 9–18.

150 Legal Action Center. (2011). Legality of denying access 
to medication assisted treatment in the criminal justice 
system. Retrieved October 23, 2017, from www.lac.org 
/wp-content/uploads/2014/12/MAT_Report_FINAL_12 
-1-2011.pdf

151 World Health Organization. (2009). Guidelines for the 
psychosocially assisted pharmacological treatment of 
opioid dependence. Geneva, Switzerland: WHO Press.

152 Soyka, M., Träder, A., Klotsche, J., Haberthür, A., 
Bühringer, G., Rehm, J., & Wittchen, H. U. (2012). 
Criminal behavior in opioid-dependent patients before 
and during maintenance therapy: 6-year follow-up of 
a nationally representative cohort sample. Journal of 
Forensic Sciences, 57(6), 1524–1530.

153 Substance Abuse and Mental Health Services 
Administration. (2016). A collaborative approach 
to the treatment of pregnant women with opioid 
use disorders. HHS Publication No. (SMA) 16-4978. 
Rockville, MD: Substance Abuse and Mental Health 
Services Administration.

154 Donovan, D. M., Ingalsbe, M. H., Benbow, J., & Daley, 
D. C. (2013). 12-step interventions and mutual support 
programs for substance use disorders: An overview. 
Social Work in Public Health, 28(3–4), 313–332.

155 Humphreys, K., Blodgett, J. C., & Wagner, T. H. (2014). 
Estimating the efficacy of Alcoholics Anonymous 
without self-selection bias: An instrumental variables 
re-analysis of randomized clinical trials. Alcoholism: 
Clinical and Experimental Research, 38(11), 2688–2694.

156 McCrady, B. S., & Tonigan, S. (2014). Recent research 
into twelve-step programs. In R. K. Ries, D. A. Fiellin, 
S. C. Miller, & R. Saitz (Eds.), The ASAM principles of 
addiction medicine (pp. 1043–1059). Philadelphia, PA: 
Wolters Kluwer.

157 Crape, B. L., Latkin, C. A., Laris, A. S., & Knowlton, 
A. R. (2002). The effects of sponsorship in 12-step 
treatment of injection drug users. Drug and Alcohol 
Dependence, 65(3), 291–301.

158 Monico, L. B., Gryczynski, J., Mitchell, S. G., 
Schwartz, R. P., O’Grady, K. E., & Jaffe, J. H. (2015). 
Buprenorphine treatment and 12-step meeting 
attendance: Conflicts, compatibilities, and patient 
outcomes. Journal of Substance Abuse Treatment, 57, 
89–95.

https://www.ncbi.nlm.nih.gov/books/NBK19829
www.apa.org/education/ce/effective-therapists.pdf
https://www.end-opioid-epidemic.org/types/ama
https://www.drugabuse.gov/publications/effective-treatments-opioid-addiction/effective-treatments-opioid-addiction
https://www.drugabuse.gov/publications/effective-treatments-opioid-addiction/effective-treatments-opioid-addiction
https://www.drugabuse.gov/publications/effective-treatments-opioid-addiction/effective-treatments-opioid-addiction
www.who.int/substance_abuse/activities/ethical_use_opioid_treatment.pdf
www.who.int/substance_abuse/activities/ethical_use_opioid_treatment.pdf
www.lac.org/wp-content/uploads/2014/12/MAT_Report_FINAL_12-1-2011.pdf
www.lac.org/wp-content/uploads/2014/12/MAT_Report_FINAL_12-1-2011.pdf
www.lac.org/wp-content/uploads/2014/12/MAT_Report_FINAL_12-1-2011.pdf


4-44

Medications for Opioid Use DisorderTIP 63

159 Gossop, M., Stewart, D., & Marsden, J. (2008). 
Attendance at Narcotics Anonymous and Alcoholics 
Anonymous meetings, frequency of attendance and 
substance use outcomes after residential treatment for 
drug dependence: A 5-year follow-up study. Addiction, 
103(1), 119–125.

160 Parran, T. V., Adelman, C. A., Merkin, B., Pagano, M. 
E., Defranco, R., Ionescu, R. A., & Mace, A. G. (2010). 
Long-term outcomes of office-based buprenorphine/
naloxone maintenance therapy. Drug and Alcohol 
Dependence, 106(1), 56–60.

161 Narcotics Anonymous World Services. (2016). Narcotics 
Anonymous and persons receiving medication-assisted 
treatment. Chatsworth, CA: Author.

162 Monico, L. B., Gryczynski, J., Mitchell, S. G., Schwartz, R. 
P., O’Grady, K. E., & Jaffe, J. H. (2015). Buprenorphine 
treatment and 12-step meeting attendance: Conflicts, 
compatibilities, and patient outcomes. Journal of 
Substance Abuse Treatment, 57, 89–95.

163 White, W., Galanter, M., Humphreys, K., & Kelly, 
J. (2016). The paucity of attention to Narcotics 
Anonymous in current public, professional, and policy 
responses to rising opioid addiction. Alcoholism 
Treatment Quarterly, 34(4), 437–462.

164 Kelly, J. F., Greene, M. C., & Bergman, B. G. (2014). 
Do drug-dependent patients attending Alcoholics 
Anonymous rather than Narcotics Anonymous do as 
well? A prospective, lagged, matching analysis. Alcohol 
and Alcoholism, 49(6), 645–653.

165 Substance Abuse and Mental Health Services 
Administration. (2015). Using technology-based 
therapeutic tools in behavioral health services. 
Treatment Improvement Protocol (TIP) Series 60. 
HHS Publication No. (SMA) 15-4924. Rockville, 
MD: Substance Abuse and Mental Health Services 
Administration.

166 White, W. L. (2011). Narcotics Anonymous and the 
pharmacotherapeutic treatment of opioid addiction 
in the United States. Chicago, IL: Great Lakes 
Addiction Technology Transfer Center and Philadelphia 
Department of Behavioral Health and Intellectual 
Disability Services.

167 White, W., Galanter, M., Humphreys, K., & Kelly, 
J. (2016). The paucity of attention to Narcotics 
Anonymous in current public, professional, and policy 
responses to rising opioid addiction. Alcoholism 
Treatment Quarterly, 34(4), 437–462.

168 Ginter, W. (2012). Methadone Anonymous and mutual 
support for medication-assisted recovery. Journal of 
Groups in Addiction and Recovery, 7(2–4), 189–201.

169 Ronel, N., Gueta, K., Abramsohn, Y., Caspi, N., & 
Adelson, M. (2011). Can a 12-step program work in 
methadone maintenance treatment? International 
Journal of Offender Therapy and Comparative 
Criminology, 55(7), 1135–1153.

170 Glickman, L., Galanter, M., Dermatis, H., Dingle, S., 
& Hall, L. (2004). Pathways to recovery: Adapting 
12-step recovery to methadone treatment. Journal of 
Maintenance in the Addictions, 2(4), 77–90.

171 Palis, H., Marchand, K., Peng, D., Fikowski, J., Harrison, 
S., Spittal, P., … Oviedo-Joekes, E. (2016). Factors 
associated with perceived abuse in the health care 
system among long-term opioid users: A cross-
sectional study. Substance Use and Misuse, 51(6), 
763–776.



MEDICATIONS FOR OPIOID USE DISORDERTIP 63

Part 5: Resources Related to Medications for Opioid Use Disorder
For Healthcare and Addiction Professionals, Policymakers, Patients, and Families

Part 5 of this Treatment Improvement Protocol (TIP) provides a collection of resources by 
audience and a glossary of key terms to help readers better understand how Food and Drug 
Administration (FDA)-approved medications can be used to treat opioid use disorder (OUD).

TIP Navigation

Executive Summary 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 1:  Introduction to Medications for Opioid 
Use Disorder Treatment 
For healthcare and addiction professionals, 
policymakers, patients, and families

Part 2:  Addressing Opioid Use Disorder in 
General Medical Settings 
For healthcare professionals

Part 3:  Pharmacotherapy for Opioid Use 
Disorder 
For healthcare professionals

Part 4:   Partnering Addiction Treatment 
Counselors With Clients and  
Healthcare Professionals 
For healthcare and addiction professionals

Part 5:  Resources Related to Medications 
for Opioid Use Disorder 
For healthcare and addiction professionals, 
policymakers, patients, and families

KEY MESSAGES

 • Practice guidelines and decision-making 
tools can help healthcare professionals 
with OUD screening, assessment, 
diagnosis, treatment planning, and 
referral.

 • Patient- and family-oriented resources 
provide information about opioid 
addiction in general; the role of 
medication, behavioral and supportive 
services, and mutual-help groups in the 
treatment of OUD; how-tos for identifying 
recovery support services; and how-
tos for locating medical and behavioral 
health service providers who specialize 
in treating OUD or other substance use 
disorders (SUDs).

Substance Abuse and Mental Health
Services Administration
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General Resources
Facts and Figures
American Association for the Treatment of 
Opioid Dependence (AATOD), Frequently 
Asked Questions (www.aatod.org/resources 
/frequently-asked-questions).

Centers for Disease Control and Prevention 
(CDC), Smoking & Tobacco Use (www.cdc.gov 
/tobacco/index.htm).

Legal Action Center (LAC), Medication-
Assisted Treatment for Opioid Addiction: 
Myths and Facts (http://lac.org/wp-content 
/uploads/2016/02/Myth-Fact-for-MAT.pdf).

Missouri Department of Mental Health, 
Methadone Maintenance Myths and Resources  
(https://dmh.mo.gov/docs/ada/methadonemyths 
.pdf).

National Institute on Drug Abuse (NIDA)  
(www.drugabuse.gov):

 • Addiction Science (www.drugabuse.gov 
/related-topics/addiction-science). Provides 
two short videos that explain the nature 

Resources Related to Medications for  
Opioid Use Disorder

PART 5 of 5

of addiction. These are useful in educating 
people in primary care who suffer from 
addiction. This site has links to publications 
for professionals that explain the nature of 
addiction.

 • NIDAMED, Medical and Health Professionals 
(www.drugabuse.gov/nidamed-medical 
-health-professionals). Disseminates science- 
based resources to healthcare professionals 
on the causes and consequences of drug 
use and addiction and advances in pain 
management.

There are numerous resources to help healthcare professionals and behavioral health service 
providers better understand the use of FDA-approved medications for OUD. Many other 
resources are available to help patients, their families and friends, and the general public better 
understand OUD and the medications available to treat it and support recovery from it. Part 5 
of this TIP provides an audience-segmented collection of resources and a glossary of key terms 
related to OUD. It is of use to all interested readers.

Opioid overdose caused 

42,249 DEATHS
nationwide in 2016—
this  exceeded the #  
caused by motor vehicle
crashes.1,2

http://www.aatod.org/resources/frequently-asked-questions/
http://www.aatod.org/resources/frequently-asked-questions/
https://www.cdc.gov/tobacco/index.htm
https://www.cdc.gov/tobacco/index.htm
http://lac.org/wp-content/uploads/2016/02/Myth-Fact-for-MAT.pdf
http://lac.org/wp-content/uploads/2016/02/Myth-Fact-for-MAT.pdf
https://dmh.mo.gov/docs/ada/methadonemyths.pdf
https://dmh.mo.gov/docs/ada/methadonemyths.pdf
http://www.drugabuse.gov
https://www.drugabuse.gov/related-topics/addiction-science
https://www.drugabuse.gov/related-topics/addiction-science
https://www.drugabuse.gov/nidamed-medical-health-professionals
https://www.drugabuse.gov/nidamed-medical-health-professionals
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Office of National Drug Control Policy, 
Medication-Assisted Treatment for Opioid 
Addiction (https://online.ndbh.com/docs 
/providers/SubstanceUseCenter/Medication 
-Assisted-Treatment-Edited.pdf): Offers a factsheet 
with a useful summary of pharmacotherapy for 
OUD and its effectiveness. 

Partnership for Drug-Free Kids, Commentary: 
Countering the Myths About Methadone 
(www.drugfree.org/news-service/commentary 
-countering-the-myths-about-methadone).

Substance Abuse and Mental Health Services 
Administration (SAMHSA):

 • Addiction Technology Transfer Center (ATTC) 
(http://attcnetwork.org/home). Network 
with 10 regional centers across the country 
that provide training and information on 
evidence-based practices to practitioners. The 
ATTC website’s section on OUD medication 
has many resources for clinicians, patients, 
and family members (www.attcnetwork.org 
/explore/priorityareas/wfd/mat/mat.pubs.asp).

 • State Opioid Treatment Authorities (SOTAs) 
(https://dpt2.samhsa.gov/regulations/smalist 
.aspx).

United States Surgeon General’s Report, 
Facing Addiction in America: The Surgeon 
General’s Report on Alcohol, Drugs, and 
Health (https://addiction.surgeongeneral.gov).

Groups and Organizations
AATOD (www.aatod.org): Works with federal 
and state agencies on opioid treatment policy 
throughout the United States. Convenes con-
ferences every 18 months on evidence-based 
clinical practice, current research, and organiza-
tional developments related to OUD treatment. 
AATOD develops publications that serve as 
resources for addiction counselors and peer 
support providers.

American Academy of Addiction Psychiatry 
(AAAP) (www.aaap.org): Offers education and 
training materials on addiction psychiatry (e.g., 
webinars, continuing medical education courses). 

American Society of Addiction Medicine 
(ASAM) (www.asam.org): Provides medical 
education and resources on the treatment of 
SUDs, including OUD.

LAC (https://lac.org): Offers information about 
the rights of people with criminal records,  
HIV/AIDS, and SUDs.

Medical Assisted Treatment of America (www 
.medicalassistedtreatment.org): Raises awareness 
and understanding of substance misuse, the 
problems it creates, and ways to address these 
problems.

National Alliance for Medication Assisted 
Recovery (NAMA Recovery) (www.methadone 
.org): Supports quality opioid agonist treatment 
through its many U.S. chapters and its interna-
tional network of affiliate chapters. Thousands of 
methadone clients and healthcare professionals 
belong to the organization.

National Alliance of Advocates for 
Buprenorphine Treatment (www.naabt.org):  
Aims to educate the public about opioid 
addiction and buprenorphine as a treatment 
option, to reduce prejudice and discrimination 
against clients who have SUDs, and to connect 
clients in need to qualified treatment providers.

SAMHSA (www.samhsa.gov):

 • Buprenorphine Practitioner Verification  
for Pharmacists (www.samhsa.gov/bupe 
/lookup-form)

 • National Recovery Month (https://recovery 
month.gov)

 • Opioid Treatment Program (OTP) Directory 
(https://dpt2.samhsa.gov/treatment)

 • SOTAs (https://dpt2.samhsa.gov/regulations 
/smalist.aspx)
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SAMHSA Publications
All publications listed in this section are available 
for free from SAMHSA’s publications ordering 
webpage (https://store.samhsa.gov) or by calling 
1-877-SAMHSA-7 (1-877-726-4727):

 • TIP 42: Substance Abuse Treatment for 
Persons With Co-Occurring Disorders  
(https://store.samhsa.gov/product 
/TIP-42-Substance-Abuse-Treatment-for 
-Persons-With-Co-Occurring-Disorders 
/SMA13-3992) 

 • TIP 54: Managing Chronic Pain in Adults With 
or in Recovery From Substance Use Disorders 
(https://store.samhsa.gov/product/TIP-54 
-Managing-Chronic-Pain-in-Adults-With-or 
-in-Recovery-From-Substance-Use-Disorders 
/SMA13-4671)

 • TIP 57: Trauma-Informed Care in Behavioral 
Health Services (https://store.samhsa.gov 
/product/TIP-57-Trauma-Informed-Care-in 
-Behavioral-Health-Services/SMA14-4816)

 • Advisory: An Introduction to Extended- 
Release Injectable Naltrexone for the 
Treatment of People With Opioid 
Dependence (https://store.samhsa.gov 
/product/An-Introduction-to-Extended 
-Release-Injectable-Naltrexone-for-the 
-Treatment-of-People-with-Opioid 
-Dependence/SMA12-4682)

 • Advisory: Sublingual and Transmucosal 
Buprenorphine for Opioid Use Disorder: 
Review and Update (https://store.samhsa 
.gov/product/Advisory-Sublingual-and 
-Transmucosal-Buprenorphine-for-Opioid 
-Use-Disorder-Review-and-Update 
/SMA16-4938)

 • Clinical Guidance for Treating Pregnant and 
Parenting Women With Opioid Use Disorder 
and Their Infants (https://store.samhsa.gov 
/product/Clinical-Guidance-for-Treating 
-Pregnant-and-Parenting-Women-With 
-Opioid-Use-Disorder-and-Their-Infants 
/All-New-Products/SMA18-5054)

 • Clinical Use of Extended-Release Injectable 
Naltrexone in the Treatment of Opioid Use 
Disorders: A Brief Guide (https://store 
.samhsa.gov/shin/content//SMA14-4892 
/SMA14-4892.pdf)

 • A Collaborative Approach to the Treatment of 
Pregnant Women With Opioid Use Disorders 
(https://store.samhsa.gov/product/A 
-Collaborative-Approach-to-the-Treatment 
-of-Pregnant-Women-with-Opioid-Use 
-Disorders/SMA16-4978)

 • Decisions in Recovery: Treatment for Opioid 
Use Disorders, Handbook (https://store 
.samhsa.gov/product/SMA16-4993)

 • Integrated Treatment for Co-Occurring 
Disorders Evidence-Based Practices (EBP) Kit 
(https://store.samhsa.gov/product/Integrated 
-Treatment-for-Co-Occurring-Disorders 
-Evidence-Based-Practices-EBP-KIT 
/SMA08-4367) 

 • Technical Assistance Publication 32: Clinical 
Drug Testing in Primary Care (https://store 
.samhsa.gov/shin/content//SMA12-4668 
/SMA12-4668.pdf)

 • What Are Peer Recovery Support Services? 
(https://store.samhsa.gov/shin/content 
/SMA09-4454/SMA09-4454.pdf)
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General Information
Agency for Healthcare Research and Quality:

 • Medication-Assisted Treatment Models of 
Care for Opioid Use Disorder in Primary Care 
Settings (www.ncbi.nlm.nih.gov/books 
/NBK402352)

 • Academy for Integrating Behavioral Health 
and Primary Care (https://integrationacademy 
.ahrq.gov)

American Academy of Family Physicians:

 • Chronic Pain Management and Opioid 
Misuse: A Public Health Concern (Position 
Paper) (www.aafp.org/about/policies/all/pain 
-management-opioid.html)

 • Pain Management and Opioid Use Resources 
(www.aafp.org/patient-care/public-health 
/pain-opioids/resources.html)

ATTC Network (http://attcnetwork.org/home): 
This nationwide network of SAMHSA-sponsored 
regional centers is a multidisciplinary resource 
for professionals in the addiction treatment and 
recovery services fields. The network has many 
valuable resources and projects of interest to 
people involved in treating SUDs. Of particular 
interest to readers of this TIP are the training 
programs produced as part of the NIDA/
SAMHSA-ATTC Blending Initiative:

 • Buprenorphine Treatment: Training for 
Multidisciplinary Addiction Professionals 
(www.attcnetwork.org/projects/buptx.aspx)

 • Buprenorphine Treatment for Young Adults 
(www.attcnetwork.org/projects/bupyoung.aspx)

 • Prescription Opioid Addiction Treatment 
Study (POATS) (www.attcnetwork.org/projects 
/poats.aspx)

BupPractice.com Federal Recordkeeping 
Requirements for Buprenorphine Treatment 
(www.buppractice.com/node/12246): Provides 
information about federal recordkeeping 
requirements.

CDC Smoking & Tobacco Use (www.cdc.gov 
/tobacco/index.htm): Includes resource links 
for clinicians on smoking and the treatment of 
tobacco use.

Centers for Medicare & Medicaid Services 
(www.cms.gov/Medicare/Medicare-General 
-Information/Telehealth/index.html): Gives 
guidance on the delivery of telehealth.

Department of Health and Human Services 
(HHS):

 • Centers for Medicare & Medicaid 
Services Clinical Laboratory Improvement 
Amendments Application for Certification 
(www.cms.gov/Medicare/CMS-Forms/CMS 
-Forms/downloads/cms116.pdf)

 • Medication Assisted Treatment for Opioid Use 
Disorders: Final Rule (www.federalregister 
.gov/documents/2016/07/08/2016-16120 
/medication-assisted-treatment-for-opioid 
-use-disorders)

Drug Enforcement Administration (DEA):

 • DEA Requirements for DATA Waived 
Physicians (www.deadiversion.usdoj.gov/pubs 
/docs/dwp_buprenorphine.htm). Lists DEA 
requirements for Drug Addiction Treatment 
Act of 2000 (DATA 2000)-waivered healthcare 
professionals.

 • Form DEA-106, Report of Theft or Loss of 
Controlled Substances (https://apps 
.deadiversion.usdoj.gov/webforms/dtlLogin 
.jsp). Provides instructions for completing 
form DEA-106, which must be filed when 
stored buprenorphine is lost or stolen.

 • Practitioner’s Manual (www.deadiversion 
.usdoj.gov/pubs/manuals/pract). Provides 
guidance on how to comply with federal 
requirements on recordkeeping for ordering, 
storing, and dispensing buprenorphine in the 
office. This manual is from the DEA’s Office of 
Diversion Control.
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Drugs.com:

 • Buprenorphine Drug Interactions (www.drugs 
.com/drug-interactions/buprenorphine-index 
.html?filter=3&generic_only=)

 • Drug Interactions Checker (www.drugs.com 
/drug_interactions.php)

FDA:

 • Approved Risk Evaluation and Mitigation 
Strategy (REMS): Buprenorphine Transmucosal 
Products for Opioid Dependence (www 
.accessdata.fda.gov/scripts/cder/rems/index 
.cfm?event=RemsDetails.page&REMS=9)

 • REMS: Probuphine (buprenorphine hydro-
chloride) (www.accessdata.fda.gov/scripts 
/cder/rems/index.cfm?event=IndvRemsDetails 
.page&REMS=356)

 • REMS: Sublocade (extended-release injectable 
buprenorphine) (www.accessdata.fda.gov 
/scripts/cder/rems/index.cfm?event 
=IndvRemsDetails.page&REMS=376)

 • REMS: Suboxone/Subutex (buprenorphine 
and naloxone/buprenorphine) (www.accessdata 
.fda.gov/scripts/cder/rems/index.cfm?event 
=IndvRemsDetails.page&REMS=352)

 • REMS: Vivitrol (extended-release naltrexone 
[XR-NTX]) (www.vivitrolrems.com)

LAC (https://lac.org): LAC attorneys provide 
legal advice by phone to service providers and 
government agencies. They assist dozens of 
agencies annually with questions about confi-
dentiality of treatment records, discrimination, 
and other issues. LAC’s confidentiality hotline 
provides information about the federal law 
protecting the confidentiality of drug and alcohol 
treatment and prevention records (42 CFR Part 2).  
The hotline is free to New York treatment 
providers and government agencies. Outside 
New York, the hotline is accessible if the state 
alcohol/drug oversight agency subscribes to 
LAC’s Actionline service. To speak with a hotline 
attorney, call LAC Monday through Friday 1−5 
p.m. (Eastern Time Zone) at 1-212-243-1313, or 
toll-free at 1-800-223-4044.

National Alliance of Advocates for 
Buprenorphine Treatment 30−100 Patient 
Limit (www.naabt.org/30_patient_limit.cfm): 
Summarizes the DATA 2000 law.

National Association of State Controlled 
Substances Authorities State Profiles (www 
.nascsa.org/stateprofiles.htm): Contains a 
directory of each state’s prescription drug  
monitoring program (PDMP).

National Conference of State Legislatures 
Drug Overdose Immunity and Good Samaritan 
Laws (www.ncsl.org/research/civil-and-criminal 
-justice/drug-overdose-immunity-good-samaritan 
-laws.aspx): Provides information about naloxone 
and Good Samaritan immunity.

National Institute on Alcohol Abuse and 
Alcoholism (NIAAA) Professional Education 
Materials (www.niaaa.nih.gov/publications 
/clinical-guides-and-manuals): Provides 
professional education materials; offers links 
to screening, treatment planning, and general 
information for clinicians in outpatient programs.

National Library of Medicine’s DailyMed: 

 • FDA label information for methadone (https://
dailymed.nlm.nih.gov/dailymed/search 
.cfm?labeltype=all&query=METHADONE)

 • FDA label information for naltrexone (https://
dailymed.nlm.nih.gov/dailymed/drugInfo.cfm 
?setid=cd11c435-b0f0-4bb9-ae78 
-60f101f3703f)

NIDA:

 • Available Treatments for Marijuana Use 
Disorders (www.drugabuse.gov/publications 
/research-reports/marijuana/available 
-treatments-marijuana-use-disorders).  
Provides information about treatment options 
for individuals with marijuana use disorder.

 • Opioid Overdose Reversal With Naloxone 
(Narcan, Evzio) (www.drugabuse.gov/related 
-topics/opioid-overdose-reversal-naloxone 
-narcan-evzio). Contains naloxone information 
for providers.
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 • NIDAMED, Medical and Health Professionals 
(www.drugabuse.gov/nidamed-medical 
-health-professionals). Provides practice- 
related and professional education-related 
resources.

 • Medications To Treat Opioid Addiction (www 
.drugabuse.gov/publications/research-reports 
/medications-to-treat-opioid-addiction 
/overview). Provides an overview of the need 
for and efficacy of OUD medications and 
discusses common misconceptions, impacts 
on outcome, and use of OUD medications 
with certain specific populations.

 • Effective Treatments for Opioid Addiction 
(https://www.drugabuse.gov/publications 
/effective-treatments-opioid-addiction 
/effective-treatments-opioid-addiction).

 • Therapeutic Communities (www.drugabuse 
.gov/publications/research-reports 
/therapeutic-communities/what-are 
-therapeutic-communities). Gives a brief 
overview of OUD medications and links to 
additional information.

 • Principles of Drug Addiction Treatment: A 
Research-Based Guide (www.drugabuse.gov 
/publications/principles-drug-addiction 
-treatment-research-based-guide-third 
-edition/preface). Discusses how OUD affects 
the brain and covers the state of addiction 
treatment in the United States, principles 
of effective treatment, frequently asked 
questions about OUD medication, evi-
dence-based approaches to treatment,  
and additional resources.

 • Principles of Adolescent Substance Use 
Disorder Treatment: A Research-Based Guide 
(www.drugabuse.gov/publications/principles 
-adolescent-substance-use-disorder-treatment 
-research-based-guide/introduction). 
Discusses principles of SUDs in adolescents, 
addresses frequently asked questions, summa-
rizes treatment settings and evidence-based 
treatment approaches, and provides 
treatment referral resources.

 • Treating Opioid Use Disorder During 
Pregnancy (www.drugabuse.gov/publications 
/treating-opioid-use-disorder-during 
-pregnancy/treating-opioid-use-disorder 
-during-pregnancy). Addresses the risks of 
OUD to the pregnant woman and the fetus, 
briefly summarizes OUD pharmacotherapies 
for use during pregnancy, and provides links 
to additional information.

North American Syringe Exchange Program 
(https://nasen.org/directory): Provides a national 
directory of syringe exchange programs in the 
United States.

Prescription Drug Abuse Policy System’s 
Naloxone Overdose Prevention Laws  
(http://pdaps.org/datasets/laws-regulating 
-administration-of-naloxone-1501695139): 
Provides a map with a link to each state’s 
naloxone overdose prevention laws, including 
policies on prescribing, dispensing, and civil  
and criminal immunity. 

Project Lazarus’s Naloxone: The Overdose 
Antidote (www.projectlazarus.org/naloxone): 
Provides guidance on administering naloxone.

Providers’ Clinical Support System’s 
(PCSS’s) How To Prepare for a Visit From 
the Drug Enforcement Agency Regarding 
Buprenorphine Prescribing (http://pcssmat 
.org/wp-content/uploads/2014/02/FINAL-How 
-to-Prepare-for-a-DEA-Inspection.pdf): Provides 
a description of the DEA inspection process and 
how to comply with its requirements.

SAMHSA:

 • Dear Colleague Letters for Medication-
Assisted Treatment Providers (www.samhsa 
.gov/medication-assisted-treatment 
/legislation-regulations-guidelines/dear 
-colleague-letters). Offers regular communi-
cations to the opioid treatment community 
regarding clinical and regulatory issues related 
to opioid treatment. Regulations, policies, 
and best practices for OTPs and office-based 
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opioid treatment (OBOT) clinics can change, 
and Dear Colleague Letters help providers 
stay up to date.

 • Understanding the Final Rule for a Patient 
Limit of 275 (www.samhsa.gov/sites/default 
/files/programs_campaigns/medication 
_assisted/understanding-patient-limit275.pdf). 
Provides information about the final rule and 
how to use it to increase patient access to 
medication for OUD and associated reporting 
requirements.

 • Buprenorphine Waiver Management (www 
.samhsa.gov/medication-assisted-treatment 
/buprenorphine-waiver-management). 
Provides information on the buprenorphine 
waiver, including links to the buprenorphine 
waiver application and an explanation of the 
processes, requirements, and recordkeeping 
strategies associated with prescribing 
buprenorphine.

 • Qualify for Nurse Practitioners (NPs) and 
Physician Assistants (PAs) Waiver (www 
.samhsa.gov/medication-assisted-treatment 
/qualify-nps-pas-waivers). Provides informa-
tion for NPs and PAs about the buprenorphine 
waiver training, with links to trainings and the 
application process.

 • Buprenorphine Training for Physicians (www 
.samhsa.gov/medication-assisted-treatment 
/training-resources/buprenorphine-physician 
-training). Offers links to organizations that 
provide buprenorphine training for physicians. 

 • SAMHSA Opioid Overdose Prevention Toolkit 
(https://store.samhsa.gov/product/SAMHSA 
-Opioid-Overdose-Prevention-Toolkit/SMA16 
-4742). Prepares healthcare professionals, 
communities, and local governments with 
material to develop practices and policies to 
help prevent opioid-related overdoses and 
deaths. It addresses issues for healthcare 
professionals, first responders, treatment 
providers, and those recovering from opioid 
overdose.

 • Federal Guidelines for Opioid Treatment 
Programs (https://store.samhsa.gov/product 
/Federal-Guidelines-for-Opioid-Treatment 
-Programs/PEP15-FEDGUIDEOTP). Provides 
updated guidelines for how OTPs can satisfy 
the federal regulations.

 • Form SMA-168 Opioid Treatment Exception 
Request (www.samhsa.gov/medication 
-assisted-treatment/opioid-treatment 
-programs/submit-exception-request). 
Provides instructions for physicians on how  
to request exceptions to federal standards  
for opioid treatment.

 • Laws and Regulations (www.samhsa.gov 
/about-us/who-we-are/laws-regulations). 
Provides an overview and summary of the 
most frequent questions about disclosure and 
patient records pertaining to substance use 
treatment that federal programs maintain.

 • Substance Abuse in Brief Fact Sheet: 
Introduction to Mutual-Support Groups  
for Alcohol and Drug Abuse (https://store 
.samhsa.gov/shin/content/SMA08-4336 
/SMA08-4336.pdf). Provides information to 
help medical and behavioral health service 
providers understand mutual-help groups and 
how to make referrals to such groups.

 • SAMHSA has developed several resources to 
guide healthcare professionals in their use of 
telehealth and telemedicine approaches for 
OUD:

 − In Brief: Rural Behavioral Health: Telehealth 
Challenges and Opportunities (https://
store.samhsa.gov/shin/content/SMA16 
-4989/SMA16-4989.pdf)

 − Certified Community Behavioral Health 
Clinics (CCBHCs) Using Telehealth or 
Telemedicine (www.samhsa.gov/section 
-223/care-coordination/telehealth 
-telemedicine)
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Practice Guidelines and Decision- 
Support Tools
ASAM:

 • Appropriate Use of Drug Testing in Clinical 
Addiction Medicine (http://download.lww.com 
/wolterskluwer_vitalstream_com/PermaLink 
/JAM/A/JAM_11_3_2017_06_02_SAFARIAN 
_JAM-D-17-00020_SDC1.pdf). Details the 
ASAM consensus statement on drug testing  
in addiction treatment.

 • The ASAM Criteria (www.asam.org/quality 
-practice/guidelines-and-consensus 
-documents/the-asam-criteria). Provides 
criteria and a comprehensive set of guidelines 
for placement, continued stay, and transfer/
discharge of patients with addiction and 
co-occurring conditions.

 • The ASAM National Practice Guidelines: For 
the Use of Medication in the Treatment of 
Addiction Involving Opioid Use (www.asam 
.org/docs/default-source/practice-support 
/guidelines-and-consensus-docs/asam 
-national-practice-guideline-supplement 
.pdf). Provides information on prescribing 
methadone, buprenorphine, naltrexone, 
and naloxone. The document also discusses 
the needs of special populations, including 
women during pregnancy, patients with 
chronic pain, adolescents, individuals in the 
criminal justice system, and patients with 
co-occurring psychiatric conditions.

CDC:

 • CDC Guideline for Prescribing Opioids for 
Chronic Pain (www.cdc.gov/drugoverdose 
/prescribing/guideline.html).

 • Guideline Resources: Clinical Tools (www.cdc 
.gov/drugoverdose/prescribing/clinical-tools 
.html). Provides links and tools to help  
clinicians prevent opioid overdose deaths.

Credible Meds (www.crediblemeds.org): 
Maintains a list of medications that may increase 
QTc intervals. Free registration is required to 
access the most up-to-date list.

HHS:

 • BeTobaccoFree.gov News and Resources 
(https://betobaccofree.hhs.gov/quit-now 
/index.html#professionals). Offers links for 
clinicians that provide guidance on the care 
for patients with nicotine addiction. The 
Resources section is at the bottom of the 
page linked here.

 • BeTobaccoFree.gov Nicotine Addiction and 
Your Health (https://betobaccofree.hhs.gov 
/health-effects/nicotine-health). Provides 
information on nicotine addiction and its 
health effects.

Institute for Research, Evaluation, and 
Training in Addictions’ Management of 
Benzodiazepines in Medication-Assisted 
Treatment (http://ireta.org/wp-content/uploads 
/2014/12/BP_Guidelines_for_Benzodiazepines 
.pdf): Provides information on managing benzo-
diazepine use in patients taking medications for 
OUD.

PCSS for Medication Assisted Treatment 
(https://pcssmat.org): Provides buprenorphine 
waiver training for clinicians (physicians, NPs, and 
PAs). 

PCSS Mentoring Program (https://pcssmat.org 
/mentoring): Gives providers guidance on pre-
scribing OUD medications. This national network 
of experienced providers is available at no cost. 
Mentors provide support by telephone, email, or 
in person if possible. 

PCSS Models of Buprenorphine Induction 
(http://pcssmat.org/wp-content/uploads/2015 
/02/Buprenorphine-Induction-Online-Module 
.pdf): Provides information about various 
buprenorphine induction approaches including 
in-office, non-OTP, and at-home dosing.

Prescribe To Prevent (http://prescribetoprevent 
.org): Provides information about naloxone 
prescribing for overdose prevention, including 
educational patient handouts and videos.
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SAMHSA:

 • MATx Mobile App To Support Medication-
Assisted Treatment of Opioid Use Disorder 
(https://store.samhsa.gov/apps/mat). Provides 
information on FDA-approved treatment ap-
proaches and medications used to treat OUD. 
It includes a buprenorphine prescribing guide 
with information on the DATA 2000 waiver 
process and patient limits. Clinical support 
tools (e.g., treatment guidelines; International 
Classification of Diseases, 10th Edition, coding; 
guidance on working with special populations), 
help lines, and SAMHSA’s treatment locators 
are also included.

 • Pocket Guide: Medication-Assisted Treatment 
of Opioid Use Disorder (https://store.samhsa 
.gov/shin/content/SMA16-4892PG/SMA16 
-4892PG.pdf).

 • Buprenorphine (www.samhsa.gov/medication 
-assisted-treatment/treatment/buprenorphine).

 • Naltrexone (www.samhsa.gov/medication 
-assisted-treatment/treatment/naltrexone).

 • Decisions in Recovery: Treatment for Opioid 
Use Disorder (https://media.samhsa.gov/MAT 
-Decisions-in-Recovery). Provides information 
on shared decision making in pharmaco-
therapy for OUD.

 • Decisions in Recovery: Treatment for Opioid 
Use Disorder, Planning for Success (https://
media.samhsa.gov/MAT-Decisions-in-Recovery 
/section/how/planning_for_success.aspx). 
Provides assistance in developing a recovery 
plan.

 • Bringing Recovery Supports to Scale Technical 
Assistance Center Strategy (www.samhsa.gov 
/brss-tacs) and Shared Decision-Making Tools 
(www.samhsa.gov/brss-tacs/recovery-support 
-tools/shared-decision-making). Offers training 
and technical assistance on many topics related 
to medication for OUD, including recovery- 
oriented systems of care, mutual-support 
groups, capacity building, leadership by people 
in recovery and family members, certification 

requirements for peer specialists and mutual- 
support group coaches, and core competencies 
for recovery-oriented behavioral health workers.

 • Pharmacologic Guidelines for Treating 
Individuals With Post-Traumatic Stress 
Disorder and Co-Occurring Opioid Use 
Disorders (https://store.samhsa.gov/shin 
/content/SMA12-4688/SMA12-4688.pdf).

 • General Principles for the Use of 
Pharmacological Agents To Treat Individuals 
With Co-Occurring Mental and Substance Use 
Disorders (https://store.samhsa.gov/shin 
/content/SMA12-4689/SMA12-4689.pdf).

Veterans Administration (VA)/Department of 
Defense (DoD) Clinical Practice Guideline for 
the Management of Substance Use Disorders 
(www.healthquality.va.gov/guidelines/MH/sud 
/VADoDSUDCPGRevised22216.pdf): Provides 
information on screening, assessment, and 
treatment of OUD as well as other SUDs. It is 
primarily for VA and DoD healthcare providers 
and others involved in the care of service 
members or veterans with an SUD.

Assessment Scales and Screening Tools
AAAP, Education & Training (www.aaap.org 
/education-training/cme-opportunities): Provides 
Performance-in-Practice Clinical Modules for 
alcohol use disorder and tobacco use disorder.

American Psychiatric Nurses Association, 
Tobacco & Nicotine Use Screening Tools & 
Assessments (www.apna.org/i4a/pages/index 
.cfm?pageID=6150): Provides the Fagerström 
screening tools for nicotine dependence and 
smokeless tobacco and a screening checklist  
for adolescent tobacco use.

ASAM Appropriate Use of Drug Testing in 
Clinical Addiction Medicine (www.asam.org 
/quality-practice/guidelines-and-consensus 
-documents/drug-testing): Gives information on 
the appropriate use of drug testing in identifying, 
diagnosing, and treating people with or at risk 
for SUDs.

https://store.samhsa.gov/apps/mat/
https://store.samhsa.gov/shin/content/SMA16-4892PG/SMA16-4892PG.pdf
https://store.samhsa.gov/shin/content/SMA16-4892PG/SMA16-4892PG.pdf
https://store.samhsa.gov/shin/content/SMA16-4892PG/SMA16-4892PG.pdf
http://www.samhsa.gov/medication-assisted-treatment/treatment/buprenorphine
http://www.samhsa.gov/medication-assisted-treatment/treatment/buprenorphine
http://www.samhsa.gov/medication-assisted-treatment/treatment/naltrexone
http://www.samhsa.gov/medication-assisted-treatment/treatment/naltrexone
https://media.samhsa.gov/MAT-Decisions-in-Recovery/
https://media.samhsa.gov/MAT-Decisions-in-Recovery/
https://media.samhsa.gov/MAT-Decisions-in-Recovery/section/how/planning_for_success.aspx
https://media.samhsa.gov/MAT-Decisions-in-Recovery/section/how/planning_for_success.aspx
https://media.samhsa.gov/MAT-Decisions-in-Recovery/section/how/planning_for_success.aspx
https://www.samhsa.gov/brss-tacs
https://www.samhsa.gov/brss-tacs
http://www.samhsa.gov/brss-tacs/recovery-support-tools/shared-decision-making
http://www.samhsa.gov/brss-tacs/recovery-support-tools/shared-decision-making
https://store.samhsa.gov/shin/content/SMA12-4688/SMA12-4688.pdf
https://store.samhsa.gov/shin/content/SMA12-4688/SMA12-4688.pdf
https://store.samhsa.gov/shin/content/SMA12-4689/SMA12-4689.pdf
https://store.samhsa.gov/shin/content/SMA12-4689/SMA12-4689.pdf
http://www.healthquality.va.gov/guidelines/MH/sud/VADoDSUDCPGRevised22216.pdf
http://www.healthquality.va.gov/guidelines/MH/sud/VADoDSUDCPGRevised22216.pdf
http://www.aaap.org/education-training/cme-opportunities/
http://www.aaap.org/education-training/cme-opportunities/
https://www.apna.org/i4a/pages/index.cfm?pageID=6150
https://www.apna.org/i4a/pages/index.cfm?pageID=6150
http://www.asam.org/quality-practice/guidelines-and-consensus-documents/drug-testing
http://www.asam.org/quality-practice/guidelines-and-consensus-documents/drug-testing
http://www.asam.org/quality-practice/guidelines-and-consensus-documents/drug-testing
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Clinical Institute Narcotic Assessment Scale 
for Withdrawal Symptoms (www.ncpoep.org 
/wp-content/uploads/2015/02/Appendix_7 
_Clinical_Institute_Narcotic_Assessment_CINA 
_Scale_for_Withdrawal_Symptoms.pdf).

NIDA, Screening, Assessment, and Drug 
Testing Resources (www.drugabuse.gov 
/nidamed-medical-health-professionals/tool 
-resources-your-practice/additional-screening 
-resources): Gives resources such as an evidence-
based screening tool chart for adolescents and 
adults and drug use screening tool supports; also 
has a clinician resource and quick reference guide 
for drug screening in general medical settings.

World Health Organization Guidelines for 
the Psychosocially Assisted Pharmacological 
Treatment of Opioid Dependence (www.ncbi 
.nlm.nih.gov/books/NBK143183): Includes  
links to the Clinical Opiate Withdrawal Scale 
(www.drugabuse.gov/sites/default/files/files 
/ClinicalOpiateWithdrawalScale.pdf) and other 
opioid withdrawal scales from Annex 10 of the 
guidelines.

Resources for Counselors and 
Peer Providers
Organizations
Community Care Behavioral Health 
Organization (www.ccbh.com): A provider 
network focused on recovery that has published 
Supporting Recovery From Opioid Addiction: 
Community Care Best Practice Guidelines for 
Recovery-Oriented Methadone Maintenance 
(www.ccbh.com/pdfs/providers/healthchoices 
/bestpractice/MethadoneBestPracticeGuideline 
.pdf), a set of recovery-oriented practice imple-
mentation guidelines for methadone programs.

Faces & Voices of Recovery (https://facesand 
voicesofrecovery.org ): Dedicated to organizing 
and mobilizing the millions of Americans in 
recovery from addiction to alcohol and drugs, 
their families and friends, and other allies into 
recovery community organizations and networks. 
Faces & Voices of Recovery promotes the 

right resources to recover through advocacy, 
education, and demonstration of the power and 
proof of long-term recovery.

International Association of Peer Supporters 
(https://inaops.org): An organization for mental 
health and addiction peer recovery support 
specialists, recovery coaches, recovery educators 
and trainers, administrators of consumer-operated 
or peer-run organizations, and others.

Medication-Assisted Recovery Services 
(MARS) Project (www.marsproject.org): A 
peer-initiated, peer-based recovery support 
project sponsored by NAMA Recovery that 
offers, among other resources, an educational 
video about the MARS peer support program 
and an online network for MARS peer support 
personnel:

 • MARS Project Video (www.marsproject.org).

 • New York State Peer Recovery Network, Peers 
Organizing for Results Through Advocacy  
and Leadership (PORTAL) (http://advocacy 
.marsproject.org). Created to help peers in 
recovery more effectively organize their com-
munities, communicate with each other, and 
create a stronger voice for advocacy efforts.

Pillars of Peer Support Services (www.pillarsof 
peersupport.org): Develops and fosters the use 
of Medicaid funding to support peer recovery 
services in state mental health systems of care.

Recovery Community Services Program—
Statewide Network (www.samhsa.gov/grants 
/grant-announcements/ti-14-001): A SAMHSA 
grant program for peer-to-peer recovery support 
services that help people initiate and sustain 
recovery from SUDs.

Publications and Other Resources
ATTC’s Recovery-Oriented Methadone 
Maintenance (www.attcnetwork.org/userfiles 
/file/GreatLakes/5th%20Monograph_RM 
_Methadone.pdf): This guide is the most 
thorough document on this topic currently 
available and is applicable to clients receiving 
other medications for OUD.

http://www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
http://www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
http://www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
http://www.ncpoep.org/wp-content/uploads/2015/02/Appendix_7_Clinical_Institute_Narcotic_Assessment_CINA_Scale_for_Withdrawal_Symptoms.pdf
https://www.drugabuse.gov/nidamed-medical-health-professionals/tool-resources-your-practice/additional-screening-resources
https://www.drugabuse.gov/nidamed-medical-health-professionals/tool-resources-your-practice/additional-screening-resources
https://www.drugabuse.gov/nidamed-medical-health-professionals/tool-resources-your-practice/additional-screening-resources
https://www.drugabuse.gov/nidamed-medical-health-professionals/tool-resources-your-practice/additional-screening-resources
https://www.ncbi.nlm.nih.gov/books/NBK143183/
https://www.ncbi.nlm.nih.gov/books/NBK143183/
http://www.drugabuse.gov/sites/default/files/files/ClinicalOpiateWithdrawalScale.pdf
http://www.drugabuse.gov/sites/default/files/files/ClinicalOpiateWithdrawalScale.pdf
http://www.ccbh.com/
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/MethadoneBestPracticeGuideline.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/MethadoneBestPracticeGuideline.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/MethadoneBestPracticeGuideline.pdf
https://facesandvoicesofrecovery.org/
https://facesandvoicesofrecovery.org/
https://inaops.org
http://www.marsproject.org/
http://www.marsproject.org/
http://advocacy.marsproject.org/
http://advocacy.marsproject.org/
http://www.pillarsofpeersupport.org/
http://www.pillarsofpeersupport.org/
http://www.samhsa.gov/grants/grant-announcements/ti-14-001
http://www.samhsa.gov/grants/grant-announcements/ti-14-001
http://www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
http://www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
http://www.attcnetwork.org/userfiles/file/GreatLakes/5th%20Monograph_RM_Methadone.pdf
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Community Care Behavioral Health 
Organization: These publications outline phase- 
specific tasks and accompanying strategies for 
programs that serve clients who take methadone 
or buprenorphine:

 • Supporting Recovery From Opioid Addiction: 
Community Care Best Practice Guidelines for 
Recovery-Oriented Methadone Maintenance 
(www.williamwhitepapers.com/pr/Recovery 
-oriented%20Methadone%20Maintenance 
%20Best%20Practice%20Guidelines%20
2014%20-%20CCBHO.pdf)

 • Supporting Recovery From Opioid Addiction: 
Community Care Best Practice Guidelines for 
Buprenorphine and Suboxone (www.ccbh.com 
/pdfs/providers/healthchoices/bestpractice 
/Community_Care_BP_Guidelines_for 
_Buprenorphine_and_Suboxone.pdf)

Narcotics Anonymous (NA) (www.na.org): The 
organization’s most recent statement on medi-
cations for treating OUD—Narcotics Anonymous 
and Persons Receiving Medication-Assisted 
Treatment—is available online (www.na.org 
/admin/include/spaw2/uploads/pdf/pr/2306 
_NA_PRMAT_1021.pdf).

SAMHSA (https://store.samhsa.gov): This 
agency oversees medications to treat opioid 
addiction, including methadone, buprenorphine, 
and naltrexone; sets regulations; guides policy; 
and offers information and resources for the 
field. SAMHSA has many recovery-oriented 
publications for providers:

 • Dear Colleague Letters for Medication-
Assisted Treatment Providers (www.samhsa 
.gov/medication-assisted-treatment 
/legislation-regulations-guidelines/dear 
-colleague-letters). Regulations, policies, and 
best practices for OTPs can change; these 
regular communications help providers stay 
up to date on clinical and regulatory issues 
related to opioid treatment.

 • Medication-Assisted Recovery: Medication 
Assisted Peer Recovery Support Services 
Meeting Report (www.samhsa.gov/sites 
/default/files/programs_campaigns 
/medication_assisted/dear_colleague 
_letters/2015-prss-summary-report.pdf).

 • Financing Recovery Support Services: Review 
and Analysis of Funding Recovery Support 
Services and Policy Recommendations (www 
.samhsa.gov/sites/default/files/partnersfor 
recovery/docs/RSS_financing_report.pdf).

 • SAMHSA’s Working Definition of Recovery 
(https://store.samhsa.gov/shin/content 
/PEP12-RECDEF/PEP12-RECDEF.pdf).

 • Access to Recovery Approaches to Recovery-
Oriented Systems of Care (https://store 
.samhsa.gov/product/Access-to-Recovery 
-ATR-Approaches-to-Recovery-Oriented 
-Systems-of-Care/SMA09-4440).

 • Building Bridges—Co-Occurring Mental 
Illness and Addiction: Consumers and Service 
Providers, Policymakers, and Researchers in 
Dialogue (https://store.samhsa.gov/shin 
/content//SMA04-3892/SMA04-3892.pdf).

Selected Papers of William L. White (www 
.williamwhitepapers.com): Contains papers, 
monographs, and presentations on recovery, 
including recovery-oriented methadone main-
tenance, methadone and anti-medication bias, 
discrimination and methadone, NA and the 
pharmacotherapeutic treatment of OUD, and 
co-participation in 12-Step mutual-support 
groups and methadone maintenance. 

Resources for Clients and Families
Organizations
AAOTD (www.aatod.org): Offers a variety of 
resources, news releases about medication for 
the treatment of OUD, and information about its 
national conferences.

http://www.williamwhitepapers.com/pr/Recovery-oriented%20Methadone%20Maintenance%20Best%20Practice%20Guidelines%202014%20-%20CCBHO.pdf
http://www.williamwhitepapers.com/pr/Recovery-oriented%20Methadone%20Maintenance%20Best%20Practice%20Guidelines%202014%20-%20CCBHO.pdf
http://www.williamwhitepapers.com/pr/Recovery-oriented%20Methadone%20Maintenance%20Best%20Practice%20Guidelines%202014%20-%20CCBHO.pdf
http://www.williamwhitepapers.com/pr/Recovery-oriented%20Methadone%20Maintenance%20Best%20Practice%20Guidelines%202014%20-%20CCBHO.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/Community_Care_BP_Guidelines_for_Buprenorphine_and_Suboxone.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/Community_Care_BP_Guidelines_for_Buprenorphine_and_Suboxone.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/Community_Care_BP_Guidelines_for_Buprenorphine_and_Suboxone.pdf
http://www.ccbh.com/pdfs/providers/healthchoices/bestpractice/Community_Care_BP_Guidelines_for_Buprenorphine_and_Suboxone.pdf
http://www.na.org/
http://www.na.org/admin/include/spaw2/uploads/pdf/pr/2306_NA_PRMAT_1021.pdf
http://www.na.org/admin/include/spaw2/uploads/pdf/pr/2306_NA_PRMAT_1021.pdf
http://www.na.org/admin/include/spaw2/uploads/pdf/pr/2306_NA_PRMAT_1021.pdf
https://store.samhsa.gov/
https://www.samhsa.gov/medication-assisted-treatment/legislation-regulations-guidelines/dear-colleague-letters
https://www.samhsa.gov/medication-assisted-treatment/legislation-regulations-guidelines/dear-colleague-letters
https://www.samhsa.gov/medication-assisted-treatment/legislation-regulations-guidelines/dear-colleague-letters
https://www.samhsa.gov/medication-assisted-treatment/legislation-regulations-guidelines/dear-colleague-letters
https://www.samhsa.gov/medication-assisted-treatment/legislation-regulations-guidelines/dear-colleague-letters
http://www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/dear_colleague_letters/2015-prss-summary-report.pdf
http://www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/dear_colleague_letters/2015-prss-summary-report.pdf
http://www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/dear_colleague_letters/2015-prss-summary-report.pdf
http://www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/dear_colleague_letters/2015-prss-summary-report.pdf
http://www.samhsa.gov/sites/default/files/partnersforrecovery/docs/RSS_financing_report.pdf
http://www.samhsa.gov/sites/default/files/partnersforrecovery/docs/RSS_financing_report.pdf
http://www.samhsa.gov/sites/default/files/partnersforrecovery/docs/RSS_financing_report.pdf
https://store.samhsa.gov/shin/content/PEP12-RECDEF/PEP12-RECDEF.pdf
https://store.samhsa.gov/shin/content/PEP12-RECDEF/PEP12-RECDEF.pdf
https://store.samhsa.gov/product/Access-to-Recovery-ATR-Approaches-to-Recovery-Oriented-Systems-of-Care/SMA09-4440
https://store.samhsa.gov/product/Access-to-Recovery-ATR-Approaches-to-Recovery-Oriented-Systems-of-Care/SMA09-4440
https://store.samhsa.gov/product/Access-to-Recovery-ATR-Approaches-to-Recovery-Oriented-Systems-of-Care/SMA09-4440
https://store.samhsa.gov/product/Access-to-Recovery-ATR-Approaches-to-Recovery-Oriented-Systems-of-Care/SMA09-4440
https://store.samhsa.gov/shin/content//SMA04-3892/SMA04-3892.pdf
https://store.samhsa.gov/shin/content//SMA04-3892/SMA04-3892.pdf
http://www.williamwhitepapers.com/
http://www.williamwhitepapers.com/
http://www.aatod.org/
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Al-Anon Family Groups (www.al-anon.org): 
Describes group meetings where friends and 
family members of people with substance use 
issues share their experiences and learn how 
to apply the principles of the Al-Anon program 
to their individual situations. Sponsorship gives 
members the chance to get personal support 
from more experienced individuals in the 
program.

Alcoholics Anonymous (AA) (www.aa.org): 
Offers group meetings for people who have 
problems relating to drinking and wish to stop. 
AA sponsors provide members with more 
personal support from experienced individuals. 
Many people who are taking medication to treat 
OUD find AA increasingly receptive to their 
decisions about medication, and AA meetings 
are more widely available to these individuals.

ASAM: Provides patient and family education 
tools about addiction in general and OUD 
specifically:

 • Patient Resources (www.asam.org/resources 
/patientresources)

 • Opioid Addiction Treatment: A Guide  
for Patients, Families, and Friends  
(http://eguideline.guidelinecentral.com 
/i/706017-asam-opioid-patient-piece/0?)

Double Trouble in Recovery (www.hazelden.org 
/HAZ_MEDIA/3818_doubletroubleinrecovery.
pdf): Describes a fellowship of people who 
support each other in recovering from substance 
use and mental disorders.

Dual Recovery Anonymous (www.draonline.org):  
Presents information on mutual-help organiza-
tion that follows 12-Step principles in supporting 
people recovering from addiction and emotional 
or mental illness. Focuses on preventing relapse 
and actively improving members’ quality of life 
through a community of mutual support.

Faces & Voices of Recovery (https://facesand 
voicesofrecovery.org): Offers recovery stories, 
news, events information, publications, and 
webinars.

Heroin Anonymous (http://heroinanonymous 
.org): Describes a nonprofit fellowship of 
individuals in recovery from heroin addiction 
committed to helping each other stay sober. 
This organization holds local support meetings, a 
directory of which can be found on its website.

LAC (https://lac.org): Offers information about 
the rights of people with criminal records,  
HIV/AIDS, and SUDs.

Learn to Cope (www.learn2cope.org):  
Describes a secular mutual-help group that offers 
education, resources, and peer support for the 
families of people with SUDs (although the focus 
is primarily on OUD). The organization maintains 
an online forum, but groups are only available in 
a few states.

NA (www.na.org): Provides a global, community- 
based organization with a multilingual, multi-
cultural membership that supports addiction 
recovery via a 12-Step program, including 
regular group meeting attendance. Members 
hold nearly 67,000 meetings weekly in 139 
countries. NA is an ongoing support network 
for maintaining a drug-free lifestyle. NA doesn’t 
focus on a particular addictive substance.

NAMA Recovery (www.methadone.org): Offers 
an education series, provides training and 
certification for Certified MAT Advocates, and 
has local chapters and international affiliates that 
act to advocate for methadone patients. It has 
a helpful webpage titled FAQs About Advocate 
Training and Certification (www.methadone.org 
/certification/faq.html).

Nar-Anon Family Groups (www.nar-anon.org):  
Provides group meetings where friends and 
family of people with drug use problems can 
share their experiences and learn to apply 
the 12-Step Nar-Anon program to their lives. 
Nar-Anon groups also offer more individualized 
support from experienced individuals in the 
program who act as sponsors.

http://www.al-anon.org/
http://www.aa.org
https://www.asam.org/resources/patientresources
https://www.asam.org/resources/patientresources
http://eguideline.guidelinecentral.com/i/706017-asam-opioid-patient-piece/0?
http://eguideline.guidelinecentral.com/i/706017-asam-opioid-patient-piece/0?
http://www.hazelden.org/HAZ_MEDIA/3818_doubletroubleinrecovery.pdf
http://www.hazelden.org/HAZ_MEDIA/3818_doubletroubleinrecovery.pdf
http://www.hazelden.org/HAZ_MEDIA/3818_doubletroubleinrecovery.pdf
http://www.draonline.org/
https://facesandvoicesofrecovery.org/
https://facesandvoicesofrecovery.org/
http://www.heroinanonymous.org/
http://www.heroinanonymous.org/
http://www.lac.org
http://www.learn2cope.org/
https://www.na.org/
http://www.methadone.org
http://www.methadone.org/certification/faq.html
http://www.methadone.org/certification/faq.html
http://www.nar-anon.org/
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National Alliance on Mental Illness (NAMI) 
(www.nami.org): Describes the largest grassroots 
educational, peer support, and mental health 
advocacy organization in the United States. 
Founded in 1979 by a group of family members 
of people with mental disorders, NAMI has 
developed into an association of hundreds 
of local affiliates, state organizations, and 
volunteers.

Parents of Addicted Loved Ones (https://
palgroup.org): Presents a secular support group 
for parents who have a child with an SUD. The 
organization has meetings in only some states 
but also hosts telephone meetings.

Pills Anonymous (www.pillsanonymous.org): 
Offers a 12-Step mutual-support group that 
holds regular meetings in which individuals in 
recovery from addiction to pills share their expe-
riences, build their strengths, and offer hope for 
recovery to one another.

Secular Organizations for Sobriety (www.sos 
sobriety.org): Describes a nonprofit, nonreligious 
network of autonomous, nonprofessional local 
groups that support people in achieving and 
maintaining abstinence from alcohol and drug 
addiction.

Self-Management for Addiction Recovery 
(SMART Recovery) (www.smartrecovery.org):  
Is a self-empowering addiction recovery support 
group; participants learn science-based tools  
for addiction recovery and have access to an  
international recovery community of mutual-help 
groups.

Stop Stigma Now (www.stopstigmanow.org):  
Describes an advocacy organization that works 
to eradicate prejudice associated with taking 
medication to treat OUD and offers resources 
and a media library.

Women for Sobriety (https://womenfor 
sobriety.org/beta2): Offers an abstinence-based 
mutual-help group that helps women find their 
individual paths to recovery by acknowledging 
the unique needs women have in recovery. 
This organization is not affiliated with any other 
recovery organization. It offers recovery tools to 
help women in recovery develop coping skills 
focused on emotional growth, spiritual growth, 
self-esteem, and a healthy lifestyle.

Publications and Other Resources
AAAP Patient Resources (www.aaap.org 
/patient-resources/helpful-links): Offers resources 
and publications for patients and their families.

Addiction Treatment Forum, Narcotics 
Anonymous and the Pharmacotherapeutic 
Treatment of Opioid Addiction in the United 
States (http://atforum.com/documents 
/2011NAandMedication-assistedTreatment.pdf): 
Presents William White’s publication for people 
receiving medication for OUD that gives infor-
mation on the pros and cons of 12-Step groups 
and how to prepare for meetings.

ASAM, Opioid Addiction Treatment: A Guide 
for Patients, Families, and Friends (http://
eguideline.guidelinecentral.com/i/706017-asam 
-opioid-patient-piece): Provides a guide about 
the treatment of OUD for patients, families, and 
friends.

HHS:

 • Smokefree.gov (https://smokefree.gov). 
Provides useful information that helps indi-
viduals in planning and maintaining tobacco 
cessation.

 • BeTobaccoFree.gov (https://betobaccofree 
.hhs.gov/health-effects/nicotine-health). 
Provides information for individuals struggling 
with nicotine addiction and links for clinicians 
that provide guidance on the care for patients 
with nicotine addiction.

http://www.nami.org/
https://palgroup.org/
https://palgroup.org/
http://www.pillsanonymous.org/
http://www.sossobriety.org/
http://www.sossobriety.org/
http://www.smartrecovery.org/
http://www.smartrecovery.org/
http://www.stopstigmanow.org/
http://womenforsobriety.org/beta2/
http://womenforsobriety.org/beta2/
http://www.aaap.org/patient-resources/helpful-links/
http://www.aaap.org/patient-resources/helpful-links/
http://atforum.com/documents/2011NAandMedication-assistedTreatment.pdf
http://atforum.com/documents/2011NAandMedication-assistedTreatment.pdf
http://eguideline.guidelinecentral.com/i/706017-asam-opioid-patient-piece)
http://eguideline.guidelinecentral.com/i/706017-asam-opioid-patient-piece)
http://eguideline.guidelinecentral.com/i/706017-asam-opioid-patient-piece)
https://smokefree.gov/
https://betobaccofree.hhs.gov/health-effects/nicotine-health/
https://betobaccofree.hhs.gov/health-effects/nicotine-health/
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LAC (https://lac.org/resources/substance-use 
-resources/medication-assisted-treatment 
-resources). Maintains a library of documents 
related to medication for the treatment of OUD 
and other resources, including an advocacy 
toolkit, sample support letter form, training 
materials, and webinars:

 • Driving on Methadone or Buprenorphine 
(Suboxone): DUI? (http://lac.org/wp-content 
/uploads/2014/07/Driving-on-Methadone-or 
-Suboxone-DUI.pdf) factsheet.

 • Know Your Rights: Employment Discrimination  
Against People With Alcohol/Drug Histories 
(https://lac.org/resources/substance-use 
-resources/employment-education-housing 
-resources/webinar-know-rights-employment 
-discrimination-people-alcoholdrug-histories) 
webinar.

 • Know Your Rights: Rights for Individuals on 
Medication-Assisted Treatment (https://lac 
.org/wp-content/uploads/2014/12/Know 
_Your_Rts_-_MAT_final_9.28.10.pdf) 
publication.

 • Medication-Assisted Treatment for Opioid 
Addiction: Myths and Facts (http://lac.org 
/wp-content/uploads/2016/02/Myth-Fact 
-for-MAT.pdf) factsheet.

NAMA Recovery (www.methadone.org): Offers 
many resources and training opportunities to 
become a certified advocate for pharmacotherapy 
for OUD and provides links to resources related 
to medication for the treatment of OUD.

National Council on Alcoholism and Drug 
Dependence’s Consumer Guide to Medication-
Assisted Recovery (www.ncadd.org/images 
/stories/PDF/Consumer-Guide-Medication 
-Assisted-Recovery.pdf).

NIAAA’s Rethinking Drinking (www.rethinking 
drinking.niaaa.nih.gov/help-links): Provides links 
to patient and family education, help lines, and 
other recovery resources.

SAMHSA (https://store.samhsa.gov): Provides 
patient and family educational tools about OUD 
and medication treatment for OUD treatment. 
The resources below are available in several 
languages, including Spanish and Russian:

 • Decisions in Recovery: Treatment for Opioid 
Use Disorders (https://store.samhsa.gov 
/product/Decisions-in-Recovery-Treatment 
-for-Opioid-Use-Disorders/SMA16-4993). 
Helps clients identify an appropriate path of 
recovery from OUD.

 • The Facts About Buprenorphine for Treatment 
of Opioid Addiction (https://store.samhsa 
.gov/shin/content//SMA14-4442/SMA14 
-4442.pdf).

 • The Facts About Naltrexone for Treatment of 
Opioid Addiction (https://store.samhsa.gov 
/shin/content/SMA09-4444/SMA09-4444.pdf).

 • Know Your Rights: Rights for Individuals on 
Medication-Assisted Treatment (https://store 
.samhsa.gov/product/Rights-for-Individuals 
-on-Medication-Assisted-Treatment 
/SMA09-4449).

 • Medication-Assisted Treatment for Opioid 
Addiction: Facts for Families and Friends 
(www.ct.gov/dmhas/lib/dmhas/publications 
/MAT-InfoFamilyFriends.pdf).

 • What Every Individual Needs To Know About 
Methadone Maintenance (https://store.samhsa 
.gov/product/What-Every-Individual-Needs 
-to-Know-About-Methadone-Maintenance 
/SMA06-4123).

 • What Is Substance Abuse Treatment? A 
Booklet for Families (https://store.samhsa 
.gov/shin/content/SMA14-4126/SMA14 
-4126.pdf).

https://lac.org/resources/substance-use-resources/medication-assisted-treatment-resources/
https://lac.org/resources/substance-use-resources/medication-assisted-treatment-resources/
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http://lac.org/wp-content/uploads/2016/02/Myth-Fact-for-MAT.pdf
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http://www.ncadd.org/images/stories/PDF/Consumer-Guide-Medication-Assisted-Recovery.pdf
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Treatment Locators
Faces & Voices of Recovery Guide to Mutual 
Aid Resources  (http://facesandvoicesof 
recovery.org/resources/mutual-aid-resources): 
Offers a comprehensive list of 12-Step and non-
12-Step recovery support groups throughout the 
United States and online.

National Alliance of Advocates for 
Buprenorphine Treatment (www.treatment 
match.org/TM_index.php): Offers a free, 24/7 
anonymous treatment-matching service for 
patients and providers.

Probuphine Healthcare Provider Locator 
(https://probuphinerems.com/probuphine 
-locator): Offers a list of healthcare professionals 
who prescribe, insert, and/or remove buprenor-
phine implants.

SAMHSA:

 • Behavioral Health Treatment Services Locator 
is a directory of inpatient treatment providers 
(https://findtreatment.samhsa.gov).

 • Behavioral Health Treatment Services Locator: 
Self-Help, Peer Support, and Consumer 
Groups (Addiction) provides a directory for 
consumers (https://findtreatment.samhsa.gov 
/locator/link-focSelfGP).

 • Buprenorphine Treatment Practitioner Locator 
provides an interactive treatment locator of 
providers who prescribe buprenorphine (www 
.samhsa.gov/medication-assisted-treatment 
/physician-program-data/treatment-physician 
-locator).

 • Opioid Treatment Program Directory provides 
an interactive SAMHSA OTP treatment locator 
(https://dpt2.samhsa.gov/treatment/directory 
.aspx).

VA Substance Use Disorder Program Locator 
(www.va.gov/directory/guide/SUD.asp): Provides 
an interactive treatment locator for VA SUD 
treatment programs.

Patient Success Stories
Patients’ success stories highlight the powerful 
ways in which medication for the treatment of 
OUD can help people achieve remission and 
recovery. Examples of patient success stories 
include the following:

 • Carol (https://vimeo.com/105287902)

 • Brandon (https://vimeo.com/105078010)

 • Archie (www.youtube/iHJ6K4VQvrw?list 
=PLGV_2NAg58zkUOZRupfKc6_Z7jaBf7h-V)

 • MARS Project Video (www.marsproject.org)

Online Boards and Chat Rooms
12-Step Forums: A variety of NA and AA 
meetings are available online, each with its own 
perspective on medication:

 • The AA online intergroup directory lists 
numerous online AA meetings, which occur  
at specific times (https://aa-intergroup.org 
/directory_venue.php?code=CH).

 • The NA chatroom asks that participants not 
talk about medication (www.nachatroom.net).

Facebook Forums and Groups: Many  
medication-assisted recovery organizations 
maintain a presence on Facebook because of the 
ease of creating online mutual-support and chat 
groups:

 • A.T. Watchdog: A Pro Methadone 
Maintenance Support Group (www.facebook 
.com/groups/1599996730222196)

 • Clean & Sober Today (www.facebook.com 
/groups/1822841161286327)

 • Heroin Anonymous (www.facebook.com 
/HeroinAnonymous)

 • Medication-Assisted Treatment Miracles 
(www.facebook.com/groups/MATMiracles)

 • Methadone Discussion (www.facebook.com 
/groups/MethadoneSupport)

http://facesandvoicesofrecovery.org/resources/mutual-aid-resources/
http://facesandvoicesofrecovery.org/resources/mutual-aid-resources/
https://www.treatmentmatch.org/TM_index.php
https://www.treatmentmatch.org/TM_index.php
https://probuphinerems.com/probuphine-locator/
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https://findtreatment.samhsa.gov/
https://findtreatment.samhsa.gov/locator/link-focSelfGP
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https://youtu.be/iHJ6K4VQvrw?list=PLGV_2NAg58zkUOZRupfKc6_Z7jaBf7h-V
http://www.marsproject.org/
https://aa-intergroup.org/directory_venue.php?code=CH
https://aa-intergroup.org/directory_venue.php?code=CH
http://www.nachatroom.net/
http://www.facebook.com/groups/1599996730222196
http://www.facebook.com/groups/1599996730222196
https://www.facebook.com/groups/1822841161286327/
https://www.facebook.com/groups/1822841161286327/
http://www.facebook.com/HeroinAnonymous/
http://www.facebook.com/HeroinAnonymous/
https://www.facebook.com/groups/MATMiracles/
https://www.facebook.com/groups/MethadoneSupport/
https://www.facebook.com/groups/MethadoneSupport/
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 • NAMA Recovery:

 − NAMA-R (www.facebook.com/groups 
/NAMARecoveryTN)

 − Boston Methadone & Bupe Patient 
Discussion (www.facebook.com/groups 
/833560336673414)

 − NAMA Recovery of Washington (www 
.facebook.com/groups/398175280306632)

 • Secular Organizations for Sobriety (www 
.facebook.com/groups/251215211975)

 • Social Media 4Recovery (www.facebook.com 
/groups/748016625286020)

 • Stop Stigma Now (www.facebook.com/Stop 
-Stigma-Now-1482990085299885)

 • Suboxone/Buprenorphine Treatment and 
Support—Detox/Maintenance (www.facebook 
.com/groups/Fightingthestigmaofaddiction)

Heroin Addiction & Recovery Forum (http://
killtheheroinepidemicnationwide.org/forum): An 
online discussion forum for both people who are 
addicted to heroin and their friends and families.

Moms on Methadone (www.circleofmoms.com 
/moms-on-methadone): An online support group 
for pregnant women or women with children 
who are taking medication to treat OUD.

SMART Recovery Online Forum (www.smart 
recovery.org/community/forum.php): An online 
group that welcomes new members.

We Speak Methadone (and Buprenorphine) 
(www.methadone.org/wespeakmethadone): 
A discussion forum for medication-assisted 
treatment patients, their families, and advocates.

https://www.facebook.com/groups/NAMARecoveryTN/
https://www.facebook.com/groups/NAMARecoveryTN/
https://www.facebook.com/groups/833560336673414/
https://www.facebook.com/groups/833560336673414/
https://www.facebook.com/groups/398175280306632/
https://www.facebook.com/groups/398175280306632/
http://www.facebook.com/groups/251215211975/
http://www.facebook.com/groups/251215211975/
https://www.facebook.com/groups/748016625286020/
https://www.facebook.com/groups/748016625286020/
https://www.facebook.com/Stop-Stigma-Now-1482990085299885/
https://www.facebook.com/Stop-Stigma-Now-1482990085299885/
http://www.facebook.com/groups/Fightingthestigmaofaddiction/
http://www.facebook.com/groups/Fightingthestigmaofaddiction/
http://killtheheroinepidemicnationwide.org/forum/
http://killtheheroinepidemicnationwide.org/forum/
http://www.circleofmoms.com/moms-on-methadone
http://www.circleofmoms.com/moms-on-methadone
https://www.smartrecovery.org/community/forum.php
https://www.smartrecovery.org/community/forum.php
http://www.methadone.org/wespeakmethadone
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Provider Tools and Sample Forms
Provider Screening and Assessment Tools and Aids

Alcohol Use Disorders Identification Test (AUDIT)

1.   How often do you have a drink containing 
alcohol?

(0) Never [Skip to Questions 9–10]
(1) Monthly or less
(2) 2 to 4 times a month
(3) 2 to 3 times a week
(4) 4 or more times a week

6.   How often during the last year have you 
needed an alcoholic drink first thing in the 
morning to get yourself going after a night of 
heavy drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

2.   How many drinks containing alcohol do you 
have on a typical day when you are drinking?
(0) 1 or 2
(1) 3 or 4
(2) 5 or 6
(3) 7, 8, or 9
(4) 10 or more

7.   How often during the last year have you had a 
feeling of guilt or remorse after drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

3.   How often do you have six or more drinks on 
one occasion?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

Skip to Questions 9 and 10 if total score for 
Questions 2 and 3 = 0

8.   How often during the last year have you been 
unable to remember what happened the night 
before because you had been drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

4.   How often during the last year have you found  
that you were not able to stop drinking once 
you had started?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

9.   Have you or someone else been injured as a 
result of your drinking?
(0) No
(2)     Yes, but not in the last year
(4)     Yes, during the last year

5.   How often during the last year have you failed 
to do what was normally expected from you 
because of drinking?
(0) Never
(1) Less than monthly
(2) Monthly
(3) Weekly
(4) Daily or almost daily

10.  Has a relative, friend, doctor, or another health 
professional expressed concern about your 
drinking or suggested you cut down?
(0) No
(2)     Yes, but not in the last year
(4)     Yes, during the last year

Note: Add up the points associated with answers. A score of 8 or more is considered a positive test for unhealthy drinking.
 Adapted from material in the public domain.3 Available online (http://auditscreen.org).

http://auditscreen.org
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Stable Resource Toolkit

Audit-C – Overview
The AUDIT-C is a 3-item alcohol screen that can help identify persons who are hazardous drinkers or have active 
alcohol use disorders (including alcohol abuse or dependence). The AUDIT-C is a modified version of the 10 question 
AUDIT instrument.

Clinical Utility
The AUDIT-C is a brief alcohol screen that reliably identifies patients who are hazardous drinkers or have active 
alcohol use disorders.

Scoring
The AUDIT-C is scored on a scale of 0-12. 

Each AUDIT-C question has 5 answer choices. Points allotted are: 
a = 0 points, b = 1 point, c = 2 points, d = 3 points, e = 4 points

 • In men, a score of 4 or more is considered positive, optimal for identifying hazardous drinking or active alcohol use 
disorders.

 • In women, a score of 3 or more is considered positive (same as above).

 • However, when the points are all from Question #1 alone (#2 & #3 are zero), it can be assumed that the patient is 
drinking below recommended limits and it is suggested that the provider review the patient’s alcohol intake over 
the past few months to confirm accuracy.3

 • Generally, the higher the score, the more likely it is that the patient’s drinking is affecting his or her safety.

Psychometric Properties
For identifying patients with heavy/hazardous drinking and/or Active-DSM alcohol abuse or dependence

MEN1 WOMEN2

≥3 Sens: 0.95 / Spec. 0.60 Sens: 0.66 / Spec. 0.94

≥4 Sens: 0.86 / Spec. 0.72 Sens: 0.48 / Spec. 0.99

For identifying patients with active alcohol abuse or dependence

MEN1 WOMEN2

≥3 Sens: 0.90 / Spec. 0.45 Sens: 0.80 / Spec. 0.87

≥4 Sens: 0.79 / Spec. 0.56 Sens: 0.67 / Spec. 0.94

1.  Bush K, Kivlahan DR, McDonell MB, et al. The AUDIT Alcohol Consumption Questions (AUDIT-C): An effective brief screening test 
for problem drinking. Arch Internal Med. 1998 (3): 1789-1795.

2.  Bradley KA, Bush KR, Epler AJ, et al. Two brief alcohol-screening tests from the Alcohol Use Disorders Identification Test (AUDIT): 
Validation in a female veterans affairs patient population. Arch Internal Med Vol 165, April 2003: 821-829.

3.  Frequently Asked Questions guide to using the AUDIT-C can be found via the website:  
https://www.queri.research.va.gov/tools/alcohol-misuse/alcohol-faqs-print.cfm

Continued on next page

https://www.queri.research.va.gov/tools/alcohol-misuse/alcohol-faqs-print.cfm
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Reprinted from material in the public domain.4 Available online (https://www.integration.samhsa.gov/images/res/tool 
_auditc.pdf).

AUDIT-C Questionnaire

Patient Name: _____________________________________________________     Dates of Visit: ______________________

1. How often do you have a drink containing alcohol?
 □ a. Never

 □ b. Monthly or less

 □ c. 2-4 times a month

 □ d. 2-3 times a week

 □ e. 4 or more times a week

2. How many standard drinks containing alcohol do you have on a typical day?
 □ a. 1 or 2

 □ b. 3 or 4

 □ c. 5 or 6

 □ d. 7 to 9

 □ e. 10 or more

3. How often do you have six or more drinks on one occasion?
 □ a. Never

 □ b. Less than monthly

 □ c. Monthly

 □ d. Weekly

 □ e. Daily or almost daily

AUDIT-C is available for use in the public domain.

https://www.integration.samhsa.gov/images/res/tool_auditc.pdf
https://www.integration.samhsa.gov/images/res/tool_auditc.pdf
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Drug Abuse Screening Test (DAST-10)

General Instructions
“Drug use” refers to (1) the use of prescribed or over-the-counter drugs in excess of the directions, and (2) any nonmedical 
use of drugs. The various classes of drugs may include cannabis (i.e., marijuana, hashish), solvents (e.g., paint thinner), tran-
quilizers (e.g., Valium), barbiturates, cocaine, stimulants (e.g., speed), hallucinogens (e.g., LSD), or narcotics (e.g., heroin). 
The questions do not include alcoholic beverages. 

Please answer every question. If you have trouble with a question, then choose the response that is mostly right.

Segment: ____________            Visit Number: ___________            Date of Assessment: ______/_______/________

These questions refer to drug use in the past 12 months. Please answer No or Yes.

1. Have you used drugs other than those required for medical reasons?  □ No  □ Yes

2. Do you use more than one drug at a time?  □ No  □ Yes

3. Are you always able to stop using drugs when you want to?  □ No  □ Yes

4. Have you had “blackouts” or “flashbacks” as a result of drug use?  □ No  □ Yes

5. Do you ever feel bad or guilty about your drug use?  □ No  □ Yes

6. Does your spouse (or parents) ever complain about your involvement with drugs?  □ No  □ Yes

7. Have you neglected your family because of your use of drugs?  □ No  □ Yes

8. Have you engaged in illegal activities to obtain drugs?  □ No  □ Yes

9. Have you ever experienced withdrawal symptoms (i.e., felt sick) when you stopped  
taking drugs?

 □ No  □ Yes

10. Have you had medical problems as a result of your drug use (e.g., memory loss, 
hepatitis, convulsions, bleeding)?

 □ No  □ Yes

Comments:

Scoring
Score 1 point for each “Yes,” except for question 3, for which a “No” receives 1 point.

DAST Score: __________

Interpretation of Score:

Score Degree of Problems Related to Drug Abuse Suggested Action

0 No problems reported None at this time

1–2 Low level Monitor, reassess at a later date

3–5 Moderate level Further investigation

6–8 Substantial level Intensive assessment

9–10 Severe level Intensive assessment

Adapted with permission.5,6
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DSM-5 Opioid Use Disorder Checklist7

Patient’s Name: ___________________________________________________________    Date of Birth: ______________________

Worksheet for DSM-5 Criteria for Diagnosis of Opioid Use Disorder

DIAGNOSTIC CRITERIA
(Opioid use disorder requires that at least 2 criteria be 
met within a 12-month period.)

MEETS 
CRITERIA?
Yes OR No NOTES/SUPPORTING INFORMATION

1. Opioids are often taken in larger amounts or over  
a longer period of time than intended.

2. There is a persistent desire or unsuccessful efforts 
to cut down or control opioid use.

3. A lot of time is spent in activities necessary to 
obtain the opioid, use the opioid, or recover from 
its effects.

4. Craving, or a strong desire to use opioids.

5. Recurrent opioid use resulting in failure to fulfill 
major role obligations at work, school, or home.

6. Continued opioid use despite having persistent or 
recurrent social or interpersonal problems caused 
or exacerbated by the effects of opioids.

7. Important social, occupational, or recreational 
activities are given up or reduced because of 
opioid use.

8. Recurrent opioid use in situations in which it is 
physically hazardous.

9. Continued use despite knowledge of having a 
persistent or recurrent physical or psychological 
problem that is likely to have been caused or 
exacerbated by opioids.

10. Tolerance,* as defined by either of the following: 
(a)  a need for markedly increased amounts of 

opioids to achieve intoxication or desired effect
(b)  markedly diminished effect with continued use 

of the same amount of an opioid

11. Withdrawal,* as manifested by either of the 
following:
(a)  the characteristic opioid withdrawal syndrome

(b)  the same (or a closely related) substance is 
taken to relieve or avoid withdrawal symptoms

*This criterion is not met for individuals taking opioids solely under appropriate medical supervision.

Severity: mild = 2–3 symptoms; moderate = 4–5 symptoms; severe = 6 or more symptoms

Signed: _____________________________________________________        Date: _______________________
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Heaviness of Smoking Index

Ask these two questions of current or recent smokers:

1. How soon after waking do you smoke your first cigarette?
 • Within 5 minutes (3 points)
 • 5–30 minutes (2 points)
 • 31–60 minutes (1 point)
 • 61 or more minutes (no points)

2. How many cigarettes a day do you smoke?
 • 10 or less (no points)
 • 11–20 (1 point)
 • 21–30 (2 points)
 • 31 or more (3 points)

Total score: 1 to 2 points = very low dependence; 3 points = low to moderate dependence; 4 points = 
moderate dependence; 5 or more points = high dependence

Adapted with permission.8

NIAAA Single-Item Screener

How many times in the past year have you had five or more drinks in a day (four drinks for women 
and all adults older than age 65)?

A response of one or more times is considered a positive screen. Patients who screen positive should  
have an assessment for alcohol use disorder.

Adapted with permission.9
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Opioid Overdose: Risk, Prevention, Identification, and Response

Overdose Risk

 • Using heroin (possibly mixed with illicitly manufactured fentanyl or fentanyl analogs)

 • Using prescription opioids that were not prescribed

 • Using prescription opioids more frequently or at higher doses than prescribed

 • Using opioids after a period of abstinence or reduced use (e.g., after medically supervised withdrawal  
or incarceration)

 • Using opioids with alcohol, benzodiazepines, or both

Overdose Prevention

 • Don’t use opioids that were not prescribed.

 • Take medications only as prescribed.

 • Don’t use drugs when you are alone.

 • Don’t use multiple substances at once.

 • Have naloxone available and make sure others know where it is and how to use it.

 • Use a small “test dose” if returning to opioid use after a period of abstinence, if the substance appears 
altered or has been acquired from an unfamiliar source. Beware: This doesn’t guarantee safety; illicitly 
manufactured fentanyl or other substances may be present in the drug, and any use may be fatal.

Overdose Identification

 • Fingernails or lips are blue or purple.

 • Breathing or heartbeat is slow or stopped. 

 • The person is vomiting or making gurgling noises.

 • The person can’t be awakened or is unable to speak.

Overdose Response

 • Call 9-1-1.

 • Administer naloxone (more than one dose may be needed to restore adequate spontaneous breathing).

 • Perform rescue breathing. If certified to provide cardiopulmonary resuscitation, perform chest 
compressions if there is no pulse.

 • Put the person in the “recovery position,” on his or her side and with the mouth facing to the side to 
prevent aspiration of vomit, if he or she is breathing independently.

 • Stay with the person until emergency services arrive. Naloxone’s duration of action is 30–90 minutes. 
The person should be observed after this time for a return of opioid overdose symptoms.

Adapted from material in the public domain.10
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Physical Signs of Opioid Withdrawal and Time to Onset

STAGE GRADE
PHYSICAL 

SIGNS/SYMPTOMS

Early Withdrawal

Short-acting opioids: 8–24 hours after last use
Long-acting opioids: Up to 36 hours after last use

Grade 1 Lacrimation, rhinorrhea, or both
Diaphoresis
Yawning
Restlessness
Insomnia

Early Withdrawal

Short-acting opioids: 8–24 hours after last use
Long-acting opioids: Up to 36 hours after last use

Grade 2 Dilated pupils
Piloerection
Muscle twitching
Myalgia
Arthralgia
Abdominal pain

Fully Developed Withdrawal

Short-acting opioids: 1–3 days after last use
Long-acting opioids: 72–96 hours after last use

Grade 3 Tachycardia
Hypertension
Tachypnea
Fever
Anorexia or nausea
Extreme restlessness

Fully Developed Withdrawal

Short-acting opioids: 1–3 days after last use
Long-acting opioids: 72–96 hours after last use

Grade 4 Diarrhea, vomiting, or both
Dehydration
Hyperglycemia
Hypotension
Curled-up position

Total duration of withdrawal:

• Short-acting opioids: 7–10 days.
• Long-acting opioids: 14 days or more.

Single-Item Drug Screener

How many times in the past year have you 
used an illegal drug or used a prescription 
medication for nonmedical reasons?

(A positive screen is 1 or more days.)

Reprinted with permission.11

Signs of Opioid Intoxication

Physical Findings

Drowsy but arousable
Sleeping intermittently (“nodding off”)
Constricted pupils

Mental Status Findings

Slurred speech
Impaired memory or concentration
Normal to euphoric mood
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Substance Misuse and SUD Screening

Adapted with permission.12

Negative

Reinforce 
healthy behavior 

Substance misuse screening

Substance misuse

Positive

Assess substance use 
and comorbidities

Substance 
use disorder

Brief counseling Brief counseling and 
treatment referral

-Monitoring/follow up
Consider 

pharmacotherapy 

If misuse continues, negotiate 
a plan and refer to treatment 

Ongoing assessment
and support 
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TAPS Tool Part I

Directions: The TAPS Tool Part 1 is a 4-item screening for tobacco use, alcohol use, prescription medication 
misuse, and illicit substance use in the PAST YEAR. Question 2 should be answered by males, and Question 3 
should be answered by females. Each of the four multiple-choice items has five possible responses to choose 
from. Check the box to select your answer.

In the PAST 12 MONTHS:

1. How often have you used any tobacco product (for example, cigarettes, ecigarettes, cigars, pipes, or smokeless 
tobacco)?

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

2. How often have you had 5 or more drinks containing alcohol in 1 day? One standard drink is about 1 small glass  
of wine (5 oz), 1 beer (12 oz), or 1 single shot of liquor. (Note: This question should only be answered by males.)

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

3. How often have you had 4 or more drinks containing alcohol in 1 day? One standard drink is about 1 small glass  
of wine (5 oz), 1 beer (12 oz), or 1 single shot of liquor. (Note: This question should only be answered by females.)

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

4. How often have you used any drugs including marijuana, cocaine or crack, heroin, methamphetamine (crystal meth), 
hallucinogens, or ecstasy/MDMA?

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily

5. How often have you used any prescription medications just for the feeling, more than prescribed, or that were not 
prescribed for you? Prescription medications that may be used this way include opiate pain relievers (for example, 
OxyContin, Vicodin, Percocet, or methadone), medications for anxiety or sleeping (for example, Xanax, Ativan, or 
Klonopin), or medications for ADHD (for example, Adderall or Ritalin).

□ Never               □ Less than monthly               □ Monthly               □ Weekly               □ Daily or almost daily
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TAPS Tool Part 2

Directions: The TAPS Tool Part 2 is a brief assessment for tobacco use, alcohol use, illicit substance use, and 
prescription medication misuse in the PAST 3 MONTHS ONLY. Each of the following questions and subquestions 
has two possible answers, yes or no. Check the box to select your answer.

In the PAST 3 MONTHS:

1. Did you smoke a cigarette containing tobacco?

If “Yes,” answer the following questions:

 • Did you usually smoke more than 10 cigarettes each day?
 • Did you usually smoke within 30 minutes after waking?

 □ Yes

 □ Yes □ Yes

 □ No

 □ No □ No

2. Did you have a drink containing alcohol?

If “Yes,” answer the following questions:

 • Did you have 4 or more drinks containing alcohol in a day?*  
(Note: This question should only be answered by females.) 

 • Did you have 5 or more drinks containing alcohol in a day?*  
(Note: This question should only be answered by males.)

 • Have you tried and failed to control, cut down, or stop drinking?
 • Has anyone expressed concern about your drinking?

 □ Yes

 □ Yes 

 □ Yes 

 □ Yes □ Yes

 □ No

 □ No 

 □ No 

 □ No □ No

3. Did you use marijuana (hash, weed)?

If “Yes,” answer the following questions:

 • Have you had a strong desire or urge to use marijuana at least once a week or more often? 
 • Has anyone expressed concern about your use of marijuana?

 □ Yes

 □ Yes □ Yes

 □ No

 □ No □ No

4. Did you use cocaine, crack, or methamphetamine (crystal meth)?

If “Yes,” answer the following questions:

 • Did you use cocaine, crack, or methamphetamine (crystal meth) at least once a week or more often?
 • Has anyone expressed concern about your use of cocaine, crack, or methamphetamine (crystal 

meth)?

 □ Yes

 □ Yes 

 □ Yes

 □ No

 □ No 

 □ No

5. Did you use heroin?

If “Yes,” answer the following questions:

 • Have you tried and failed to control, cut down, or stop using heroin?
 • Has anyone expressed concern about your use of heroin?

 □ Yes

 □ Yes □ Yes

 □ No

 □ No □ No

6. Did you use a prescription opiate pain reliever (for example Percocet or Vicodin) not as  
prescribed or that was not prescribed for you?

If “Yes,” answer the following questions:

 • Have you tried and failed to control, cut down, or stop using an opiate pain reliever?
 • Has anyone expressed concern about your use of an opiate pain reliever?

 □ Yes 

 □ Yes □ Yes

 □ No 

 □ No □ No

*One standard drink is about 1 small glass of wine (5 oz), 1 beer (12 oz), or 1 single shot of liquor.

Continued on next page
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7. Did you use medication for anxiety or sleep (for example, Xanax, Ativan, or Klonopin)   
not as prescribed or that was not prescribed for you?

If “Yes,” answer the following questions:

 • Have you had a strong desire or urge to use medications for anxiety or sleep at least once  
a week or more often?

 • Has anyone expressed concern about your use of medication for anxiety or sleep?

 □ Yes 

 □ Yes 

 □ Yes

 □ No 

 □ No 

 □ No

8. Did you use medication for ADHD (for example, Adderall or Ritalin) not as prescribed  
or  that was not prescribed for you?

If “Yes,” answer the following questions:

 • Did you use a medication for ADHD (for example, Adderall or Ritalin) at least once a week or  
more often?

 • Has anyone expressed concern about your use of medication for ADHD (for example, Adderall  
or Ritalin)?

 □ Yes 

 □ Yes 

 □ Yes

 □ No 

 □ No 

 □ No

9. Did you use any other illegal or recreational drugs (for example, ecstasy, molly,  GHB,  
poppers, LSD, mushrooms, special K, bath salts, synthetic marijuana [“spice”],  whip-its)?

If “Yes,” answer the following question:

 • What were the other drug(s) you used? (write in response)

 □ Yes  □ No

The complete tool is available online (https://cde.drugabuse.gov/instrument/29b23e2e-e266-f095-e050-bb89ad43472f). 
Adapted from material in the public domain.13

Two-Item Drug Use Disorder Screener for Primary Care Clinics Serving U.S. Veterans

Question 1: How many days in the past 12 months have you used drugs other than alcohol?
(A positive screen is 7 or more days.) If <7, proceed with Question 2.

Question 2: How many days in the past 12 months have you used drugs more than you meant to?
(A positive screen is 2 or more days.)

Adapted with permission.14

https://cde.drugabuse.gov/instrument/29b23e2e-e266-f095-e050-bb89ad43472f
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Urine Drug Testing Window of Detection15,16

DRUG POSITIVE TEST
WINDOW OF 
DETECTION* COMMENTS

Amphetamine; 
methamphetamine; 
3,4-methylenedioxy-
methamphetamine

Amphetamine 1–2 days False positives w/ bupropion, 
chlorpromazine, desipramine, fluoxetine, 
labetalol, promethazine, ranitidine, 
pseudoephedrine, trazadone, and 
other common medications. Confirm 
unexpected positive results with the  
laboratory.

Barbiturates Barbiturates Up to 6 weeks N/A

Benzodiazepines Benzodiazepines 1–3 days; up to 6 
weeks with heavy 
use of long-acting 
benzodiazepines

Immunoassays may not be sensitive 
to therapeutic doses, and most 
immunoassays have low sensitivity to 
clonazepam and lorazepam. Check with 
your laboratory regarding sensitivity and 
cutoffs. False positives with sertraline or 
oxaprozin.

Buprenorphine Buprenorphine 3–4 days Will screen negative on opiate screen. 
Tramadol can cause false positives. Can 
be tested for specifically.

Cocaine Cocaine, 
benzoylecgonine

2–4 days; 10–22 
days with heavy 
use

N/A

Codeine Morphine, 
codeine, 
high-dose 
hydrocodone

1–2 days Will screen positive on opiate 
immunoassay.

Fentanyl Fentanyl 1–2 days Will screen negative on opiate screen. 
Can be tested for specifically. May not 
detect all fentanyl-like substances.17

Heroin Morphine, 
codeine

1–2 days Will screen positive on opiate 
immunoassay. 6-monoacetylmorphine, a 
unique metabolite of heroin, is present in 
urine for about 6 hours. Can be tested for 
specifically to distinguish morphine from 
heroin, but this is rarely clinically useful.

Hydrocodone Hydrocodone, 
hydromorphone

2 days May screen negative on opiate 
immunoassay. Can be tested for 
specifically.

Hydromorphone May not be 
detected

1–2 days May screen negative on opiate 
immunoassay. Can be tested for 
specifically.

 Continued on next page
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Urine Drug Testing Window of Detection (continued)

DRUG POSITIVE TEST
WINDOW OF 
DETECTION* COMMENTS

Marijuana Tetrahydrocan-
nabinol

Infrequent 
use of 1–3 days; 
chronic use of 
up to 30 days

False positives possible with efavirenz, 
ibuprofen, and pantoprazole.

Methadone Methadone 2–11 days Will screen negative on opiate screen. Can 
be tested for specifically.

Morphine Morphine, 
hydromorphone

1–2 days Will screen positive on opiate 
immunoassay. Ingestion of poppy plant/
seed may screen positive.

Oxycodone Oxymorphone 1–1.5 days Typically screens negative on opiate 
immunoassay. Can be tested for 
specifically.

*Detection time may vary depending on the cutoff.

Using Signs and Symptoms To Determine Optimal Methadone Level

Adapted with permission.18

0 2 4 6 8 10 12 14 16 18 20 22 24

Opioid Overmedication Signs:
 Pinpoint pupils, drowsy or nodding off, listless mental status, itching/scratching,
 flushing, decreased body temperature, slowed heartbeat and/or respirations

Opioid Withdrawal—Subjective Symptoms:
 Drug craving, anxious feelings or depression, irritability, fatigue, insomnia, hot/cold 
 flashes, aching muscles/joints, nausea, disorientation, restlessness

Severe Opioid Withdrawal—Objective Signs:
 Dilated pupils, illicit opioid use, “goose flesh,” perspiring, shaking, diarrhea, vomiting, runny 
 nose, sneezing, yawning, fever, hypertension, increased heartbeat and/or respirations

Peak

Trough

Methadone
Comfort

Zone

Serum
Level

       No Illicit Opioid Use
No Withdrawal or Overmedication

Hours
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Provider Informational, Educational, and Decision-Making Tools

Key Elements of an OBOT Clinic Diversion Control Plan19

New Patients
Check the state’s PDMP before admission 
to determine whether patients are receiving 
opioids or benzodiazepine prescriptions from 
other providers. 

Ask patients to sign a release of information to 
speak with the other prescribers. Patients who 
are unwilling to sign a release of information are 
poor candidates for outpatient treatment. 

Review the clinic diversion control policy with 
new patients. This should include counseling 
patients to:

 • Keep buprenorphine locked up and out of 
children’s reach.

 • Never share medication with anyone.

 • Never sell medication to anyone.

 • Acknowledge giving or selling medication to 
others as illegal.

 • Take medication only as prescribed.

 • Review, understand, and agree to the 
practice’s buprenorphine treatment 
agreement before they start.

Prescribe buprenorphine/naloxone when 
possible, rather than monoproduct. Exceptions 
would include prescribing the monoproduct for 
pregnant women with OUD.

Prescribe an adequate but not excessive dose. 
Most patients respond to doses at or below 
24 mg per day. Carefully evaluate requests 
for higher doses and confirm, document, and 
assess medication adherence continuously. 

Ongoing Patients
Periodically check the state’s PDMP.

Conduct random urine tests that include 
a wide spectrum of opioids—including 
morphine, oxycodone, and buprenorphine—and 
periodically include buprenorphine metabolites. 
This will help monitor response to treatment and 
determine whether patients are taking at least 
some of their prescribed buprenorphine. 

Use unobserved specimen collection to 
preserve patient privacy and dignity:

 • Do not let patients bring backpacks, jackets, or 
other items into the bathroom.

 • Do not let others enter bathrooms with patients.

 • Temperature test the urine sample. 

Use observed specimen collection (obtained by 
a staff member of the same gender) or oral fluid 
testing if there is reason to suspect tampering or 
falsification. 

Contact patients at random; ask them to bring 
in their medication within a reasonable period 
(24 to 48 hours) to count the tablets/films to 
ensure that all medication is accounted for.

Provide a limited number of days of medication 
per prescription without refills (e.g., several days 
or 1 week per prescription) until the patient has 
demonstrated stability and lowered diversion 
risk.
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Key Points of Patient Education  
for Buprenorphine

Before starting OUD treatment with buprenorphine, 
patients should:

 • Tell providers the prescribed and over-the-counter 
medications they take, to allow drug interaction 
assessment.

 • Understand the goal of the first week of treatment: 
To improve withdrawal symptoms without 
oversedation.

 • Tell providers if they feel sedated or euphoric within 
1 to 4 hours after their dose.

 • Be given the appropriate buprenorphine 
medication guide.

 • Know possible side effects, including:
 - Headache.
 - Dizziness.
 - Nausea.
 - Vomiting.
 - Sweating.
 - Constipation.
 - Sexual dysfunction.

 • Agree to store medication securely and out of the 
reach of others.

 • Alert providers if they discontinue medications, 
start new ones, or change their medication dose.

 • Understand that discontinuing buprenorphine 
increases risk of overdose death upon return to 
illicit opioid use.

 • Know that use of alcohol or benzodiazepines with 
buprenorphine increases the risk of overdose and 
death.

 • Understand the importance of informing providers 
if they become pregnant.

 • Tell providers if they are having a procedure that 
may require pain medication.

 • Be aware of resources through which to obtain 
further education for:
 - Themselves (https://store.samhsa.gov/product 
/SMA16-4993).

 - Their families and friends (http://www.ct.gov 
/dmhas/lib/dmhas/publications/MAT-Info 
FamilyFriends.pdf).

Key Points of Patient Education  
for Methadone

Before starting OUD treatment with methadone, 
patients should:

 • Be told that the methadone dose is started low 
and increased slowly over days and weeks with 
monitoring, because it takes 4 or more days for the 
body to adjust to a dose change. This is necessary 
to avoid the risk of overdose.

 • Understand that the goal of the first weeks of 
treatment is to improve withdrawal symptoms 
without oversedation. Patients should tell providers 
if they feel sedated or high within the first 4 hours 
after their dose.

 • Learn the symptoms of methadone intoxication and 
how to seek emergency care. The first 2 weeks of 
treatment have the highest risk of overdose.

 • Be aware that rescue naloxone does not last very 
long, so they should remain in emergency care for 
observation if they are treated for opioid overdose.

 • Know that concurrent alcohol, benzodiazepine, or 
other sedative use with methadone increases the 
risk of overdose and death.

 • Inform OTP nursing/medical staff about prescribed 
and over-the-counter medications and herbs 
(e.g., St. John’s wort) they are taking, stopping, or 
changing doses of to allow assessment of potential 
drug–drug interactions.

 • Inform other treating healthcare professionals that 
they are receiving methadone treatment.

 • Plan to avoid driving or operating heavy machinery 
until their dose is stabilized.

 • Learn about other possible side effects of 
methadone, including dizziness, nausea, vomiting, 
sweating, constipation, edema, and sexual 
dysfunction.

 • Agree to keep take-home doses locked up and 
out of the reach of others. Understand that giving 
methadone, even small amounts, to others may be 
fatal.

 • Inform providers if they become pregnant.

 • Understand that stopping methadone increases 
their risk of overdose death if they return to illicit 
opioid use.

https://store.samhsa.gov/product/SMA16-4993
https://store.samhsa.gov/product/SMA16-4993
http://www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
http://www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
http://www.ct.gov/dmhas/lib/dmhas/publications/MAT-InfoFamilyFriends.pdf
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Key Points of Patient Education  
for Naltrexone

 • Do not use any opioids in the 7 to 10 days (for short 
acting) or 10 to 14 days (for long acting) before 
starting XR-NTX, to avoid potentially serious opioid 
withdrawal symptoms. Opioids include: 
 - Heroin.
 - Prescription opioid analgesics (including 
tramadol).

 - Cough, diarrhea, or other medications that 
contain codeine or other opioids.

 - Methadone.
 - Buprenorphine.

 • Seek immediate medical help if symptoms of 
allergic reaction or anaphylaxis occur, such as:
 - Itching.
 - Swelling.
 - Hives.
 - Shortness of breath.
 - Throat tightness.

 • Do not try to override the opioid blockade with 
large amounts of opioids, which could result in 
overdose.

 • Understand the risk of overdose from using opioids 
near the time of the next injection, after missing a 
dose, or after stopping medications. 

 • Report injection site reactions including:
 - Pain.
 - Hardening.
 - Lumps.
 - Blisters.
 - Blackening.
 - Scabs.
 - An open wound.

Some of these reactions could require surgery to 
repair (rarely).

 • Report signs and symptoms of hepatitis. 

 • Report depression or suicidal thoughts. Seek 
immediate medical attention if these symptoms 
appear.

 • Seek medical help if symptoms of pneumonia 
appear (e.g., shortness of breath, fever). 

 • Tell providers of naltrexone treatment, as treatment 
differs for various types of pneumonia. 

 • Inform all healthcare professionals of XR-NTX 
treatment.

 • Report pregnancy. 

 • Inform providers of any upcoming medical 
procedures that may require pain medication.

 • Understand that taking naltrexone may result in 
difficulty achieving adequate pain control if acute 
medical illness or trauma causes severe acute pain.

 • Wear medical alert jewelry and carry a medical alert 
card indicating you are taking XR-NTX. A patient 
wallet card or medical alert bracelet can be ordered 
at 1-800-848-4876.
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Medication Management for Patients With Respiratory or Hepatic Impairment Who  
Take Buprenorphine

CONTRAINDICATION/CAUTION MANAGEMENT

Compromised respiratory function 

(e.g., chronic obstructive pulmonary 
disease, decreased respiratory reserve, 
hypoxia, hypercapnia [abnormally 
elevated blood levels of carbon dioxide], 
preexisting respiratory depression).

 • Prescribe with caution; monitor closely.

 • Warn patients about the risk of using benzodiazepines or 
other depressants while taking buprenorphine.20

 • Support patients in their attempts to discontinue tobacco 
use.

Hepatic impairment 

Buprenorphine and naloxone are 
extensively metabolized by the liver. 
Moderate to severe impairment results 
in decreased clearance, increased overall 
exposure to both medications, and 
higher risk of buprenorphine toxicity and 
precipitated withdrawal from naloxone. 
These effects have not been observed in 
patients with mild hepatic impairment.21,22

 • Mild impairment (Child-Pugh score of 5–6):23  
No dose adjustment needed. 

 • Moderate impairment (Child-Pugh score of 7–9):24  
Combination products are not recommended; they may 
precipitate withdrawal.

*Use combination products cautiously for maintenance 
treatment in patients who’ve been inducted with a 
monoproduct;25,26 monitor for signs and symptoms of 
buprenorphine toxicity or overdose.27 Naloxone may 
interfere with buprenorphine’s efficacy.28,29

 • Severe impairment (Child-Pugh score of 10–15):30 
Do not use the combination product.31 For monoproduct, 
consider halving the starting and titration doses used in 
patients with normal liver function; monitor for signs and 
symptoms of toxicity or overdose caused by increased 
buprenorphine levels.32

*Moderate to severe impairment results in much more reduced clearance of naloxone than of buprenorphine. Nasser et 
al.33 found that moderate impairment doubled or tripled exposure (compared with subjects with no or mild impairment) 
for both medications. In subjects with severe impairment, buprenorphine exposure was two to three times higher; 
naloxone exposure increased more than tenfold.

Adapted from material in the public domain.34 

Monitoring Recovery Activities

At medical management visits, do not simply ask about attendance at recovery support meetings; explore the 
level of participation and engagement in those activities. Some activities include:

 • Finding and working closely with a sponsor.

 • “Working” the 12 Steps at 12-Step meetings and with a sponsor.

 • Doing service at meetings (e.g., setting up chairs, making coffee, going on a “commitment” to speak at a 
meeting in a jail or an inpatient drug and alcohol program).

 • Having and frequently attending a regular “home” group.35

Remember this statement from recovery experts A. Thomas McLellan and William White: “Recovery status is 
best defined by factors other than medication status. Neither medication-assisted treatment of opioid addiction 
nor the cessation of such treatment by itself constitutes recovery. Recovery status instead hinges on broader 
achievements in health and social functioning—with or without medication support.”36
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OUD Medications: An Overview37,38

CATEGORY BUPRENORPHINE* METHADONE XR-NTX**

A
p

p
ro

p
ri

at
e 

p
at

ie
n

ts

Typically for patients with 
OUD who are physiologically 
dependent on opioids

Typically for patients with 
OUD who are physiologically 
dependent on opioids and 
who meet federal criteria for 
OTP admission

Typically for patients with 
OUD who have abstained 
from short-acting opioids 
for at least 7–10 days and 
long-acting opioids for at 
least 10–14 days

P
h

ar
m

ac
ol

og
y Opioid receptor partial agonist

Reduces opioid withdrawal and 
craving; blunts or blocks euphoric 
effects of self-administered illicit 
opioids through cross-tolerance 
and opioid receptor occupancy.

Opioid receptor agonist

Reduces opioid withdrawal 
and craving; blunts or blocks 
euphoric effects of self-
administered illicit opioids 
through cross-tolerance and 
opioid receptor occupancy.

Opioid receptor 
antagonist

Blocks euphoric effects 
of self-administered illicit 
opioids through opioid 
receptor occupancy. 
Causes no opioid effects.

P
at

ie
n

t 
E

d
u

ca
ti

on

Tell patients:
 • That they will need to be in 
opioid withdrawal to receive 
their first dose to avoid 
buprenorphine-precipitated 
opioid withdrawal.

 • About the risk of overdose with 
concurrent benzodiazepine 
or alcohol use, with injecting 
buprenorphine, and after 
stopping the medication.

Tell patients:
 • That their dose will start 
low and build up slowly to 
avoid oversedation; it takes 
several days for a given 
dose to have its full effect.

 • About overdose risk in the 
first 2 weeks of treatment, 
especially with concurrent 
benzodiazepine or alcohol 
use, and after stopping 
the medication.

Tell patients:
 • That they will need to be 
opioid free for at least 
7–10 days for short-
acting and at least 10–14 
days for long-acting 
opioids before their first 
dose to avoid XR-NTX-
precipitated opioid 
withdrawal (which may 
require hospitalization).

 • About the risk of 
overdose after stopping 
the medication.

A
d

m
in

is
tr

at
io

n

Daily (or off-label less-than-daily 
dosing regimens) administration 
of sublingual or buccal tablet or 
film. Subdermal implants every 6 
months, for up to 1 year, for stable 
patients. Monthly subcutaneous 
injection of extended-release 
formulation in abdominal 
region for patients treated with 
transmucosal buprenorphine for 
at least 1 week.

Daily oral administration 
as liquid concentrate, 
tablet, or oral solution from 
dispersible tablet or powder 
(unless patients can take 
some home).

Every 4 weeks or once-
per-month intramuscular 
injection. 

P
re

sc
ri

b
in

g Physicians, NPs, and PAs need a 
waiver to prescribe. Any pharmacy  
can fill a prescription for sublingual 
or buccal formulations. OTPs 
can administer/dispense by OTP 
physician order without a waiver.

SAMHSA-certified OTPs can 
provide methadone for daily 
onsite administration or at-
home self-administration for 
stable patients.

Physicians, NPs, or 
PAs prescribe or order 
administration by 
qualified healthcare 
professionals. 

*Long-acting buprenorphine implants (every 6 months) for patients on a stable dose of buprenorphine are also 
available through implanters and prescribers with additional training and certification through the Probuphine REMS 
Program. Extended-release buprenorphine monthly subcutaneous injections are available only through prescribers and 
pharmacies registered with the Sublocade REMS Program.

**Naltrexone hydrochloride tablets (50 mg each) are also available for daily oral dosing but have not been shown to be 
more effective than treatment without medication or placebo because of poor patient adherence.
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OUD Medications: Comparison To Guide Shared Decision Making

CATEGORY BUPRENORPHINE METHADONE NALTREXONE

Appropriate 
patients

Typically for patients 
with OUD who are 
physiologically dependent 
on opioids

Typically for patients 
with OUD who are 
physiologically dependent 
on opioids and who meet 
federal criteria for OTP 
admission

Typically for patients with 
OUD who are abstinent 
from short-acting opioids 
for 7 days and long-acting 
opioids for 10–14 days

Outcome: 
Retention in 
treatment 

Higher than treatment 
without medication and 
treatment with placebo39

Higher than treatment 
without OUD medication 
and treatment with 
placebo40

Treatment retention with 
oral naltrexone is no better 
than with placebo or no 
medication;41 for XR-NTX, 
treatment retention is 
higher than for treatment 
without OUD medication 
and treatment with 
placebo;42,43 treatment 
retention is lower than 
with opioid receptor 
agonist treatment

Outcome: 
Suppression of 
illicit opioid use

Effective Effective Effective

Outcome: 
Overdose 
mortality

Lower for people in 
treatment than for  
those not in it

Lower for people in 
treatment than for  
those not in it

Unknown

Location/ 
frequency of 
office visits

Office/clinic: Begins daily 
to weekly, then tailored to 
patient’s needs 

OTP: Can treat with 
buprenorphine 6–7 days/
week initially; take-
homes are allowed 
without the time-in-
treatment requirements of 
methadone

OTP only: 6–7 days/week 
initially; take-homes are 
allowed based on time 
in treatment and patient 
progress

Office/clinic: Varies from 
weekly to monthly

Who can 
prescribe/order?

Physicians, NPs,* and 
PAs* possessing federal 
waiver can prescribe 
and dispense; can be 
dispensed by a community 
pharmacy or an OTP

OTP physicians order the 
medication; nurses and 
pharmacists administer 
and dispense it

Physicians, NPs,* and PAs*

*NPs and PAs should check with their state to determine whether prescribing buprenorphine, naltrexone, or both is 
within their allowable scope of practice.

Continued on next page
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OUD Medications: Comparison To Guide Shared Decision Making (continued)

CATEGORY BUPRENORPHINE METHADONE NALTREXONE

Administration Sublingual/buccal; implant 
by specially trained 
provider, and only for 
stabilized patients

Oral Oral or intramuscular 
(Note: Oral naltrexone 
is less effective than the 
other OUD medications.)

Misuse/diversion 
potential

Low in OTPs or other 
settings with observed 
dose administration; 
moderate for take-
home doses; risk can be 
mitigated by providing 
take-homes to stable 
patients and a diversion 
control plan

Low in OTPs with directly 
observed therapy; 
moderate for take-
home doses; risk can be 
mitigated by a diversion 
control plan

None

Sedation Low unless concurrent 
substances are 
present (e.g., alcohol, 
benzodiazepines)

Low unless dose titration 
is too quick or dose is 
not adjusted for the 
presence of concurrent 
substances (e.g., alcohol, 
benzodiazepines)

None

Risk of  
medication- 
induced respira-
tory depression

Very rare; lower than 
methadone

Rare, although higher than 
buprenorphine; may be 
elevated during the first 2 
weeks of treatment or in 
combination with other 
sedating substances

None 

Risk of 
precipitated 
withdrawal 
when starting 
medication

Can occur if started too 
prematurely after recent 
use of other opioids

None Severe withdrawal is 
possible if period of 
abstinence is inadequate 
before starting medication

Withdrawal 
symptoms on 
discontinuation

Present; lower than 
methadone if abruptly 
discontinued

Present; higher than 
buprenorphine if abruptly 
discontinued

None

Most common 
side effects

Constipation, vomiting, 
headache, sweating, 
insomnia, blurred vision

Constipation, vomiting, 
sweating, dizziness, 
sedation

Difficulty sleeping, anxiety, 
nausea, vomiting, low 
energy, joint and muscle 
pain, headache, liver 
enzyme elevation

XR-NTX: Injection site pain, 
nasopharyngitis, insomnia, 
toothache

D. Coffa, December 2017 (personal communication). Adapted with permission.
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OUD Medications: Formulations44,45

GENERIC/
TRADE NAME FORMULATIONS

ACTION AT THE 
RECEPTOR FDA INDICATIONS DOSING REGIMEN

Methadone 
(Methadose, 
Dolophine)

Orally as liquid 
concentrate, 
tablet, or oral 
solution of 
powder or 
dispersible 
tablet 

Mu-opioid receptor 
full agonist

Medically supervised 
withdrawal and 
maintenance 
treatment of opioid 
dependence; additional 
formulations FDA-
approved for pain are 
not a focus of this TIP

Once daily (also 
off-label dosing 
regimens if 
appropriate, such 
as split dose twice 
daily) 

Generic  
buprenorphine 
monoproduct 

Sublingual tablet Mu-opioid receptor 
partial agonist

Treatment of opioid 
dependence; additional 
formulations FDA-
approved for pain are 
not a focus of this TIP

Once daily (also 
alternative off-label 
regimens) 

Generic  
combination 
product  
(buprenorphine/
naloxone)

Sublingual tablet Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens) 

Buprenorphine/
naloxone 
(Zubsolv)

Sublingual tablet Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens) 

Buprenorphine/
naloxone 
(Bunavail)

Buccal film Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens)

Buprenorphine/
naloxone 
(Suboxone)

Sublingual film; 
may also be 
administered 
buccally

Mu-opioid receptor 
partial agonist 
combined with 
mu-opioid receptor 
antagonist; 
the latter is 
not absorbed 
sublingually 

Treatment of opioid 
dependence

Once daily (also 
alternative off-label 
regimens)

Continued on next page
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OUD Medications: Formulations (continued)

GENERIC/
TRADE NAME FORMULATIONS

ACTION AT THE 
RECEPTOR FDA INDICATIONS DOSING REGIMEN

Buprenorphine 
(Probuphine)

Implants Mu-opioid receptor 
partial agonist

Maintenance treatment 
of opioid dependence 
in clinically stable 
patients taking 8 mg/
day or less of Suboxone 
equivalents

Implants last for 
6 months and are 
then removed, 
after which a 
second set can be 
inserted

Extended-
release 
injection 
buprenorphine 
(Sublocade)

Subcutaneous 
injection in 
the abdominal 
region

Mu-opioid receptor 
partial agonist

Treatment of 
moderate-to-severe 
OUD among patients 
initiated and taking 
transmucosal 
buprenorphine for at 
least 7 days 

Monthly

Oral naltrexone 
(Revia)

Oral tablet Mu-opioid receptor 
antagonist

Block the effects of 
administered opioid 
agonists

Once daily (also 
alternative off-label 
regimens)

XR-NTX (Vivitrol) Intramuscular 
injection

Mu-opioid receptor 
antagonist

Prevent return to opioid 
dependence after 
medically supervised 
opioid withdrawal

Once monthly by 
injection
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Referring Patients Who Receive OUD Pharmacotherapy to Behavioral Health Therapies

Case
management

Vocational
training

Yes No

Yes No

Is the patient
willing to engage

in additional
behavioral health

therapies?

Is the patient
entering an OTP 
for methadone or

intensive treatment?

Offer best advice and
ongoing motivational

interviewing; revisit
offer for behavioral
health therapies.

Counseling, peer
support, and case
management will
likely be provided
through the OTP.

Identify specific 
needs, and refer 
appropriately to 
one or more of 
the following:

Counseling: 
Individual, family,

and/or group

Peer support groups:
Alcoholics Anonymous,
Narcotics Anonymous,

SMART Recovery, 
buprenorphine groups

Housing, 
transportation,

food, legal, and other
support programs 
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Strategies for Managing Benzodiazepine Use by Patients in OUD Treatment

 • Carefully assess the patient’s benzodiazepine use, including:
 - Intent of use.
 - Source (check the state’s PDMP).
 - Amount and route of use.
 - Binge use.
 - Prior overdoses.
 - Harms (e.g., car crashes, criminal acts, sleep trouble).
 - Co-use with other substances that further increase risk for respiratory depression and overdose.
 - Withdrawal history (e.g., seizures, delirium).

 • Also assess the following:
 - Psychiatric and medical comorbidity
 - Motivation for change
 - Psychosocial support system (obtain history from a significant other if the patient permits)

 • Gauge level of care and setting needed (e.g., residential, outpatient). Inpatient treatment may be best for 
patients with poor motivation, limited psychosocial support, serious or complicated comorbidity, or injection 
or binge use.

 • Coordinate with other prescribers. Some patients may have taken appropriately prescribed benzodiazepines 
for years with limited or no evidence of misuse. For such patients, tapering benzodiazepines may be 
contraindicated and unrealistic.

 • Address comorbid mental disorders (e.g., anxiety, depression) with other medications or psychosocial 
treatments, when feasible.

 • Provide medically supervised withdrawal from benzodiazepines or refer to specialty care for same. 

 • Create a treatment plan with built-in conditions (e.g., urine testing, more frequent visits, short medication 
supply).

 • Frequently review patient progress and objective outcomes, such as:
 - Urine drug testing.
 - PDMP reports.
 - Psychosocial functioning.
 - Reports from significant others.

 • Revise treatment plans as needed, and document the rationale for treatment decisions.

Adapted with permission.46
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Sample Provider Forms

General forms

Goal-Setting Form

Patient’s Name: ________________________________________________________________    Date: _________________________

GOAL CATEGORY

CURRENT  
SITUATION SCORE
10 = major problems  
and 0 = no problems

What would need  
to change to decrease 

this score?

PRIORITY SCORE 
10 = highest priority (“I really 
want to work on this”) and  

1 = lowest priority (“I really do 
not want to work on this”)

Opioid use

Other illicit drug use: ______________

Alcohol use

Tobacco use

Physical health

Mental health

Legal/court issues

Finances

Job/employment

Hobbies

Family relations

Partner relations

Supportive drug-free network

Education

Keeping medication safe
(e.g., not giving it away, selling it, 
having it stolen)

Other

Other

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.
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Goal Sheet and Coping Strategies Form

Goals are things you would like to accomplish.

Patient’s Name: _______________________________________________________________     Date: _________________________

List of Triggers to Using Drugs

People To Stay Away From

Places To Stay Away From

Ways To Cope or Manage Stress Without Using Drugs

3-MONTH  
GOALS

6-MONTH  
GOALS

1-YEAR  
GOALS

1

2

3

1

2

3

1

2

3

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.
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Medical Management Visit Form

Patient’s Name: ___________________________________________________________ ID#____________________________

Date: ____________________                   Week#: _________                   Dose: ________ mg                   □ No Show

Heroin/cocaine or other illicit drug use since last visit?

________________________________________________________________________________________________________________

Symptoms or signs that might indicate return to use (e.g., changes in mood, physical appearance)?

________________________________________________________________________________________________________________

Since the last visit, are there any problems with the following:

If yes, explain

Drug Use □ Yes     □ No

Alcohol Use □ Yes     □ No

Psychiatric □ Yes     □ No

Medical □ Yes     □ No

Employment □ Yes     □ No

Social/Family □ Yes     □ No

Legal □ Yes     □ No

Any new problem to add to Treatment Plan Review?      □ Yes     □ No

________________________________________________________________________________________________________________

Plan to address any new problem _________________________________________________________________________________

________________________________________________________________________________________________________________

Participation in Narcotics Anonymous or Alcoholics Anonymous since last visit?      □ Yes     □ No

Length of Session: ________________       Healthcare Professional Signature: ___________________________________________

D. Fiellin, December 3, 2016 (personal communication). Adapted with permission.
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Patient Urine Drug Screen and Medication Count Monitoring Form

Patient’s Name: ______________________________________________________     Dates To Be Called: ____________________

Called for: 

 □ Urine Drug Screen

 □ Medication Count at □Office or □Pharmacy FOR: _____________________________________________________________

 □ Buprenorphine/Naloxone

 □ Other (list drug: ___________________________, ___________________________, ___________________________) 

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.

Documentation of Phone Call to Patient

Patient was called at _____________________________ (insert phone #) on ____________________ (date) at  

_____:_____ (time) and informed of monitoring required (described above) within the next _______ hours. 

Check One: 

 □ I spoke with patient 

 □ Message left on answering machine/voicemail

 □ Message left with ________________________________________________

 □ Other __________________________________________________________

Signature of Staff Member Making Phone Call: _______________________________________________________ 
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Date: ___________________

To:  Pharmacists @ ________________________________________ Pharmacy

From:   Healthcare Provider: ____________________________________________ 

 Clinic Address: _________________________________________________

 Phone Number: ________________________________________________

My patient, __________________________________, is starting office-based buprenorphine treatment for opioid 
dependence.

As part of monitoring this treatment, we ask the patient to do buprenorphine tablet/film counts at random times (we 
call the patient when it’s time for a pill/film count).

The above-named patient lives much closer to your pharmacy than to our treatment clinic. It would be a big help to 
me and this patient if you would be able to perform periodic tablet/film counts on his/her buprenorphine and then fax 
this form to us.

On the days we call the patient for a random tablet/film count, the patient would come to your pharmacy with his or 
her pill bottle. When we call the patient to go for a random tablet/film count, we will fax this form to you. We would 
appreciate if you could record the tablet/film count results on this form and fax it back to us the same day. This would 
be a real help to me in monitoring my patient’s treatment and also a great service to the patient.

Thank you very much for your help with this! Sincerely,

________________________________________________
                                 Signature

M. Lofwall, February 27, 2017 (personal communication). Adapted with permission.

Pharmacy Tablet/Film Count Form

(Note: Before sending this form, discuss with the pharmacist first to explain goals and procedures and to ensure 
agreement and understanding.)

Buprenorphine/naloxone formulation: _________________________________________ 

Dose per tablet/film: _______________

Total # of tablets/films remaining in bottle: ______________  Fill date on bottle: ___________________

Total # of tablets/films dispensed on fill date: ____________  Tablet/film count correct?   □Yes   □No

Please fax this back to: _____________________________________

Thank You!
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CONSENT TO PARTICIPATE IN METHADONE OR BUPRENORPHINE TREATMENT

Patient’s Name: _____________________________________________________      Date: ________________

I authorize and give voluntary consent to _________________________________ [insert name of program] 
to dispense and administer medications—including methadone or buprenorphine—to treat my opioid 
use disorder. Treatment procedures have been explained to me, and I understand that I should take my 
medication at the schedule determined by the program physician, or his/her designee, in accordance 
with federal and state regulations.

I understand that, like all other medications, methadone or buprenorphine can be harmful if not taken 
as prescribed. It has been explained to me that I must safeguard these medications and not share them 
with anyone because they can be fatal to children and adults if taken without medical supervision.

I also understand that methadone and buprenorphine produce physical opioid dependence.

Like all medications, they may have side effects. Possible side effects, as well as alternative treatments 
and their risks and benefits, have been explained to me.

I understand that it is important for me to inform any medical and psychiatric provider who may treat 
me that I am enrolled in an opioid treatment program. In this way, the provider will be aware of all the 
medications I am taking, can provide the best possible care, and can avoid prescribing medications that 
might affect my treatment with methadone or buprenorphine or my recovery.

I understand that I may withdraw voluntarily from this treatment program and discontinue the use of 
these medications at any time. If I choose this option, I understand I will be offered medically supervised 
withdrawal.

For women of childbearing age: Pregnant women treated with methadone or buprenorphine have 
better outcomes than pregnant women not in treatment who continue to use opioid drugs. Newborns 
of mothers who are receiving methadone or buprenorphine treatment may have opioid withdrawal 
symptoms (i.e., neonatal abstinence syndrome). The delivery hospital may require babies who are 
exposed to opioids before birth to spend a number of days in the hospital for monitoring of withdrawal 
symptoms. Some babies may also need medication to stop withdrawal. If I am or become pregnant, I 
understand that I should tell the medical staff of the OTP right away so I can receive or be referred to 
prenatal care. I understand that there are ways to maximize the healthy course of my pregnancy while I 
am taking methadone or buprenorphine.

Signature of Patient: ___________________________________________________     Date of Birth: ________________     

Date: ________________     Witness: ______________________________________________________________________

Adapted from material in the public domain.47

Standard Consent to Opioid Maintenance Treatment Form for OTPs
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Buprenorphine Forms

Buprenorphine Diversion Control Policy

XYZ Medical Practice
Office-Based Opioid Use Disorder Policy and Procedure Manual

Policy Title: Diversion Control for Patients Prescribed Transmucosal (Sublingual) Buprenorphine

Effective Date: ______________________ (Month, Day, Year)

This Diversion Control Policy is provided for educational and informational purposes only. It is intended to offer healthcare 
professionals guiding principles and policies regarding best practices in diversion control for patients who are prescribed 
buprenorphine. This policy is not intended to establish a legal or medical standard of care. Healthcare professionals should 
use their personal and professional judgment in interpreting these guidelines and applying them to the particular circum-
stances of their individual patients and practice arrangements. The information provided in this Policy is provided “as is” 
with no guarantee as to its accuracy or completeness.

Preamble: Healthcare professionals can now treat up to 275 patients with buprenorphine. This increased access may contrib-
ute to increased diversion, misuse, and related harms. Signs that a patient is misusing or diverting buprenorphine include (1) 
missed appointments; (2) requests for early refills because pills were lost, stolen, or other reasons; (3) urine screens negative 
for buprenorphine, positive for opioids; (4) claims of being allergic or intolerant to naloxone and requesting monotherapy; 
(5) nonhealing or fresh track marks; or (5) police reports of selling on the streets. Likewise, there are a range of reasons for 
diversion and misuse (e.g., diverting to family/friends with untreated opioid addiction with the intent of trying to “help” 
convince them to also get treatment; diverting to family/friends on a treatment waiting list; selling some or all of the  
medication to pay off old drug debts/purchase preferred opioid of misuse/pay for treatment in places where there are 
inadequate addiction treatment professionals taking private insurance or Medicaid for such reasons as inadequate reim-
bursement/no reimbursement/burdensome prior authorization process).

The safety and health of patients and others in the community could be at risk if misuse and diversion are not addressed 
proactively throughout treatment. The reputation of XYZ Medical Practice may also be put at risk.

Definitions: Diversion is defined as the unauthorized rerouting or misappropriation of prescription medication to someone 
other than for whom it was intended (including sharing or selling a prescribed medication); misuse includes taking medica-
tion in a manner, by route or by dose, other than prescribed.48

Purpose: Misuse and diversion should be defined and discussed with patients at the time of treatment entry; periodically 
throughout treatment, particularly when there have been returns to illicit drug use; and when suspected (e.g., incorrect 
buprenorphine pill/film count) or confirmed. These procedures will establish the steps to be taken to prevent, monitor, and 
respond to misuse and diversion of buprenorphine. The response should be therapeutic and matched to the patients’ needs, 
as untreated opioid use disorder and treatment dropout/administrative discharges may lead to increased patient morbidity 
and mortality and further use of diverted medications or illicit opioids associated with overdose death.

Procedures for Prevention:

 • Use buprenorphine/naloxone combination products when medically indicated and cost is not an issue. Reserve 
the daily buprenorphine monoproducts for pregnant patients and patients who could not afford treatment if the 
combination product were required, who have a history of stability in treatment and low diversion risk, or who have 
arrangements for observed dosing. Buprenorphine monoproducts are recommended for pregnant women.

 • Counsel patients on safe storage of, and nonsharing of, medications. Patients must agree to safe storage of their 
medication. This is even more critical if there are children in the home where the patient lives. Counsel patients 
about acquiring locked devices and avoiding storage in parts of the home frequented by visitors (e.g., do not 
recommend storage in the kitchen or common bathrooms). Proactively discuss how medication should be stored and 
transported when traveling to minimize risk of unintended loss.

 • Counsel patients on taking medication as instructed and not sharing medication. Explicitly explain to patients the 
definitions of diversion and misuse, with examples. Patients are required to take medication as instructed by the 
healthcare professional; for example, they may not crush or inject the medication.

 • Check the prescription drug monitoring program for new patients and check regularly thereafter. Prescription drug 
monitoring program reports can be a useful resource when there is little history available or when there is a concern 
based on observation. Check for prescriptions that interact with buprenorphine and for other buprenorphine 
prescribers.
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 • Prescribe a therapeutic dose that is tailored to the patient’s needs. Do not routinely provide an additional supply 
“just in case.” Question patients who say they need a significantly higher dose, particularly when they are already at 
24 mg per day of buprenorphine equivalents.

 • Make sure the patient understands the practice’s treatment agreement and prescription policies. The XYZ Medical 
Practice’s treatment agreement and other documentation are clear about policies regarding number of doses in 
each prescription, refills, and rules on “lost” prescriptions. Review the policies in person with the patient. Offer an 
opportunity for questions. Patient and provider must sign the agreement. Review the policies again with the patient 
at subsequent appointments. See Sample Buprenorphine Treatment Agreement or Sample XR-NTX Treatment 
Agreement as needed.

Procedures for Monitoring:
 • Request random urine tests. The presence of buprenorphine in the urine indicates that the patient has taken some 

portion of the prescribed dose. Absence of buprenorphine in the urine supports nonadherence. Testing for bu-
prenorphine metabolites (which are present only if buprenorphine is metabolized) should periodically be included to 
minimize the possibility that buprenorphine is added directly to the urine sample. Dipstick tests can be subverted or 
replaced. A range of strategies can be used to minimize falsified urine collections, including (1) observed collection; 
(2) disallowing carry-in items (e.g., purses, backpacks) in the bathroom; (3) turning off running water and coloring 
toilet water to eliminate the possibility of dilution; (4) monitoring the bathroom door so that only one person can go 
in; and (5) testing the temperature of the urine immediately after voiding.

 • Schedule unannounced pill/film counts. Periodically ask patients who are at high risk at initial or subsequent appoint-
ments to bring in their medication containers for a pill/film count.

 • With unannounced monitoring (both pill/film counts and urine tests), the patient is contacted and must appear within 
a specified time period (e.g., 24 hours) after the phone call. If the patient doesn’t show, then the provider should 
consider this as a positive indicator of misuse or diversion.

 • Directly observe ingestion. Patients take medication in front of the healthcare professional or another qualified 
clinician and are observed until the medication dissolves in the mouth (transmucosal [sublingual or buccal] absorp-
tion). Patients who are having difficulty adhering to their buprenorphine can have their medication provided under 
direct observation in the office for a designated frequency (e.g., three times/week).

 • Limit medication supply. When directly observed doses in the office are not practical, short prescription time spans 
can be used (e.g., weekly, 3 days at a time).

Procedures To Respond to Misuse or Diversion: Misuse or diversion doesn’t mean automatic discharge from 
the practice. However, it will require consideration of one or more of the following procedures:

 • Evaluate the misuse and diversion. For instance, describe the incident of misuse (e.g., “the patient took the pre-
scribed dose on three or more occasions by intravenous route immediately after starting treatment, stating that she 
believed the dose would not be adequate by sublingual route; she has just initiated treatment”) or diversion (“the 
patient gave half of dose to his wife, who is still using heroin and was withdrawing, because he did not want her to 
have to buy heroin off the street; she is on a waiting list for treatment”) and tailor the response to the behavior (e.g., 
reeducation of the patient on buprenorphine pharmacology in the first example above; assistance with treatment 
entry for the spouse in the second example). Reassess the treatment plan and patient progress. Strongly consider 
smaller supplies of medication and supervised dosing for any patient who is taking medication intravenously or in-
tranasally or diverting, regardless of reason. Treatment structure may need to be increased, including more frequent 
appointments, supervised administration, and increased psychosocial support.

 • Intensify treatment or level of care, if needed. Some patients may require an alternative treatment setting or pharma-
cotherapy such as methadone. The clinician will discuss these alternatives with the patient to ensure optimal patient 
outcome. This should be discussed at treatment onset so the patient is aware of the consequences of misuse and 
diversion.

 • Document and describe the misuse and diversion incident. Also document the clinical thinking that supports the 
clinical response, which should be aimed at minimizing risk of diversion and misuse and treating the patient’s opioid 
use disorder at the level of care needed.

Policy adapted from ASAM’s Office-Based Opioid Use Disorder Policy and Procedure Manual, which is updated periodically; 
the most current version is available online (https://www.asam.org/docs/default-source/advocacy/sample-diversion-policy 
.pdf?sfvrsn=6).

Adapted with permission.49

https://www.asam.org/docs/default-source/advocacy/sample-diversion-policy.pdf?sfvrsn=6
https://www.asam.org/docs/default-source/advocacy/sample-diversion-policy.pdf?sfvrsn=6
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Buprenorphine Induction and Maintenance Appropriate Use Checklists

Continued on next page
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Available online (www.accessdata.fda.gov/drugsatfda_docs/rems/BTOD_2017-01-23_Appropriate_Use_Checklist.pdf).

Reprinted from material in the public domain.50

http://www.accessdata.fda.gov/drugsatfda_docs/rems/BTOD_2017-01-23_Appropriate_Use_Checklist.pdf
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Buprenorphine Treatment Agreement

This form is for educational/informational purposes only. It doesn’t establish a legal or medical standard of care. 
Healthcare professionals should use their judgment in interpreting this form and applying it in the circumstances 
of their individual patients and practice arrangements. The information provided in this form is provided “as is” 
with no guarantee as to its accuracy or completeness.

TREATMENT AGREEMENT

I agree to accept the following treatment contract for buprenorphine office-based opioid addiction treatment:

1. The risks and benefits of buprenorphine treatment have been explained to me.
2. The risks and benefits of other treatment for opioid use disorder (including methadone, naltrexone, and 

nonmedication treatments) have been explained to me.
3. I will keep my medication in a safe, secure place away from children (for example, in a lockbox). My plan is to 

store it [describe where and how _____________________________________________________________________].
4. I will take the medication exactly as my healthcare provider prescribes. If I want to change my medication dose, 

I will speak with my healthcare provider first. Taking more medication than my healthcare provider prescribes 
or taking it more than once daily as my healthcare provider prescribes is medication misuse and may result in 
supervised dosing at the clinic. Taking the medication by snorting or by injection is also medication misuse and 
may result in supervised dosing at the clinic, referral to a higher level of care, or change in medication based on 
my healthcare provider’s evaluation.

5. I will be on time to my appointments and respectful to the office staff and other patients.
6. I will keep my healthcare provider informed of all my medications (including herbs and vitamins) and medical 

problems.
7. I agree not to obtain or take prescription opioid medications prescribed by any other healthcare provider without 

consulting my buprenorphine prescriber.
8. If I am going to have a medical procedure that will cause pain, I will let my healthcare provider know in advance 

so that my pain will be adequately treated.
9. If I miss an appointment or lose my medication, I understand that I will not get more medication until my next 

office visit. I may also have to start having supervised buprenorphine dosing.
10. If I come to the office intoxicated, I understand that my healthcare provider will not see me, and I will not receive 

more medication until the next office visit. I may also have to start having supervised buprenorphine dosing.
11. I understand that it’s illegal to give away or sell my medication; this is diversion. If I do this, my treatment will no 

longer include unsupervised buprenorphine dosing and may require referral to a higher level of care, supervised 
dosing at the clinic, and/or a change in medication based on my healthcare provider’s evaluation.

12. Violence, threatening language or behavior, or participation in any illegal activity at the office will result in 
treatment termination from the clinic.

13. I understand that random urine drug testing is a treatment requirement. If I do not provide a urine sample, it will 
count as a positive drug test.

14. I understand that I will be called at random times to bring my medication container into the office for a pill or film 
count. Missing medication doses could result in supervised dosing or referral to a higher level of care at this clinic 
or potentially at another treatment provider based on my individual needs.

15. I understand that initially I will have weekly office visits until I am stable. I will get a prescription for 7 days of 
medication at each visit.

16. I can be seen every 2 weeks in the office starting the second month of treatment if I have two negative urine drug 
tests in a row. I will then get a prescription for 14 days of medication at each visit.

17. I will go back to weekly visits if I have a positive drug test. I can go back to visits every 2 weeks when I have two 
negative drug tests in a row again.

18. I may be seen less than every 2 weeks based on goals made by my healthcare provider and me.
19. I understand that people have died by mixing buprenorphine with alcohol and other drugs like benzodiazepines 

(drugs like Valium, Klonopin, and Xanax).

Continued on next page
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20. I understand that treatment of opioid use disorder involves more than just taking medication. I agree to comply 
with my healthcare provider’s recommendations for additional counseling and/or for help with other problems.

21. I understand that there is no fixed time for being on buprenorphine and that the goal of treatment is for me to 
stop using all illicit drugs and become successful in all aspects of my life.

22. I understand that I may experience opioid withdrawal symptoms when I stop taking buprenorphine.
23. I have been educated about the other two FDA-approved medications used for opioid dependence treatment, 

methadone and naltrexone.
24. I have been educated about the increased chance of pregnancy when stopping illicit opioid use and starting 

buprenorphine treatment and been informed about methods for preventing pregnancy.

Other specific items unique to my treatment include:

Patient’s Name (print): _____________________________________________________ 

Patient’s Signature: ________________________________________________________   Date: ____________________

This form is adapted from the American Society of Addiction Medicine’s Sample Treatment Agreement, which is 
updated periodically; the most current version of the agreement is available online (https://www.asam.org/docs 
/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn 
=bd4675c2_0).
Adapted with permission.51

https://www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=bd4675c2_0
https://www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=bd4675c2_0
https://www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=bd4675c2_0
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Naltrexone forms

Key Techniques for Reducing Injection Site Reactions52

To reduce severe injection site reactions when administering XR-NTX via intramuscular injection, use 
the following techniques:

 • Use one of the administration needles provided with the XR-NTX kit to ensure that the 
injection reaches the gluteal muscle. Use the 2-inch needle for patients who have more subcuta-
neous adipose tissue. Use the 1.5-inch needle for patients with less subcutaneous adipose tissue. 
Either needle is appropriate for use with patients who have average amounts of subcutaneous 
adipose tissue.

 • Use aseptic technique when administering intramuscularly. Using a circular motion, clean the 
injection site with an alcohol swab. Let the area dry before administering the injection. Do not 
touch this area again before administration.

 • Use proper deep intramuscular injection technique into the gluteal muscle. XR-NTX must not 
be injected intravenously, subcutaneously, or into adipose tissue. Accidental subcutaneous injection 
may increase the risk of severe injection site reactions.

 − Administer the suspension by deep intramuscular injection into the upper outer quadrant 
of gluteal muscle, alternating buttocks per monthly injection.

 − Remember to aspirate for blood before injection. If blood aspirates or the needle clogs, do 
not inject. Change to the spare needle provided in the package and administer into an adjacent 
site in the same gluteal region, again aspirating for blood before injection.

 − Inject the suspension in a smooth, continuous motion.

A patient counseling tool is available to help you counsel your patients before administration about 
the serious risks associated with XR-NTX.

The above information is a selection of key safety information about the XR-NTX injection. For 
complete safety information, refer to the directions for use and the prescribing information provided 
in the medication kit. You can also obtain this information online (www.vivitrolrems.com) or by calling 
1-800-VIVITROL.

Available online (www.vivitrolrems.com/content/pdf/patinfo-injection-poster.pdf).

www.vivitrolrems.com/content/pdf/patinfo-injection-poster.pdf
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Patient Counseling Tool for XR-NTX

Risk of sudden opioid withdrawal during initiation and re-initiation of VIVITROL
Using any type of opioid including street drugs, prescription pain medicines, cough, cold or diarrhea medicines 
that contain opioids, or opioid dependence treatments buprenorphine or methadone, in the 7 to 14 days before 
starting VIVITROL may cause severe and potentially dangerous sudden opioid withdrawal. 

Risk of opioid overdose
Patients may be more sensitive to the effects of lower amounts of opioids:

Patients should tell their family and people close to them about the increased sensitivity to opioids and the 
risk of overdose even when using lower doses of opioids or amounts that they used before treatment. Using 
large amounts of opioids, such as prescription pain pills or heroin, to overcome effects of VIVITROL can lead to 
serious injury, coma, and death.

Risk of severe reactions at the injection site 
Remind patients of these possible symptoms at the injection site: 

Some of these injection site reactions have required surgery.
Tell your patients to contact a healthcare provider if they have any reactions at the injection site.

Risk of liver injury, including liver damage or hepatitis 
Remind patients of the possible symptoms of liver damage or hepatitis.

Patients may not feel the therapeutic effects of opioid-containing medicines for pain, cough or 
cold, or diarrhea while taking VIVITROL.

Patients should carry written information with them at all times to alert healthcare providers that they are 
taking VIVITROL, so they can be treated properly in an emergency.

A Patient Wallet Card or Medical Alert Bracelet can be ordered from: 1-800-848-4876, Option #1.

Patient Counseling Tool
VIVITROL® (naltrexone for extended-release injectable suspension) 

• After stopping opioids (detoxification) •  If a dose of VIVITROL is missed

• When the next VIVITROL dose is due •  After VIVITROL treatment stops

•  Intense pain •  Blisters

 •  The area feels hard •  Open wound

 •  Large areas of swelling •  Dark scab

•  Lumps

•  Stomach area pain lasting more than a few days •      Yellowing of the whites of eyes

•  Dark urine •  Tiredness

PLEASE SEE PRESCRIBING INFORMATION AND MEDICATION GUIDE.

Alkermes® and VIVITROL® are registered trademarks of Alkermes, Inc. 
©2013 Alkermes, Inc.
All rights reserved  VIV-001317  Printed in U.S.A

w w w.vivitrol.com

Available online (www.vivitrolrems.com/content/pdf/patinfo-counseling-tool.pdf). 

Reprinted with permission.53

www.vivitrolrems.com/content/pdf/patinfo-counseling-tool.pdf
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Sample XR-NTX Treatment Agreement

This form is for educational/informational purposes only. It doesn’t establish a legal or medical standard of care. 
Healthcare professionals should use their judgment in interpreting this form and applying it in the circumstances 
of their individual patients and practice arrangements. The information provided in this form is provided “as is” 
with no guarantee as to its accuracy or completeness.

TREATMENT AGREEMENT

I agree to accept the following treatment agreement for extended-release injectable naltrexone office-based opioid 
use disorder treatment:

1. The risks and benefits of extended-release injectable naltrexone treatment have been explained to me.
2. The risks and benefits of other treatment for opioid use disorder (including methadone, buprenorphine, and 

nonmedication treatments) have been explained to me.
3. I will be on time to my appointments and respectful to the office staff and other patients.
4. I will keep my healthcare provider informed of all my medications (including herbs and vitamins) and medical 

problems.
5. I agree not to obtain or take prescription opioid medications prescribed by any other healthcare provider.
6. If I am going to have a medical procedure that will cause pain, I will let my healthcare provider know in advance 

so that my pain will be adequately treated.
7. If I miss a scheduled appointment for my next extended-release naltrexone injection, I understand that I should 

reschedule the appointment as soon as possible because it is important to receive the medication on time to 
reduce the risk of opioid overdose should I return to use. 

8. If I come to the office intoxicated, I understand that my healthcare provider will not see me.
9. Violence, threatening language or behavior, or participation in any illegal activity at the office will result in 

treatment termination from the clinic.
10. I understand that random urine drug testing is a treatment requirement. If I do not provide a urine sample, it will 

count as a positive drug test.
11. I understand that initially I will have weekly office visits until my condition is stable. 
12. I can be seen every 2 weeks in the office starting the second month of treatment if I have two negative urine drug 

tests in a row.
13. I may be seen less than every 2 weeks based on goals made by my healthcare provider and me.
14. I understand that people have died trying to overcome the opioid blockade by taking large amounts of opioids.
15. I understand that treatment of opioid use disorder involves more than just taking medication. I agree to follow 

my healthcare provider’s recommendations for additional counseling and/or for help with other problems.
16. I understand that there is no fixed time for being on naltrexone and that the goal of treatment is for me to stop 

using all illicit drugs and become successful in all aspects of my life.
17. I understand that my risk of overdose increases if I go back to using opioids after stopping naltrexone. 
18. I have been educated about the other two FDA-approved medications used to treat opioid use disorder, 

methadone and buprenorphine, and I prefer to receive treatment with naltrexone. 
19. I have been educated about the increased chance of pregnancy when stopping illicit opioid use and starting 

naltrexone treatment and have been informed about methods for preventing pregnancy.
20. I have been informed that if I become pregnant during naltrexone treatment, I should inform my provider and 

have a discussion about the risks and benefits of continuing to take naltrexone.

Other specific items unique to my treatment include:

Patient Name (print): _____________________________________________________   

Patient Signature: ________________________________________________________   Date: ____________________

This form is adapted from ASAM’s Sample Treatment Agreement, which is updated periodically; the most current version of the 
agreement is available online (www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff0
00030b21a.pdf?sfvrsn=0).

Adapted with permission.54

www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=0
www.asam.org/docs/default-source/advocacy/sample-treatment-agreement30fa159472bc604ca5b7ff000030b21a.pdf?sfvrsn=0
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Glossary of TIP Terminology
Abuse liability: The likelihood that a medication 
with central nervous system activity will cause 
desirable psychological effects, such as euphoria 
or mood changes, that promote the medication’s 
misuse.

Addiction: As defined by ASAM,55 “a primary, 
chronic disease of brain reward, motivation, 
memory, and related circuitry.” It is characterized 
by inability to consistently abstain, impairment 
in behavioral control, craving, diminished 
recognition of significant problems with one’s 
behaviors and interpersonal relationships, and 
a dysfunctional emotional response. Like other 
chronic diseases, addiction often involves cycles 
of relapse and remission. The Diagnostic and 
Statistical Manual of Mental Disorders, Fifth 
Edition56 (DSM-5), does not use the term for 
diagnostic purposes, but it commonly describes 
the more severe forms of opioid use disorder.

Bioavailability: Proportion of medication  
administered that reaches the bloodstream. 

Care provider: Encompasses both healthcare 
professionals and other professionals who do 
not provide medical services, such as counselors 
or providers of supportive services. Often 
shortened to “provider.”

Cross-tolerance: Potential for people tolerant 
to one opioid (e.g., heroin) to be tolerant to 
another (e.g., methadone).

Dissociation: Rate at which a drug uncouples 
from the receptor. A drug with a longer dissoci-
ation rate will have a longer duration of action 
than a drug with a shorter dissociation rate.

Half-life: Rate of removal of a drug from the 
body. One half-life removes 50 percent from 
the plasma. After a drug is stopped, it takes 
five half-lives to remove about 95 percent from 
the plasma. If a drug is continued at the same 
dose, its plasma level will continue to rise until it 
reaches steady state concentrations after about 
five half-lives.

Healthcare professionals: Physicians, nurse 
practitioners, physician assistants, and other 
medical service professionals who are eligible  
to prescribe medications for and treat patients 
with OUD. The term “prescribers” also refers  
to these healthcare professionals.

Induction: Process of initial dosing with medica-
tion for OUD treatment until the patient reaches 
a state of stability; also called initiation.

Intrinsic activity: The degree of receptor  
activation attributable to drug binding. Full 
agonist, partial agonist, and antagonist are 
terms that describe the intrinsic activity of a 
drug.

Maintenance treatment: Providing medications 
to achieve and sustain clinical remission of 
signs and symptoms of OUD and support the 
individual process of recovery without a specific 
endpoint (as with the typical standard of care 
in medical and psychiatric treatment of other 
chronic illnesses).

Medically supervised withdrawal (formerly 
called detoxification): Using an opioid agonist (or 
an alpha-2 adrenergic agonist if opioid agonist is 
not available) in tapering doses or other med-
ications to help a patient discontinue illicit or 
prescription opioids.

Medical management: Process whereby health-
care professionals provide medication, basic 
brief supportive counseling, monitoring of drug 
use and medication adherence, and referrals, 
when necessary, to addiction counseling and 
other services to address the patient’s medical, 
mental health, comorbid addiction, and psycho-
social needs.

Mutual-help groups: Groups of people who 
work together on obtaining and maintaining 
recovery. Unlike peer support (e.g., the use of 
recovery coaches), mutual-help groups consist 
entirely of people who volunteer their time and 
typically have no official connection to treatment 
programs. Most are self-supporting. Although 
12-Step groups such as AA and NA are the most 



5-58

Medications for Opioid Use DisorderTIP 63

widespread and well-researched type of mutual- 
help groups, other groups may be available in 
some areas. They range from groups affiliated 
with a religion or church (e.g., Celebrate 
Recovery, Millati Islami) to purely secular groups 
(e.g., SMART Recovery, Women for Sobriety).

Office-based opioid treatment (OBOT): 
Providing medication for OUD in settings other 
than certified OTPs.

Opiates: A subclass of opioids derived from 
opium (e.g., morphine, codeine, thebaine).

Opioid misuse: The use of prescription opioids 
in any way other than as directed by a prescriber; 
the use of any opioid in a manner, situation, 
amount, or frequency that can cause harm to self 
or others.57

Opioid receptor agonist: A substance that 
has an affinity for and stimulates physiological 
activity at cell receptors in the central nervous 
system that are normally stimulated by opioids. 
Mu-opioid receptor full agonists (e.g., 
methadone) bind to the mu-opioid receptor and 
produce actions similar to those produced by the 
endogenous opioid beta-endorphin. Increasing 
the dose increases the effect. Mu-opioid 
receptor partial agonists (e.g., buprenorphine) 
bind to the mu-opioid receptor. Unlike with full 
agonists, increasing their dose may not produce 
additional effects once they have reached their 
maximal effect. At low doses, partial agonists 
may produce effects similar to those of full 
agonists.

Opioid receptor antagonist: A substance that 
has an affinity for opioid receptors in the central 
nervous system without producing the physi-
ological effects of opioid agonists. Mu-opioid 
receptor antagonists (e.g., naltrexone) can block 
the effects of exogenously administered opioids.

Opioid receptor blockade: Blunting or blocking 
of the euphoric effects of an opioid through 
opioid receptor occupancy by an opioid agonist 
(e.g., methadone, buprenorphine) or antagonist 
(e.g., naltrexone).

Opioids: All natural, synthetic, and semisynthetic 
substances that have effects similar to morphine. 
They can be used as medications having such 
effects (e.g., methadone, buprenorphine, 
oxycodone).

Opioid treatment program (OTP): An  
accredited treatment program with SAMHSA 
certification and DEA registration to administer 
and dispense opioid agonist medications that 
are approved by FDA to treat opioid addiction. 
Currently, these include methadone and 
buprenorphine products. Other pharmacother-
apies, such as naltrexone, may be provided but 
are not subject to these regulations. OTPs must 
provide adequate medical, counseling, voca-
tional, educational, and other assessment and 
treatment services either onsite or by referral 
to an outside agency or practitioner through a 
formal agreement.58

Opioid use disorder (OUD): Per DSM-5,59 
a disorder characterized by loss of control 
of opioid use, risky opioid use, impaired 
social functioning, tolerance, and withdrawal. 
Tolerance and withdrawal do not count toward 
the diagnosis in people experiencing these 
symptoms when using opioids under appropriate 
medical supervision. OUD covers a range of 
severity and replaces what the DSM-IV termed 
“opioid abuse” and “opioid dependence.” An 
OUD diagnosis is applicable to a person who 
uses opioids and experiences at least 2 of the 
11 symptoms in a 12-month period. (See Exhibit 
2.11 in Part 2 for full DSM-5 diagnostic criteria 
for OUD.)

Peer support: The use of peer support spe-
cialists in recovery to provide nonclinical (i.e., 
not requiring training in diagnosis or treatment) 
recovery support services to individuals in 
recovery from addiction and to their families. 

Peer support specialist: Someone in recovery 
who has lived experience in addiction plus skills 
learned in formal training. Peer support spe-
cialists may be paid professionals or volunteers. 
They are distinguished from members of mutual- 
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help groups because they maintain contact 
with treatment staff. They offer experiential 
knowledge that treatment staff often lack. 

Prescribers: Healthcare professionals who are 
eligible to prescribe medications for OUD.

Psychosocial support: Ancillary services to 
enhance a patient’s overall functioning and 
well-being, including recovery support services, 
case management, housing, employment, and 
educational services.

Psychosocial treatment: Interventions that 
seek to enhance a patient’s social and mental 
functioning, including addiction counseling, 
contingency management, and mental health 
services.

Receptor affinity: Strength of the bond 
between a medication and its receptor. A 
medication with high mu-opioid receptor affinity 
requires lower concentrations to occupy the 
same number of mu-opioid receptors as a drug 
with lower mu-opioid receptor affinity. Drugs 
with high mu-opioid receptor affinity may 
displace drugs with lower affinity.

Recovery: A process of change through which 
individuals improve their health and wellness, 
live a self-directed life, and strive to reach their 
full potential. Even individuals with severe and 
chronic SUDs can, with help, overcome their 
SUDs and regain health and social function. 
Although abstinence from all substance misuse 
is a cardinal feature of a recovery lifestyle, it is 
not the only healthy, prosocial feature. Patients 
taking FDA-approved medication to treat OUD 
can be considered in recovery.

Recovery capital: The sum of the internal (e.g., 
motivation, self-efficacy, spirituality) and external 
(e.g., access to health care, employment, family 
support) resources that an individual can draw on 
to begin and sustain recovery from SUDs.

Recovery-oriented care: A service orientation 
that supports individuals with behavioral health 
conditions in a process of change through which 
they can improve their health and wellness, live 
self-directed lives, and strive to reach their full 
potential. 

Relapse: A process in which a person with OUD 
who has been in remission experiences a return 
of symptoms or loss of remission. A relapse is 
different from a return to opioid use in that 
it involves more than a single incident of use. 
Relapses occur over a period of time and can be 
interrupted. Relapse need not be long lasting. 
The TIP uses relapse to describe relapse preven-
tion, a common treatment modality.

Remission: A medical term meaning a  
disappearance of signs and symptoms of the 
disease.60 DSM-5 defines remission as present in 
people who previously met OUD criteria but no 
longer meet any OUD criteria (with the possible 
exception of craving).61 Remission is an essential 
element of recovery.

Return to opioid use: One or more instances 
of opioid misuse without a return of symptoms 
of OUD. A return to opioid use may lead to 
relapse.

Tolerance: Alteration of the body’s responsive-
ness to alcohol or other drugs (including opioids) 
such that higher doses are required to produce 
the same effect achieved during initial use. See 
also medically supervised withdrawal.
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American Society of Addiction Medicine (ASAM) National
Practice Guideline for the Use of Medications in the

Treatment of Addiction Involving Opioid Use

Kyle Kampman, MD, and Margaret Jarvis, MD, FASAM

The Centers for Disease Control have recently described opioid use

and resultant deaths as an epidemic. At this point in time, treating this

disease well with medication requires skill and time that are not

generally available to primary care doctors in most practice models.

Suboptimal treatment has likely contributed to expansion of the

epidemic and concerns for unethical practices. At the same time,

access to competent treatment is profoundly restricted because few

physicians are willing and able to provide it. This ‘‘Practice Guide-

line’’ was developed to assist in the evaluation and treatment of

opioid use disorder, and in the hope that, using this tool, more

physicians will be able to provide effective treatment. Although there

are existing guidelines for the treatment of opioid use disorder, none

have included all of the medications used at present for its treatment.

Moreover, few of the existing guidelines address the needs of special

populations such as pregnant women, individuals with co-occurring

psychiatric disorders, individuals with pain, adolescents, or individ-

uals involved in the criminal justice system. This Practice Guideline

was developed using the RAND Corporation (RAND)/University of

California, Los Angeles (UCLA) Appropriateness Method (RAM) –

a process that combines scientific evidence and clinical knowledge to

determine the appropriateness of a set of clinical procedures. The

RAM is a deliberate approach encompassing review of existing

guidelines, literature reviews, appropriateness ratings, necessity

reviews, and document development. For this project, American

Society of Addiction Medicine selected an independent committee

to oversee guideline development and to assist in writing. American

Society of Addiction Medicine’s Quality Improvement Council

oversaw the selection process for the independent development

committee. Recommendations included in the guideline encompass

a broad range of topics, starting with the initial evaluation of the

patient, the selection of medications, the use of all the approved

medications for opioid use disorder, combining psychosocial treat-

ment with medications, the treatment of special populations, and the

use of naloxone for the treatment of opioid overdose. Topics needing

further research were noted.

(J Addict Med 2015;9: 358–367)

RATIONALE

O pioid use disorder is a chronic, relapsing disease, which
has significant economic, personal, and public health

consequences. This ‘‘Practice Guideline’’ was developed to
assist in the evaluation and treatment of opioid use disorder.
Although there are existing guidelines for the treatment of
opioid use disorder, none have included all of the medications
used at present for its treatment. Moreover, few of the existing
guidelines address the needs of special populations such as
pregnant women, individuals with co-occurring psychiatric
disorders, individuals with pain, adolescents, or individuals
involved in the criminal justice system. This article serves as
an overview of the guideline. It is recommended that those
who wish to understand this subject in sufficient detail to
prescribe carefully should read the full guideline.

GUIDELINE FOCUS
This Practice Guideline was developed for the evalu-

ation and treatment of opioid use disorder and for the manage-
ment of opioid overdose. The medications covered in this
guideline are mainly, but not exclusively, those that have been
US Food and Drug Administration (FDA)-approved for the
treatment of opioid dependence, as defined in prior versions of
the Diagnostic and Statistical Manual (DSM) and not necess-
arily the current version of the manual, the DSM-5. DSM-5
combined the criteria for opioid abuse and opioid dependence
from prior versions of the DSM in its new diagnosis of opioid
use disorder; therefore, pharmacologic treatment may not be
appropriate for all patients along the entire opioid use disorder
continuum. Other medications have been used off-label to
treat opioid use disorder (clearly noted in the text); however,
the Guideline Committee has not issued recommendations on
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the use of those medications. As a final note, cost and/or cost
effectiveness related to US FDA-approved or off-label medi-
cations were not considerations in the development of this
Practice Guideline.

TARGET POPULATION
This Practice Guideline is primarily intended for

clinicians involved in evaluating patients and providing author-
ization for pharmacological treatments at any level. The
intended audience falls into the broad groups of physicians;
other healthcare providers (especially those with prescrib-
ing authority); medical educators and faculty for other
healthcare professionals in training; and clinical care
managers, including those offering utilization management
services.

GUIDELINE DEVELOPMENT PROCESS
This Practice Guideline was developed using the

RAND/UCLA Appropriateness Method (RAM) – a process
that combines scientific evidence and clinical knowledge to
determine the appropriateness of a set of clinical procedures.
The RAM is a deliberate approach encompassing review of
existing guidelines, literature reviews, appropriateness rat-
ings, necessity reviews, and document development. For this
project, American Society of Addiction Medicine (ASAM)
selected an independent committee to oversee guideline
development, participate in review of treatment scenarios,
and to assist in writing. ASAM’s Quality Improvement
Council, chaired by Margaret Jarvis, MD, oversaw the selec-
tion process for the independent development committee,
referred to as the Guideline Committee.

The Guideline Committee was comprised of 10 experts
and researchers from multiple disciplines, medical specialties,
and subspecialties including academic research, internal
medicine, family medicine, addiction medicine, addiction
psychiatry, general psychiatry, obstetrics/gynecology,
pharmacology, and clinical neurobiology. Physicians with
both allopathic and osteopathic training were represented
in the Guideline Committee. The Guideline Committee was
assisted by a technical team of researchers from the Treatment
Research Institute (TRI) affiliated with the University of
Pennsylvania, and worked under the guidance of Dr. Kyle
Kampman who led the TRI team as Principal Investigator in
implementing the RAM.

EVIDENCE REVIEW AND GRADING
All existing clinical guidelines that addressed the use of

medications and psychosocial treatments in the treatment of
opioid use disorders, including special populations (eg,
pregnant women, individuals with pain, and adolescents),
and that were published during the period from January 2000
to April 2014, were identified and reviewed. In total, 49
guidelines were identified and 34 were ultimately
included in the analysis. See Supplemental Digital Content
1, http://links. lww.com/JAM/A35 for a list of the guidelines
that were reviewed. The included guidelines offered evi-
dence-based recommendations for the treatment of opioid
use disorder using methadone, buprenorphine, naltrexone,
and/or naloxone.

The majority of existing clinical guidelines are based on
systematic reviews of the literature including appropriateness
criteria used in the RAM. Therefore, the aim of this exercise
was not to re-review all of the research literature, but to
identify within the existing clinical guidelines how they
addressed common questions or considerations that clinicians
are likely to raise in the course of deciding whether and how to
use medications as part of the treatment of individuals with
opioid use disorder.

On the basis of the previously reviewed existing clinical
guidelines, an analytic table was created and populated to
display the identified key components. This table served as
the foundation for development of hypothetical statements. The
hypothetical statements were sentences describing recommen-
dations derived from the analysis of the clinical guidelines.

Preparation of Literature Review on
Psychosocial Interventions

A review of the literature on the efficacy of psychoso-
cial treatment delivered in conjunction with medications for
the treatment of opioid use disorder was conducted. This
review was partially supported by funding from the National
Institute on Drug Abuse (NIDA). Articles were identified for
inclusion in the review through searches conducted in two
bibliographic databases (eg, PsycINFO and PubMed) using
predefined search terms and established selection criteria.
Titles and abstracts were reviewed for inclusion by two
members of the research team.

To increase the overall relevance of the review, the
search was limited to articles in the 6-year period from 2008 to
the present. In the event that the article reflected a secondary
analysis of data from a relevant study, the original report
was included in the literature review. In addition, findings
from three prominent systematic reviews (ie, 2007 review on
psychosocial interventions in pharmacotherapy of opioid
dependence prepared for the Technical Development Group
for the World Health Organization, ‘‘Guidelines for Psycho-
socially Assisted Pharmacotherapy of Opioid Dependence,’’
and two 2011 Cochrane reviews examining psychosocial and
pharmacological treatments for opioid withdrawal manage-
ment, and psychosocial interventions combined with agonist
treatment) were summarized.

The literature search yielded 938 articles. The titles and
abstracts were reviewed to determine if the study met the
inclusion/exclusion criteria, and those that did not (n¼ 787)
were removed. The remaining 151 articles were then reviewed
for inclusion, and 27 articles were ultimately retained for use in
the literature review, as the others did not meet the predeter-
mined inclusion/exclusion criteria. Researchers included
articles describing experimental or quasi-experimental trials
examining the efficacy of medication for the treatment of
opioid use disorder delivered in conjunction with a psychoso-
cial intervention. Articles that were specific to a certain type of
a population (eg, pregnant women or adolescents) were also
included. Articles that did not include adequate control and that
did not allow inference into the efficacy or incremental utility of
delivering a psychosocial intervention in combination with
medication-assisted treatment were excluded, as were studies
with inadequate sample sizes (ie, less than 15 per group).
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Further, researchers also excluded nonempirical articles such as
commentaries and editorials. These articles, along with the
relevant systematic reviews of the literature, are described in the
literature review in the next section. A full article on
the literature review will be published in a subsequent
JAM edition.

RAND/UCLA Appropriateness Method
The first step in the RAM is to develop a set of hypo-

thetical statements derived from the guideline analysis and
literature review described in the previous section, for
appropriateness rating.

The analysis and literature review generated a list of
245 hypothetical statements that reflected recommended
medical or psychosocial treatment. Each member of the
Guideline Committee reviewed the guideline analysis and
literature review, and privately rated 245 hypothetical clinical
statements on a nine-point scale of ‘‘appropriateness.’’ In the
context of this Practice Guideline, the meaning of appropri-
ateness was defined as follows:

‘‘A statement, procedure, or treatment is considered
to be appropriate if the expected health benefit (eg, increased
life expectancy, relief of pain, reduction in anxiety, improved
functional capacity) exceeds the expected negative con-
sequences (eg, mortality, morbidity, anxiety, pain) by a suffi-
ciently wide margin that the procedure is worth doing,
exclusive of cost.’’

An appropriateness score of 1 meant that the statement
was ‘‘highly inappropriate.’’ An appropriateness rating of
9 meant that the statement was ‘‘highly appropriate.’’ Con-
sensus was defined as an average appropriateness rating of
7 or higher. These appropriateness statements were meant to
identify a lack of consensus in existing guidelines and
research literature.

Guideline Committee Meeting
Upon completion and collection of the individual

Guideline Committee member ratings, 201 out of the 245
hypothetical statements were identified as meeting the criteria
for consensus. The remaining 44 statements had divergent
ratings. On September 15, 2014, the Guideline Committee
met in Washington, District of Columbia, to discuss the
hypothetical clinical statements. At this meeting, the com-
mittee came to consensus on the hypothetical statements.
Additionally, the committee identified situations that occur
regularly in clinical practice where scientific evidence is not
available. Although there was not significant evidence, the
committee felt strongly the need for recommendations. These
are identified as committee consensus opinions. After the
meeting, the information gathered was used to revise several
of the statements, and the Guideline Committee was asked to
re-rate the revised statements.

Literature Review
A supplementary literature review was also conducted

to identify relevant studies that might resolve statements
that had resulted in divergent ratings during the Guideline
Committee meeting. Information relating to the vast majority
of these divergent ratings was subsequently found within

the existing guideline data set, and was consequently included
in the first draft of the Practice Guideline.

For the topics and questions for which answers were not
found in the existing guideline data set, a full literature review
was conducted. The topics and questions for which no further
clarification was found in the literature were considered
‘‘gaps’’ that require additional research before inclusion in
this guideline. These gaps in the literature were as follows:
urine drug testing; patients using marijuana; the safety of
delivering injectable naltrexone doses every 3 weeks to
patients who may rapidly metabolize naltrexone; and the
safety of adding full agonists to treatment with buprenorphine
for pain management.

After the appropriateness rating was complete, the
hypothetical statements were re-rated for necessity. A state-
ment was considered necessary if it would be considered
improper care not to provide this service, a reasonable
chance exists that this procedure and/or service will
benefit the patient and the benefit to the patient is of signifi-
cance and certainty. Of the 211 statements rated as appro-
priate, 184 hypothetical statements met the criteria for being
both appropriate and necessary, and were incorporated into
the guideline.

COMMENTS AND MODIFICATION
American Society of Addiction Medicine sought input

from ASAM members, patient and caregiver groups, stake-
holders including experts from the criminal justice system,
government agencies, other professional societies, and hos-
pitals and health systems. The invited reviewers had 3 weeks
to review and provide comments. ASAM also made the
document and a qualitative review guide available to ASAM
members and the general public for a 1-week period of
review and comment. The final draft Practice Guideline
was submitted to the ASAM Board of Directors in April
2015. The Board of Directors made final comments which
were reviewed by the Writing Committee, and the document
was accepted in June 2015.

CLINICAL RECOMMENDATIONS

Part 1: Assessment and Diagnosis of Opioid
Use Disorder

Assessment Recommendations
First, clinical priority should be given to identifying

and making appropriate referral for any urgent or emergent
medical or psychiatric problem(s), including drug-related
impairment or overdose.

Completion of the patient’s medical history should
include screening for concomitant medical conditions, includ-
ing infectious diseases (hepatitis, HIV, and tuberculosis [TB]),
acute trauma, and pregnancy.

A physical examination should be completed as a
component of the comprehensive assessment process. The
prescriber (the clinician authorizing the use of a medication
for the treatment of opioid use disorder) may conduct this
physical examination him/herself, or, in accordance with
the ASAM Standards, ensure that a current physical
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examination is contained within the patient medical record
before a patient is started on a new medication for the treat-
ment of his/her addiction.

The following laboratory tests may be necessary:
complete blood count, liver function, hepatitis C, HIV
and sexually transmitted infections, and TB. Hepatitis A
and B testing and vaccination should be offered when
appropriate. The assessment of females presents special con-
siderations regarding their reproductive health. Women of
childbearing age should be tested for pregnancy, and all
women of childbearing potential and age should be queried
regarding methods of contraception, given the increase in
fertility that results from effective opioid use disorder treat-
ment.

Patients being evaluated for addiction involving
opioid use, and/or for possible medication use in the
treatment of opioid use disorder, should undergo (or have
completed) an assessment of mental health status and
possible psychiatric disorders (as outlined in the ASAM
Standards).

Opioid use is often co-occurring with other substance-
related disorders. An evaluation of past and current substance
use and a determination of the totality of substances that
surround the addiction should be conducted.

Concomitant use of alcohol and sedatives, hypnotics, or
anxiolytics with opioids may contribute to respiratory depres-
sion. Patients with significant co-occurring substance use
disorders, especially severe alcohol or sedative, hypnotic,
or anxiolytic use, may require a higher level of care.

A tobacco use query and counseling on cessation of
tobacco products should be completed routinely for all
patients, including those who present for evaluation and
treatment of opioid use disorder.

An assessment of social and environmental factors
should be conducted (as outlined in the ASAM Standards)
to identify facilitators and barriers to addiction treatment, and
specifically to pharmacotherapy. Before a decision is made
to initiate a course of pharmacotherapy for the patient
with opioid use disorder, the patient should receive a multi-
dimensional assessment in fidelity with The ASAM Criteria:
Treatment Criteria for Addictive, Substance-Related, and
Co-Occuring Conditions (the ‘‘ASAM Criteria’’). Addiction
should be considered a bio-psycho-social-spiritual illness, for
which the use of medication(s) is but only one component of
overall treatment.

Diagnosis Recommendations
Other clinicians may diagnose opioid use disorder,

but confirmation of the diagnosis by the provider with pre-
scribing authority, and who recommends medication use,
must be obtained before pharmacotherapy for opioid use
disorder commences.

Opioid use disorder is primarily diagnosed on the basis
of the history provided by the patient and a comprehensive
assessment that includes a physical examination.

Validated clinical scales that measure withdrawal symp-
toms, for example, the Objective Opioid Withdrawal Scale
(OOWS), the Subjective Opioid Withdrawal Scale (SOWS),
and the Clinical Opioid Withdrawal Scale (COWS), may be

used to assist in the evaluation of patients with opioid
use disorder.

Urine drug testing during the comprehensive assess-
ment process, and frequently during treatment, is recom-
mended. The frequency of drug testing is determined by a
number of factors including the stability of the patient, the
type of treatment, and the treatment setting.

Part 2: Treatment Options
The choice of available treatment options for addiction

involving opioid use should be a shared decision between
clinician and patient.

Clinicians should consider the patient’s preferences,
past treatment history, and treatment setting when deciding
between the use of methadone, buprenorphine, and naltrexone
in the treatment of addiction involving opioid use. The treat-
ment setting described as level 1 treatment in the ASAM
Criteria may be a general outpatient location such as a
clinician’s practice site. The setting as described as level 2
in the ASAM Criteria may be an intensive outpatient treat-
ment or partial hospitalization program housed in a specialty
addiction treatment facility, a community mental health
center, or another setting. The ASAM Criteria describes level
3 or level 4 treatment, respectively, as a residential addiction
treatment facility or hospital.

The venue in which treatment is provided is as
important as the specific medication selected. Opioid Treat-
ment Programs offer daily supervised dosing of methadone,
and increasingly of buprenorphine. In accordance with
Federal law (21 CFR §1306.07), office-based opioid treat-
ment (OBOT), which provides medication on a prescribed
weekly or monthly basis, is limited to buprenorphine.
Naltrexone can be prescribed in any setting by any clinician
with the authority to prescribe any medication. Clinicians
should consider a patient’s psychosocial situation, co-occur-
ring disorders, and risk of diversion when determining
whether opioid treatment program (OTP) or OBOT is most
appropriate.

The OBOT may not be suitable for patients with active
alcohol use disorder or sedative, hypnotic, or anxiolytic use
disorder. It may also be unsuitable for persons who are
regularly using alcohol or other sedatives, but do not have
addiction or a specific substance use disorder related to that
class of drugs. The prescribing of benzodiazepines or other
sedative-hypnotics should be used with extreme caution in
patients who are prescribed methadone or buprenorphine for
the treatment of an opioid use disorder.

Methadone is recommended for patients who may
benefit from daily dosing and supervision in an OTP, or for
patients for whom buprenorphine for the treatment of opioid
use disorder has been used unsuccessfully in an OTP or
OBOT setting.

Oral naltrexone for the treatment of opioid use disorder
is often adversely affected by poor medication adherence.
Clinicians should reserve its use for patients who would be
able to comply with special techniques to enhance their
adherence, for example, observed dosing. Extended-release
injectable naltrexone reduces, but does not eliminate, issues
with medication adherence.

J Addict Med � Volume 9, Number 5, September/October 2015 Synopsis of The ASAM National Practice Guideline

� 2015 American Society of Addiction Medicine 361



Copyright © 2015 American Society of Addiction Medicine. Unauthorized reproduction of this article is prohibited.

Part 3: Treating Opioid Withdrawal
Using medications for opioid withdrawal management

is recommended over abrupt cessation of opioids. Abrupt
cessation of opioids may lead to strong cravings, which can
lead to continued use.

Patients should be advised about risk of relapse and
other safety concerns from using opioid withdrawal man-
agement as standalone treatment for opioid use disorder.
Opioid withdrawal management on its own is not a treat-
ment method.

Assessment of a patient undergoing opioid withdrawal
management should include a thorough medical history and
physical examination focusing on signs and symptoms associ-
ated with opioid withdrawal.

Opioid withdrawal management in cases in which
methadone is used to manage withdrawal symptoms must
be done in an inpatient setting or in an OTP. For short-acting
opioids, tapering schedules that decrease in daily doses of
prescribed methadone should begin with doses between 20
and 30 mg per day, and should be completed in 6–10 days.

Opioid-dependent patients should wait until they are
experiencing mild to moderate opioid withdrawal before
taking the first dose of buprenorphine to reduce the risk of
precipitated withdrawal.

The use of combinations of buprenorphine and low
doses of oral naltrexone to manage withdrawal and facilitate
the accelerated introduction of extended-release injectable
naltrexone has shown promise. More research will be needed
before this can be accepted as standard practice.

The Guideline Committee recommends, based on con-
sensus opinion, the inclusion of clonidine as a practice to
support opioid withdrawal. Clonidine is not US FDA-approved
for the treatment of opioid withdrawal, but it has been exten-
sively used off-label for this purpose. Clonidine may be used
orally or transdermally at doses of 0.1–0.3 mg every 6–8 hours,
with a maximum dose of 1.2 mg daily to assist in the manage-
ment of opioid withdrawal symptoms. There is a delay in
response using transdermal clonidine that may require oral
supplementation on day 1. Its hypotensive effects often limit the
amount that can be used. Clonidine can be combined with other
non-narcotic medications targeting specific opioid withdrawal
symptoms such as benzodiazepines for anxiety, loperamide for
diarrhea, acetaminophen or nonsteroidal anti-inflammatory
medications (NSAIDs) for pain, and ondansetron or other
agents for nausea.

Opioid withdrawal management using anesthesia –
ultrarapid opioid detoxification (UROD) – is not recom-
mended due to high risk for adverse events or death.
Naltrexone-facilitated opioid withdrawal management can
be a well tolerated and effective approach, but should be
used only by clinicians experienced in this clinical method,
and in cases in which anesthesia or conscious sedation is not
being employed.

Part 4: Methadone
Methadone is a treatment option recommended for

patients who are physiologically dependent on opioids, able
to give informed consent, and who have no specific contra-
indications for agonist treatment when it is administered in the

context of an appropriate plan that includes psychosocial
intervention.

The recommended initial dose for methadone ranges
from 10 to 30 mg, with reassessment in 3–4 hours, and a
second dose not to exceed 10 mg on the first day if withdrawal
symptoms are persisting. Federal law mandates that the initial
dose cannot exceed 30 mg.

The usual daily dosage of methadone for the treatment
of opioid use disorder ranges from 60 to 120 mg. Some
patients may respond to lower doses and some patients
may need higher doses. Dosage increases in 5–10-mg incre-
ments applied no more frequently than every 7 days (depend-
ing on clinical response) are necessary to avoid oversedation,
toxicity, or even iatrogenic overdose deaths. There is no
recommended time limit for treatment.

The administration of methadone should be monitored
because unsupervised administration can lead to misuse and
diversion. OTP regulations require monitored medication
administration until the patient’s clinical response and behav-
ior demonstrate that the prescribing of doses which are not
monitored is appropriate.

Psychosocial treatment, though sometimes minimally
needed, should be implemented in conjunction with the use of
methadone in the treatment of opioid use disorder.

Methadone should be reinstituted immediately if
relapse occurs, or when an assessment determines that the
risk of relapse is high for patients who previously received
methadone in the treatment of opioid use disorder, but who are
no longer participating in methadone maintenance treatment.

Strategies directed at relapse prevention are an import-
ant part of comprehensive addiction treatment and should be
included in any plan of care for a patient receiving active
opioid treatment or ongoing monitoring of the status of their
addictive disease.

Switching from methadone to another medication for
the treatment of opioid use disorder may be appropriate if the
patient experiences intolerable side effects or is not successful
in attaining or maintaining treatment goals through the use
of methadone.

Patients switching from methadone to buprenorphine in
the treatment of opioid use disorder should be on low doses
of methadone before switching medications. Patients on low
doses of methadone (30–40 mg per day or less) generally
tolerate transition to buprenorphine with minimal discomfort,
whereas patients on higher doses of methadone may experi-
ence significant discomfort in switching medications.

Patients switching from methadone to oral naltrexone or
extended-release injectable naltrexone must be completely
withdrawn from methadone and other opioids, before they
can receive naltrexone. This may take up to 14 days, and a
naloxone challenge may be useful in determining the lack of
physical dependence on opioids. The only exception would
apply when an experienced clinician receives consent from
the patient to embark on a plan of naltrexone-facilitated
opioid withdrawal management.

Patients who discontinue agonist therapy with metha-
done or buprenorphine and then resume opioid use should be
made aware of the risks associated with opioid overdose, and
especially the increased risk of death.
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Part 5: Buprenorphine
Opioid-dependent patients should wait until they are

experiencing mild to moderate opioid withdrawal before
taking the first dose of buprenorphine to reduce the risk of
precipitated withdrawal.

Induction of buprenorphine should start with a dose of
2–4 mg. Dosages may be increased in increments of 2–4 mg.

Clinicians should observe patients in their offices
during induction. Emerging research suggests, however, that
many patients need ‘‘not’’ be observed and that home bupre-
norphine induction may be considered. Home-based induction
is recommended only if the patient or prescribing physician is
experienced with the use of buprenorphine. This is based on the
consensus opinion of the Guideline Committee.

Once it has been established that the initial dose is well
tolerated, the buprenorphine dose can be increased fairly
rapidly to a dose that provides stable effects for 24 hours
and is clinically effective. Buprenorphine doses after induc-
tion and titration should be, on average, at least 8 mg per day.
The US FDA approves dosing to a limit of 24 mg per day, and
there is limited evidence regarding the relative efficacy of
higher doses. In addition, the use of higher doses may increase
the risk of diversion.

Psychosocial treatment should be implemented in con-
junction with the use of buprenorphine in the treatment
of opioid use disorder. This therapy may be provided by
the prescribing clinician or by a separate therapist depending
on the clinical situation and the skills and training of the
prescribing clinician.

Clinicians should take steps to reduce the chance of
buprenorphine diversion. Recommended strategies include
frequent office visits (weekly in early treatment), urine drug
testing, including testing for buprenorphine and metabolites,
and recall visits for pill counts.

Patients should be tested frequently for buprenorphine,
other substances, and prescription medications. Accessing
Prescription Drug Monitoring Program (PDMP) data may
be useful for monitoring other medications that the patient
may be receiving. Due to the variation in state PDMP laws,
clinicians are encouraged to be familiar with the legal require-
ments associated with PDMPs and prescribing of controlled
substances in their state.

Patients should be seen frequently at the beginning of
their treatment. Weekly visits (at least) are recommended until
patients are determined to be stable. There is no recommended
time limit for treatment.

Buprenorphine taper and discontinuation is a slow
process, indefinite in duration, and close monitoring should
be done even after buprenorphine is stopped. Buprenorphine
tapering is generally accomplished over several months.
Patients should be encouraged to remain in treatment for
ongoing monitoring past the point of discontinuation.
When considering a switch from buprenorphine to naltrexone,
7–14 days should elapse between the last dose of buprenor-
phine and the start of naltrexone to ensure that the patient is
not physically dependent on opioids before starting naltrex-
one. It may be useful to conduct a naloxone challenge before
starting naltrexone to demonstrate an absence of physical
dependence.

When considering a switch from buprenorphine to
methadone, there is no required time delay because the
addition of a full mu-opioid agonist to a partial agonist does
not typically result in any type of adverse reaction.

Patients who discontinue agonist therapy and resume
opioid use should be made aware of the risks associated with
an opioid overdose, and especially the increased risk of death.

Part 6: Naltrexone
Naltrexone is a recommended treatment in preventing

relapse in opioid use disorder. Oral formula naltrexone may be
considered for patients in whom adherence can be supervised.
Extended-release injectable naltrexone may be more suitable
for patients who have issues with adherence.

Oral naltrexone should be taken daily in 50-mg doses,
or three times weekly in two 100-mg doses followed by one
150-mg dose.

Extended-release injectable naltrexone should be
administered every 4 weeks by deep intramuscular injection
in the gluteal muscle at a set dosage of 380 mg per injection.

Psychosocial treatment is recommended in conjunction
with treatment with oral and extended-release injectable
naltrexone.

There is no recommended length of treatment with
oral naltrexone or extended-release injectable naltrexone.
Duration depends on clinical judgment and the patient’s indi-
vidual circumstances. Because there is no physical dependence
associated with naltrexone, it can be stopped abruptly without
withdrawal symptoms.

Switching from naltrexone to methadone or buprenor-
phine should be planned, considered, and monitored. Switch-
ing from an antagonist such as naltrexone to a full agonist
(methadone) or a partial agonist (buprenorphine) is generally
less complicated than switching from a full or partial agonist
to an antagonist because there is no physical dependence
associated with antagonist treatment and thus no possibility of
precipitated withdrawal. Patients being switched from nal-
trexone to buprenorphine or methadone will not have physical
dependence on opioids, and thus the initial doses of meth-
adone or buprenorphine used may be less than one would use
in a patient currently physically dependent on opioids.
Patients should not be switched until a significant amount
of the naltrexone is no longer in their system, about 1 day for
oral naltrexone or 30 days for extended-release injectable
naltrexone.

Patients who discontinue antagonist therapy and
resume opioid use should be made aware of the increased
risks associated with an opioid overdose, and especially the
increased risk of death.

Part 7: Psychosocial Treatment in Conjunction
With Medications for the Treatment of Opioid
Use Disorder

Psychosocial treatment is recommended in conjunction
with any pharmacological treatment of opioid use disorder.
At a minimum, psychosocial treatment should include the
following: psychosocial needs assessment, supportive coun-
seling, links to existing family supports, and referrals to
community services.
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Treatment planning should include collaboration with
qualified behavioral healthcare providers to determine the
optimal type and intensity of psychosocial treatment and for
renegotiation of the treatment plan for circumstances in which
patients do not adhere to recommended plans for, or referrals
to, psychosocial treatment.

Psychosocial treatment is generally recommended
for patients who are receiving opioid agonist treatment (meth-
adone or buprenorphine).

Psychosocial treatment should be offered with oral
and extended-release injectable naltrexone. The efficacy of
extended-release injectable naltrexone to treat opioid use
disorder has not been confirmed when it has been used
as pharmacotherapy without accompanying psychosocial
treatment.

Part 8: Special Populations: Pregnant Women
The first priority in evaluating pregnant women for

opioid use disorder should be to identify emergent or urgent
medical conditions that require immediate referral for
clinical evaluation.

A medical examination and psychosocial assessment is
recommended when evaluating pregnant women for opioid
use disorder.

Obstetricians and gynecologists should be alert to signs
and symptoms of opioid use disorder. Pregnant women with
opioid use disorder are more likely to seek prenatal care late in
pregnancy, miss appointments, experience poor weight gain,
or exhibit signs of withdrawal or intoxication.

Psychosocial treatment is recommended in the treat-
ment of pregnant women with opioid use disorder.

Counseling and testing for HIV should be provided
in accordance with state law. Tests for hepatitis B and C
and liver function are also suggested. Hepatitis A and B
vaccination is recommended for those whose hepatitis
serology is negative.

Urine drug testing may be used to detect or confirm
suspected opioid and other drug use with informed consent
from the mother, realizing that there may be adverse legal and
social consequences of her use. State laws differ on reporting
substance use during pregnancy. Laws that penalize women
for use and for obtaining treatment serve to prevent women
from obtaining prenatal care and worsen outcomes.

Pregnant women who are physically dependent on
opioids should receive treatment using methadone or bupre-
norphine monoproduct rather than withdrawal management
or abstinence.

Care for pregnant women with opioid use disorder
should be comanaged by an obstetrician and an addiction
specialist physician. Release of information forms needs to
be completed to ensure communication among healthcare
providers.

Treatment with methadone or buprenorphine should be
initiated as early as possible during pregnancy.

Hospitalization during initiation of methadone or bupre-
norphine may be advisable due to the potential for adverse
events, especially in the third trimester.

In an inpatient setting, methadone should be initiated at
a dose range of 20–30 mg, not to exceed 40 mg on day 1.

Incremental doses of 5–10 mg are given every 3–6 hours, as
needed, to treat withdrawal symptoms.

Initiation or induction of buprenorphine may lead to
withdrawal symptoms in patients with physical dependence
on opioids. To minimize this risk, induction should be initiated
when a woman begins to show objective, observable signs of
moderate withdrawal, but before severe withdrawal symptoms
are evidenced. This usually occurs 6 hours or more after the last
dose of a short-acting opioid, and typically 24–48 hours after
the use of long-acting opioids. Hospitalization during initiation
of treatment with buprenorphine may be advisable due to the
potential for adverse events, especially in the third trimester.
Drug dosing is similar to that in women who are not pregnant
(see ‘‘Part 5: Buprenorphine’’ for more information).

After induction, clinicians should increase the metha-
done dose in 5–10-mg increments per week. The goal is to
maintain the lowest dose that controls withdrawal symptoms
and minimizes the desire to use additional opioids.

Clinicians should be aware that the pharmacokinetics of
methadone is affected by pregnancy. With advancing gesta-
tional age, plasma levels of methadone progressively decrease
and clearance increases. Increased or split doses may be
needed as pregnancy progresses. After child birth, doses
may need to be adjusted. Twice-daily dosing is more effective
and has fewer side effects than single dosing, but may not be
practical because methadone is typically dispensed in an
outpatient clinic.

Buprenorphine monoproduct is a reasonable and recom-
mended alternative to methadone for pregnant women. The
need to adjust dosing of buprenorphine during pregnancy is
less than that of methadone. Clinicians may consider split
dosing in patients who complain of discomfort and craving in
the afternoon and evening. Whereas there is evidence of
safety, there is insufficient evidence to recommend the com-
bination buprenorphine/naloxone formulation.

Discontinuation of buprenorphine is not recommended
before elective cesarean section as it creates the potential for
fetal withdrawal.

If a woman becomes pregnant while she is receiving
naltrexone, it is appropriate to discontinue the medication if
the patient and doctor agree that the risk of relapse is low.
If the patient is highly concerned about relapse and wishes to
continue naltrexone, she should be informed about the risks of
staying on naltrexone and provide her consent for ongoing
treatment. If the patient wishes to discontinue naltrexone, but
then reports relapse to opioid use, it may be appropriate to
consider treatment with methadone or buprenorphine.

Naloxone is not recommended for use in pregnant
women with opioid use disorder except in situations of
life-threatening overdose.

Mothers receiving methadone and buprenorphine
monoproduct for the treatment of opioid use disorders should
be encouraged to breastfeed.

Part 9: Special Populations: Individuals With
Pain

For all patients with pain, it is important that the correct
diagnosis be made and that a target suitable for treatment
is identified.
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If pharmacological treatment is considered, non-nar-
cotic medications such as acetaminophen and NSAIDs should
be tried first.

Opioid agonists (methadone or buprenorphine) should
be considered for patients with active opioid use disorder who
are not under treatment.

Pharmacotherapy in conjunction with psychosocial
treatment should be considered for patients with pain who
have opioid use disorder.

Patients on methadone for the treatment of opioid use
disorder will require doses of opioids in addition to their
regular daily dose of methadone to manage severe acute pain.

Patients on methadone for the treatment of opioid
use disorder and who are admitted for surgery may require
additional short-acting opioid pain relievers. The dose of pain
relievers prescribed may be higher than those required by the
typical patient due to tolerance.

Temporarily increasing buprenorphine dosing may be
effective for mild acute pain.

For severe acute pain, discontinuing buprenorphine
and commencing on a high-potency opioid (such as fentanyl)
is advisable. Patients should be monitored closely and
additional interventions such as regional anesthesia should
also be considered.

The decision to discontinue buprenorphine before an
elective surgery should be made in consultation with the
attending surgeon and anesthesiologist. If it is decided that
buprenorphine should be discontinued before surgery, this
should occur 24–36 hours in advance of surgery and reinduc-
tion restarted postoperatively when the need for full opioid
agonist analgesia has passed.

Patients on naltrexone will not respond to opioid
analgesics in the usual manner. Therefore, it is recom-
mended that mild pain be treated with NSAIDs, and
moderate to severe pain be treated with ketorolac on a
short-term basis.

Oral naltrexone should be discontinued 72 hours before
surgery, and extended-release injectable naltrexone should be
discontinued 30 days before an anticipated surgery.

Part 10: Special Populations: Adolescents
Clinicians should consider treating adolescents who

have opioid use disorder using the full range of treatment
options, including pharmacotherapy.

Opioid agonists (methadone and buprenorphine) and
antagonists (naltrexone) may be considered for treatment of
opioid use disorder in adolescents. Age is a consideration in
treatment, and federal laws and US FDA approvals need to
be considered for patients under the age 18. Buprenorphine
is US FDA-approved for adolescents aged 16 years and
above.

Psychosocial treatment is recommended in the treat-
ment of adolescents with opioid use disorder.

Concurrent practices to reduce infection (eg, sexual risk
reduction interventions) are recommended as components of
comprehensive treatment for the prevention of sexually trans-
mitted infections and blood-borne viruses.

Adolescents may benefit from treatment in specialized
treatment facilities that provide multidimensional services.

Part 11: Special Populations: Individuals With
Co-occurring Psychiatric Disorders

A comprehensive assessment including determina-
tion of mental health status should evaluate whether the
patient is stable. Patients with suicidal or homicidal ideation
should be referred immediately for treatment and possibly
hospitalization.

Management of patients at risk for suicide should
include the following: reducing immediate risk; managing
underlying factors associated with suicidal intent; and
monitoring and follow-up.

All patients with psychiatric disorders should be asked
about suicidal ideation and behavior. Patients with a history of
suicidal ideation or attempts should have opioid use disorder
medications and psychiatric medications monitored more
carefully.

Assessment for psychiatric disorder should occur at
the onset of agonist or antagonist treatment. Reassessment
using a detailed mental status examination should occur
after stabilization with methadone, buprenorphine, or
naltrexone.

Pharmacotherapy in conjunction with psychosocial
treatment should be considered for patients with opioid use
disorder and a co-occurring psychiatric disorder.

Clinicians should be aware of potential interactions
between medications used to treat co-occurring psychiatric
conditions and opioid use disorder.

Assertive community treatment should be considered
for patients with co-occurring schizophrenia and opioid use
disorder who have a recent history of, or are at risk of,
repeated hospitalization or homelessness.

Part 12: Special Populations: Individuals in the
Criminal Justice System

Pharmacotherapy for the continued treatment of opioid
use disorders, or the initiation of pharmacotherapy, has been
shown to be effective and is recommended for prisoners and
parolees regardless of the length of their sentenced term.

Individuals with opioid use disorder who are within the
criminal justice system should be treated with some type of
pharmacotherapy in addition to psychosocial treatment.

Opioid agonists (methadone and buprenorphine) and
antagonists (naltrexone) may be considered for treatment.
There is insufficient evidence to recommend any one treat-
ment as superior to another for prisoners or parolees.

Pharmacotherapy should be initiated a minimum of
30 days before release from prison.

Part 13: Naloxone for the Treatment of Opioid
Overdose

Naloxone should be given in case of opioid overdose.
Naloxone can and should be administered to pregnant

women in cases of overdose to save the mother’s life.
The Guideline Committee, based on consensus opinion,

recommends that patients who are being treated for opioid use
disorder and their family members/significant others be given
prescriptions for naloxone. Patients and family members/
significant others should be trained in the use of naloxone
in overdose.
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The Guideline Committee, based on consensus opinion,
recommends that first responders such as emergency medical
services personnel, police officers, and fire fighters be trained
in and authorized to administer naloxone.

RESEARCH RECOMMENDATIONS
While this Practice Guideline is intended to guide the

assessment, treatment, and use of medications in opioid use
disorder, there are areas where there was insufficient evidence
to make a recommendation. Further research is needed to
compare the advantages of different medications for different
patient groups, especially with the emergence of new treat-
ments. The recommended areas of future research are outlined
below and presented in the order they were introduced in
the guideline.

Assessment and Diagnosis of Opioid Use
Disorder (Part 1)

More research is needed on best practices for drug
testing during the initial evaluation and throughout the entire
treatment process.

Further research is needed on evidence-based
approaches for treating opioid use disorder in patients
who continue to use marijuana and/or other psychoactive
substances.

Although research indicates that offering tobacco
cessation is a standard for all medical care, more research
is needed before specific evidence-based recommendations
can be made.

Treatment Options (Part 2)
More research is needed to compare the advantages of

agonists and antagonists in the treatment of opioid use
disorder. Although methadone, buprenorphine, and naltrex-
one are all superior to no treatment in opioid use disorder, less
is known about their relative advantages.

Opioid Withdrawal Management (Part 3)
Further research is needed to evaluate the efficacy

and safety of alpha-2 adrenergic and other nonopioid
medications that are being used off-label for withdrawal man-
agement. These nonopioid medications may have use in tran-
sitioning patients onto antagonists for relapse prevention.

Further study is needed on other methods to accelerate
the withdrawal process and facilitate the introduction of
antagonists.

More research is needed to make recommendations on
the optimal duration of a buprenorphine taper.

More research is needed to evaluate the safety of
inpatient as compared to outpatient withdrawal management.

More research is needed to compare the effectiveness
of short versus long tapers with buprenorphine withdrawal
management.

Methadone (Part 4)
Further research is needed to assess the effectiveness of

added psychosocial treatment to treatment with methadone in
OTP or inpatient settings. Treatment with methadone gener-
ally includes some psychosocial components. However, it

is unclear whether added psychosocial treatment improves
patient outcomes.

Research is needed to evaluate the use of ECG in
treatment with methadone in preventing adverse events.

Buprenorphine (Part 5)
Further research is needed to evaluate the safety and

efficacy of buprenorphine induction conducted in the patient’s
own home, although some studies support this practice in
select cases.

Naltrexone (Part 6)
Further research is needed to test the relative efficacy

of extended-release injectable naltrexone as compared to
agonist treatment.

Further research is also needed on optimal withdrawal
management to initiate treatment with naltrexone and
minimize the risk of precipitated withdrawal.

Further research is needed about the safety and efficacy
of administering extended-release injectable naltrexone every
3 weeks for individuals who metabolize naltrexone at higher
rates.

Psychosocial Treatment in Conjunction With
Medications for the Treatment of Opioid Use
Disorder (Part 7)

Further research is needed to identify the comparative
advantages of specific psychosocial treatments.

Further study is needed to evaluate the effectiveness
of psychosocial treatment in combination with specific
pharmacotherapies.

More research is needed on which concurrent psycho-
social treatments are most effective for different patient
populations and treatment settings including primary care.

Further research is needed on which psychosocial treat-
ments are suitable for addition to buprenorphine or treatment
with naltrexone, which can be delivered in primary care set-
tings.

Special Populations: Pregnant Women (Part 8)
Further research is needed to establish the safety of

buprenorphine or the combination of the buprenorphine/
naloxone for use in pregnancy.

Special Population: Individuals With Pain (Part 9)
Further research is needed to examine whether the

discontinuation of buprenorphine before elective surgery
is necessary. Studies on whether it is possible to provide
adequate analgesia by adding full agonist opioid analgesics to
the patient’s baseline buprenorphine dose are needed.

Special Populations: Adolescents (Part 10)
More studies are needed to examine the efficacy of

pharmacotherapy for adolescents with opioid use disorder.
Due to the few clinical trials in adolescents, most of the
current recommendations are based on research with adults.

More research is needed to identify which psychosocial
treatments, alone and in combination with pharmacotherapy,
are best suited for use with adolescents.
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Special Populations: Individuals in the Criminal
Justice System (Part 12)

Further research is needed on the effectiveness of
pharmacotherapy in prisoner populations.

APPLICABILITY AND IMPLEMENTATION ISSUES
This Guideline is intended to aid decision-making in the

treatment of opioid-addicted patients. This is not a set of
standards, and there will likely be situations in which phys-
icians consciously decide not to follow the recommendations
of the Guideline for reasons that are applicable to individual
patients. The Guideline was written to be used by physicians
who are experienced in the treatment of addicted patients,
and by those who are not so experienced. Any physician
using the Guideline must be aware of her/his capabilities,
and judge when a stricter interpretation of the Guideline, or
a referral to a more experienced practitioner would be
indicated.

CONCLUSIONS
At this point in time, the available evidence indicates

that use of medications in addition to psychosocial treatments
is supported for the treatment of opioid use disorder. Pre-
scription of the indicated medications is not completely
simple, and skill and time are required to ensure that treatment
is effective and diversion of the abusable medications is not
occurring. This Guideline describes aspects of treatment that
should be attended to be effective.
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Pharmacological treatments for
drug misuse and dependence
Kylie Reed, Edward Day, Jenny Keen† & John Strang
†National Addiction Centre, Institute of Psychiatry, King’ s College London, London, UK

Introduction: Substance misuse disorder (DSM-5) remains a major health chal-

lenge. Harm reduction is the initial treatment goal, by reducing or eliminating

non-prescribed drug use. Eventual abstinence is the ultimate harm reduction

goal. However the scope for evidence-based pharmacological interventions

remains limited.

Areas covered: The paper takes a pragmatic clinical approach to existing and

developing pharmacotherapies for substance misuse. Dependence may be

characterised as a cycle with three stages: binge/intoxication, withdrawal/

negative affect and preoccupation/anticipation (craving). Each of these stages

may be the focus of pharmacotherapeutic intervention, and current literature

is discussed which is of relevance to the practising clinician. Dependence on

opiates, stimulants, cannabis and prescribed medications including benzodia-

zepines and the current treatments are addressed.

Expert opinion: Possible pharmacotherapies of the future include anti-craving

medications, which are still incompletely understood. Other developments

include ultra-long-acting formulations, some of which have already been pro-

duced and are being studied or are in early clinical practice. A completely new

line of investigation has been drug ‘vaccines’, whereby the body is stimulated

to produce antibodies to, for example, cocaine and nicotine. Despite a num-

ber of evidence-based strategies for the treatment of substance misuse disor-

der, the range of licensed pharmacological treatment choices nevertheless

remains narrow.

Keywords: benzodiazepines, cannabis, craving, opiates, over the counter medication,

pharmacological treatment, prescribed medication, stimulants, substance misuse, withdrawal

Expert Opin. Pharmacother. (2015) 16(3):325-333

1. Introduction

Clinical definitions of drug misuse and dependence tend to focus on four aspects:
the drive to reach an altered state of consciousness; the development of craving to
repeat the experience; tolerance requiring increasing doses to achieve the same effect;
and a resulting loss of control of intake of the drug even in the face of adverse con-
sequences. It is no longer considered clinically useful by most clinicians to make
hard and fast distinctions between psychological and physical states of dependence:
this is reflected in DSM-5, released in May 2013, which did away with the separate
diagnoses of substance ‘abuse’ and substance ‘dependence’ and replaced them with a
single diagnosis of ‘substance use disorder’, graded by severity [1].

It is accepted that some drugs, notably the opiates, have easily characterised phys-
ical withdrawal syndromes, whereas others such as cannabis and cocaine do not.
This is why commentators such as Koob and Volkow (below) concentrate on addic-
tion as a process. This is the model followed in this paper.

Koob and Volkow [2] define drug dependence as ‘a chronically relapsing disorder
that has been characterised by: i) compulsion to seek and take the drug; ii) loss of con-
trol in limiting intake; and iii) emergence of a negative emotional state (e.g., dyspho-
ria, anxiety and irritability) reflecting a motivational withdrawal syndrome when
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access to the drug is prevented’. They describe an addiction
cycle composed of three stages: ‘binge/intoxication’,
‘withdrawal/negative affect’ and ‘preoccupation/anticipation’
(craving). Each of these may be the focus of pharmacothera-
peutic intervention strategies: intoxication or the desired effect
of the drug may be blocked or reduced, so reducing the moti-
vation to use the drug; withdrawal symptoms may be reduced
or prevented in order to reduce drug-seeking behaviour that
seeks to counteract them; cravings may be reduced or pre-
vented, also leading to a reduction in drug-seeking behaviour.
The treatment process can be conceptualised as moving

through three stages, all of whichmay utilise pharmacotherapeu-
tic strategies. First, the clinician builds a therapeutic alliance to
help the individual understand and reduce the biological, psy-
chological and social harms caused by illicit drug use. For exam-
ple, initial reductions in drug-seeking behaviour and drug use
may lead to a reduced need to commit acquisitive crime or to
inject drugs. In the medium- to long-term, the goal of treatment
may shift to eliminating all illicit drug use and developing psy-
chological and social strategies and resources to improve overall
quality of life. Finally, a totally medication-free life may repre-
sent the final stage of recovery.
Importantly, treatment in this sphere comprises more than

pharmacotherapeutic strategies: it includes a range of psycho-
logical and social therapeutic interventions, essential alongside
their pharmacotherapeutic counterparts, but not addressed
here. In this paper, pharmacotherapeutic strategies in the
treatment of drug misuse and dependence are explored. The
paper is intended not as a systematic review but as a clinical
guide written by clinicians for clinicians: its focus is therefore
clinical and its use of the literature is pragmatic and based on
clinical priorities and relevance. The term ‘opiate addiction’
will be used throughout to refer both to addiction to plant-
derived opiates and synthetic opioids.

2. Pharmacological treatments

2.1 Treatment of opiate addiction
The treatment of addiction to opiates is one of the earliest
therapeutic endeavours with regard to substance misuse and

exemplifies the use of pharmacology to intervene at each of
the three stages of the addictive cycle as described by Koob
and Volkow. Early attempts at the treatment of opiate depen-
dence focused on the search for a non-addictive ‘cure’ [3], but
lately the concept of harm reduction has become the more
pragmatic treatment goal. Pharmacotherapeutic interventions
can target the intoxication phase (antagonists such as naltrex-
one or partial agonists such as buprenorphine), the with-
drawal phase (maintenance treatments to abolish withdrawal
and symptom control agents), or the craving phase (mainte-
nance and receptor blockade both act on cravings by interfer-
ing with reward mechanisms, and purely anti-craving
medications are currently under investigation).

2.1.1 Maintenance treatment
Maintenance or opiate substitution therapy targets all three
stages of the Koob and Volkow model. Full or partial agonists
stimulate opiate receptors and so prevent withdrawal symp-
toms when the illicit drug of abuse is not available [4-6]. Sec-
ondly, a sufficient, regular dose of an opiate agonist (e.g.,
methadone) or partial agonist (e.g., buprenorphine) can block
euphoria from additional ‘on top’ illicit opiate use [4]. Finally,
both methadone and buprenorphine have been shown to have
anti-craving effects [5-7]. The 2007 NICE technology appraisal
guidance on methadone and buprenorphine for the manage-
ment of opioid dependence [8] recommends the use of either
oral methadone or sublingual buprenorphine using flexible
dosing regimens for maintenance therapy in the management
of opioid dependence. The decision about which drug to use
should be made on a case-by-case basis, taking into account
drug use and treatment history as part of the assessment of
the risks and benefits of each treatment for that individual [8].

2.1.1.1 Methadone
Both the NICE guidelines [8] and the Drug Misuse and
Dependence UK guidelines on clinical management also pub-
lished in 2007 [9], reflect the strong evidence base supporting
opiate substitution treatment and, in particular, that treat-
ment outcomes (retaining patients in treatment and reducing
illicit heroin use during treatment) are significantly better in
higher dose methadone regimens than regimens providing
doses < 60 mg per day. Both sets of guidelines cite the usual
maintenance dose range for methadone as 60 -- 120 mg
per day.

However methadone, like other opiates, has a high depen-
dence potential and carries a risk of fatal overdose. Induction
into opiate substitution treatment, especially with methadone,
poses risks in terms of overdose if the initial dose is too high
or if patients continue to use non-prescribed opiates. Using
data from the UK General Practice Research Database,
Cornish et al. [10] analysed the data of all primary care patients
with a diagnosis of substance misuse prescribed methadone or
buprenorphine over a 16-year period from 1990 to 2005.
This amounted to nearly 6000 patients and over a quarter
million prescriptions for opiate substitution treatment. They

Article highlights.

. Dependence may be characterised as an addiction cycle
composed of three stages: ‘binge/intoxication’, ‘withdrawal/
negative affect’, and ‘preoccupation/anticipation’ (craving).

. Each of these may be the focus of pharmacotherapeutic
intervention strategies.

. In treating opiate addiction, all of the stages of the addiction
cycle are addressed, but there are fewer current therapeutic
options for those dependent on other substances.

. Possible pharmacotherapies of the future include anti-
craving medications, ultra-long-acting formulations, and
drug ‘vaccines’.
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compared the adjustedmortality rates at different critical periods
during and immediately after treatment, with the general mor-
tality when out of treatment. The overall risk of death during
treatment was lower than the risk of death out of treatment.
However, in the first 28 days of treatment, patients had a two-
to threefold higher risk of death compared with the rest of their
time in treatment, and the risk of death was eight- to ninefold
higher in themonth immediately after treatment stopped. These
data are consistent with other international studies [11-13].

The initial 4 weeks of treatment with methadone are there-
fore associated with a substantially increased risk of overdose
mortality [10-13]. Appropriate assessment and titration of doses
at treatment induction are essential, taking into account the
individual’s current tolerance to opioids and any use of other
respiratory depressant drugs, for example, alcohol and benzo-
diazepines, due to the increased risk of overdose associated
with polysubstance misuse [14-16].

Prescription of the short-acting full opiate antagonist nal-
oxone and training for family and peer users in its administra-
tion, along with training in the other aspects of the
management of opiate overdose, is provided by some treat-
ment centres as a safety strategy during this and other high
risk periods [17,18].

The MHRA also recommends that patients prescribed
> 100 mg of methadone per day should be carefully monitored
when taking methadone, due to the risk of QTc interval pro-
longation on ECG [19-22] and also with those prescribed meth-
adone with comorbidities, including heart or liver disease,
electrolyte abnormalities or concomitant treatment with other
medicines with the potential to cause QT interval
prolongation [21].

2.1.1.2 Buprenorphine
Buprenorphine is a synthetic partial opioid agonist with a high
affinity to µ-opiate receptors. It is available as a single agent in
generic or branded form (‘Subutex’) and in a branded combi-
nation with naloxone (‘Suboxone’). Buprenorphine activates
opiate receptors and so reduces withdrawal symptoms, and its
high affinity for the receptor prevents the euphoriant action
of opiates taken ‘on top’ of the prescribed medication. Its par-
tial agonist activity also means that it has the further advantage
over methadone of being much safer in overdose.

NICE endorses the use of buprenorphine for maintenance
treatment, but notes the smaller body of evidence relative
to methadone. A guidance maintenance dose range of
12 -- 24 mg per day is suggested for buprenorphine, with a
maximum of 32 mg/day [8,9]. Both NICE and the UK guide-
lines note that although there is less precise agreement on
buprenorphine maintenance doses, ‘higher’ doses (12 mg
plus) have been shown to be consistent with better treatment
outcomes that is, lower levels of illicit opiate use and longer
retention in treatment.

The UK Guidelines advise that patients take newly pre-
scribed buprenorphine (and methadone) under supervision
for approximately the first 3 months, possibly longer in cases

where there are compliance concerns [9]. When starting treat-
ment with buprenorphine, the partial agonist effect and high
receptor affinity also carry a risk of precipitated opiate with-
drawals when starting the medication in those who have
recently taken lower affinity opiates such as heroin. Therefore
the first dose of buprenorphine should be administered when
the patient is already experiencing opioid withdrawal symp-
toms to reduce the risk of precipitated withdrawal [9,23].

Buprenorphine is taken sublingually, and as the process of
disintegration takes around 5 -- 10 min to complete, this
can cause problems for community pharmacies. Therefore,
although buprenorphine is well established and recognised
as valuable, its wider use is limited because of poor suitability
for effective supervised dosing. Inconvenience and cost are
barriers to supervision, and without this, there is the potential
risk of diversion of the incompletely dissolved drug for intra-
venous use, monetary gain or to avoid physical risk from
others (e.g., in the prison setting), with a consequent limita-
tion of the intended treatment outcomes.

In an attempt to tackle this, one form of buprenorphine cur-
rently licensed in the UK (Suboxone) combines buprenorphine
with the opioid antagonist naloxone. When taken sublingually
as prescribed, there is a low bioavailability of naloxone, but if
the medication is injected, the naloxone in the product has a
higher bioavailability and is likely to precipitate opioid with-
drawal in dependent individuals. Although the aim is to dis-
courage use by injecting, the potential for diversion remains.
In one study of attenders at a Helsinki clinic over a 2-week
period, 68% had injected buprenorphine--naloxone (66% of
these injected ‘regularly/frequently’) and 4.5% were adminis-
tered nasally [24]. Other buprenorphine--naloxone formula-
tions have also been introduced elsewhere, including an
earlier buprenorphine 0.2 mg + naloxone 0.164 mg tablet in
New Zealand, but this was never registered outside
New Zealand and was withdrawn in 2001 [25] after concerns
that the combination product was still being abused.

Buprenorphine alleviates opioid withdrawal and craving
through its agonist effect on the µ-opiate receptor and also
reduces or abolishes the agonist effect of any additional opioid
use via its opiate receptor antagonistic effect with high recep-
tor affinity. It has a high affinity for µ-receptors, binding more
tightly than heroin or methadone, and thus reduces the
impact of additional opioid use by preventing receptors
from being occupied by them.

At doses of 16 mg or above, this blockade effect discourages
use of non-prescribed opiates such as heroin and therefore indi-
rectly affects craving. Buprenorphine produces a less sedating
effect than full agonists such as heroin or methadone, but has
sufficient agonist effect to prevent opioid withdrawal symptoms.

2.1.1.3 Oral ultra-long-acting opiates
Although there are only two licensed oral maintenance
medications in the UK, treatment responses and preferences
can differ between patients. Increasing the treatment options
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available for this heterogeneous population may help to opti-
mise treatment engagement and retention [26].
Use of the ultra-long-acting full agonist levo-a-acetylme-

thadol is no longer recommended following reports of adverse
cardiac events [27]. Other oral options such as slow-release oral
morphine (SROM) preparations are not licensed in the UK
for the treatment of opiate dependence, but may be prescribed
by a specialised clinician in exceptional circumstances [9,23].
Morphine sulphate is a µ-opiate receptor agonist whose for-

mulations in the UK include oral preparations in which mor-
phine is released slowly and continuously over 24 h to provide
steady blood levels of the drug [28]. Although the British
National Formulary records its indications as being primarily
for the management of acute and chronic pain, formulations
of SROM are currently used as maintenance opioid substitu-
tion in some European countries [29]. A small number of
short-term cross-over studies (in special populations, e.g.,
patients intolerant to methadone) of SROM have been pub-
lished. These show similar efficacy to methadone once correct
dosing is achieved. SROM in the form of sustained release
morphine (MXL) has also been found to be a valuable alterna-
tive in those who could not tolerate methadone as an adjunct
to injectable diamorphine prescriptions, enabling some
patients to reduce both their dose and number of injections
of diamorphine [26].

2.1.1.4 Injectable opioid maintenance prescribing
In the UK, a Home Office license is required to prescribe dia-
morphine for the treatment of addiction, and specialist levels
of competence are required to prescribe any injectable substi-
tute opioids [9,23]. A small number of patients (a few hundred
in total) in the UK continue to receive these under the former
‘British system’ [30]. By contrast, the RIOTT study [31] evalu-
ated the relative success of three more closely monitored alter-
nate forms of opioid substitution for those individuals for
whom oral methadone was unsuccessful. Participants in one
arm of the trial received injectable diamorphine under direct
supervision [31]; those in the second arm received injectable
methadone under direct supervision; and those in the third
arm received optimised oral methadone. The injectable dia-
morphine arm included the option of oral methadone to
ensure stability overnight, given the shorter half-life of dia-
morphine. The researchers found that at 6 months the pro-
portions of patients achieving 50% or more negative
samples for street heroin were highest in the injectable heroin
group (66%) followed by injectable methadone (30%) and
oral methadone (19%) [31].The authors noted that, in the
past 15 years, a total of six randomised trials have all reported
benefits from treatment with injectable heroin compared with
oral methadone, and proposed that “supervised injectable her-
oin should now be provided, with close monitoring, for care-
fully selected chronic heroin addicts in the UK” [31]. On the
basis of the findings from these trials, the English Department
of Health concluded that supervised injectable opiate treat-
ment ‘is now evidenced as a clinically-effective second-line

treatment for the small number of people who have repeatedly
failed to respond to standard methadone treatment or residen-
tial rehabilitation’ [32].

2.1.2 Opioid detoxification and reduction regimens
Medically assisted withdrawal or detoxification should be
available as part of a comprehensive package of treatment [33].
However, there is a high rate of relapse to opioid use follow-
ing detoxification [34] and death from overdose [10,34]. Detox-
ification is not the end of the treatment journey, nor the end
of the recovery pathway. A focus is needed on both
pre-detoxification clinical assessment to determine that the
clinical criteria for detoxification are met [34], and on post-
detoxification outcomes and follow-up.

2.1.2.1 Detoxification using opiates
NICE [33] recommends both methadone and buprenorphine
for use as detoxification agents, with advice to detoxify opiate
substitution patients with their substitution drug as first line
unless there are clinical reasons to change medication.

2.1.2.2 Medication for symptomatic relief
It is possible to manage opioid withdrawal using non-opiate
medications that target withdrawal symptoms, craving and
associated relapse during detoxification and early abstinence.
The a-2 adrenergic agonist lofexidine is licensed for the man-
agement of opioid withdrawal, providing relief of some symp-
toms (such as tachycardia, sweating, rhinorrhoea and
shivering). However it is not effective as a sole agent in those
with substantial opioid dependence [9,35,36], nor does it relieve
all physical symptoms of withdrawal and would not usually be
provided as a stand-alone treatment. Moreover the side effects
of using lofexidine in this setting also warrant monitoring,
including clinically significant hypotension and bradycar-
dia [9]. Other symptomatics used for short term relief of with-
drawal include simple analgesia, Buscopan, loperamide,
various hypnotics and baclofen, which may also have an
anti-craving effect [7].

2.1.3 Relapse prevention
2.1.3.1 Receptor blockade
NICE has found naltrexone treatment to be cost--effective as a
treatment strategy in aiding abstinence from opioid mis-
use [37], but only in individuals who are fully informed of
how the treatment works and problems associated with its
use, and are highly motivated to engage with an abstinence
programme. Naltrexone is a long-acting opioid receptor
antagonist with high oral efficacy and high receptor affinity
and can be taken every other day with dose adjustment. Its
long duration of action means that it can be taken as a preven-
tative against opiate use as it blocks any and all use of opiates.
It also appears to have some anti-craving activity [7,38]. Nal-
trexone therefore potentially targets the craving and drug
seeking that may accompany abstinence following detoxifica-
tion and also blocks the possibility of achieving euphoria
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should opiates be used when naltrexone is blocking the recep-
tors. It may be a useful aid to abstinence for some patients
who have managed to become opiate-free, in particular highly
motivated patients with an investment in society, notably
physicians and other health professionals [38], although its
acceptability to ‘typical heroin addicts’ is in practice poor [38].

Although naltrexone is helpful for some patients, it is not a
panacea, and there are problems associated with its use. In
terms of safety, patients need to be advised that it is possible
to override the blockade with sufficient heroin use and that
if respiratory depression occurs before euphoria is achieved,
this can lead to lethal heroin overdose.

Long-term clinical use of naltrexone has also been reported
to increase the concentration of opioid receptors in the brain
and produces a temporary exaggeration of response to the
subsequent administration of opioid agonists [39]. Naltrexone
implant and depot formulations giving an average blockade of
4 -- 12 weeks have been available for a number of years [40] but
have not yet been licensed for use in the UK.

Clinically, it is recommended that naltrexone should be
started by a specialist following liver function tests. Although
an injected naloxone challenge was formerly used to check the
absence of opiates from the system and to trigger any precip-
itated withdrawal while the patient was under supervision, an
oral 25-mg dose is now sometimes used for this purpose.
Patients should be followed up regularly and supported in
maintaining abstinence.

2.1.3.2 Anticraving medications
Both methadone and buprenorphine have been demonstrated
to have an effect in preventing craving for heroin [5,6]. No
other pharmacological interventions have been shown as yet
to be decisively better than placebo as anti-craving medica-
tions for opiate users [7].

2.2 Treatment of stimulant misuse
Research on pharmacotherapy for stimulant drugs has focused
mainly on the treatment of dependent users of the various
forms of cocaine and amphetamine. Treatment goals are usu-
ally the management of withdrawal and the maintenance of
abstinence, although the value of substitution treatment with
harm reduction goals has also been considered. Overall, the evi-
dence supporting pharmacological treatment is weak at any
stage in the cycle of dependence except symptom control [41].

Amphetamines and cocaine are stimulant drugs with a high
dependence potential and withdrawal syndromes that may
include significant distress, agitation and physical discomfort
necessitating admission to hospital. Many stimulant users
also use heroin or benzodiazepines to ease the ‘comedown’
from the drug and there is significant harm both from inject-
ing and smoking these drugs. There is as yet no convincing
evidence supporting the use of pharmacological treatment
for amphetamine and cocaine abuse and dependence. Psycho-
social interventions such as cognitive behavioural therapy and
contingency management remain the mainstay of treatment.

The use of dopamine agonists, antidepressants or anticonvul-
sants is not currently recommended.

There is no clear evidence to support substitute prescribing
of dexamphetamine for treatment of cocaine or amphetamine
dependence, but definitive studies are warranted.

No medications are licensed for stimulant withdrawal,
although research on anti-craving pharmacotherapies for
detoxification is ongoing, with a recent focus on disulfi-
ram [7,38], topiramate [42], modafinil [37], and more controver-
sially baclofen [7,38]. The emphasis in treatment is currently on
adjuvant medication to alleviate significant symptoms and
supportive psychosocial interventions.

2.3 Treatment of addiction: cannabis
Cannabis use is common, especially among young people.
The greatest potential for harm from cannabis use is in young
people and those who are pregnant or have serious mental ill-
ness. It is estimated that approximately one-tenth of cannabis
users develop dependence, with three-quarters experiencing
withdrawal symptoms on cessation [43].

Regular use of cannabis may be associated with a range of
health, emotional, behavioural, social and legal problems, par-
ticularly in young, pregnant and severely mentally ill people
so that harm reduction interventions are appropriate. Most
dependent users have concurrent dependence on tobacco,
which increases the health risks and worsens outcomes for
cannabis treatment. There are no agreed or approved pharma-
cological interventions, and treatment of dependence is aimed
at gradual reduction of intake with symptom control as
appropriate to help avoid relapse and self-medication [44].

Co-morbid mental health problems should be assessed and
treated. Dependent users may present with symptoms sugges-
tive of depression, but where possible, diagnosis and treat-
ment should be deferred until 2 -- 4 weeks after withdrawal
to improve diagnostic accuracy [43].

With regard to psychosocial interventions, studies are het-
erogeneous, covering a range of interventions, comparators,
populations and outcomes. Cognitive behavioural therapy
and, to a lesser extent, motivational interviewing can improve
outcomes in a self-selected population of cannabis users.
Future research is likely to focus on the clinical and cost-
--effectiveness of shorter interventions and the impact of
mutual aid therapies and contingency management. Research
on pharmacotherapies for the management of cannabis crav-
ing during detoxification is ongoing, and includes a possible
role for cannabidiol [45,46] and n-acetylcysteine [7].

2.4 Treatment of addiction: over-the-counter and

prescribed medications
The risk of addiction to prescribed and over-the-counter
(OTC) medication is increasingly recognised as a widespread
problem [47-50]. The major groups of misused medicines are
analgesic opioids such as tramadol, oxycodone and dihydro-
codeine; hypnotics and anxiolytics, including benzodiazepines
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and so-called Z-drugs (zaleplon, zolpidem and zopiclone);
stimulants, such as methylphenidate used to treat attention
deficit hyperactivity disorder; and certain sleep disorders, anti-
convulsants and mood stabilising drugs, such as gabapentin
and pregabalin [50].
Problematic use of prescription-only and OTC medicines

covers a range of presentations, from individuals who become
dependent inadvertently, to those who deliberately use pre-
scription medicine as a source of psychoactive effects or extra
income. There is also a complex group of individuals who
have started medication for pain but who inhabit a grey area
between pain control and addiction [51]. The profile of indi-
viduals who are dependent on prescription opioids may be
quite different from that of individuals who are dependent
on illicit opioids. Individuals who are dependent on prescrip-
tion opioids tend to earn more, are less likely to be hepatitis-C
positive, are more likely to complete treatment and have a
higher percentage of opioid-negative urine tests [50].

2.4.1 Prescribed/OTC opiates
Currently, no clinical guidelines exist in the UK specifically
for the treatment of patients who misuse prescribed or OTC
opiates. However, as with illicit opiate users, opioid substitu-
tion treatment (usually with buprenorphine) leading to detox-
ification can be used in cases where dependence on prescribed
opiates such as codeine-based painkillers (e.g., dihydroco-
deine, oxycodone) has been diagnosed. Interestingly, naltrex-
one may have a greater potential role in these patients as it
has been found to be more useful in highly motivated opiate
users with a higher level of social capital such as medical pro-
fessionals (see above) [38].
Support groups and behavioural therapy may be helpful

adjuncts, but are not the focus of this review.

2.4.2 Prescribed benzodiazepines
Benzodiazepines are commonly misused intentionally or
unintentionally, both by users of illicit drugs and those who
become addicted to their own or someone else’s diverted pre-
scription. A major problem is the reported difficulty and
length of time taken in withdrawing from these drugs. Pre-
scribing of benzodiazepines during opioid substitution treat-
ment is common, despite a lack of research to support
this [50]. Such prescribing can often slip into de facto mainte-
nance treatment, which is neither evidence-based nor
recommended [9].
No medications are explicitly approved for treating benzo-

diazepine dependence. Where dependence is established, ben-
zodiazepine misuse is treated with gradual reduction, often
after replacing all benzodiazepines with diazepam because of
its prolonged half-life. Other treatment approaches include
switching patients to non-benzodiazepine anxiolytics, or pre-
scribing adjunctive medications such as antidepressants or
mood stabilisers where a formal diagnosis of depression or
anxiety has been made. Additional psychological therapies
increase the effectiveness of gradual dose reduction,

particularly in individuals with insomnia and panic disor-
der [41]. Consideration should be given to targeted use of
these interventions.

3. Expert opinion

3.1 Looking to the future

3.1.1 Ultra-long-acting formulations
Possible pharmacotherapies of the future include ultra-long-
acting formulations (either implant or depot) that have already
been produced and are being studied or are in early clinical
practice for several existing medications. Poor treatment adher-
ence and drop-out are common problems found with the use of
oral medications for addictive behaviours. Ultra-long-acting
buprenorphine as a depot formulation lasting at least a month
is being tested, and a buprenorphine implant lasting at least
6 months [52] is already in the clinical trial phase. A depot for-
mulation of naltrexone lasting for a month has been licensed
for use in the US, and several unlicensed ultra-long-lasting
depot naltrexone formulations lasting several months have
been developed and have had at least some formal clinical trial
testing [53,54]. The challenge will be to establish the true benefit
and clinical value of these ultra-long-acting formulations.

3.1.2 Vaccines
A completely new line of investigation has been drug ‘vaccines’,
whereby the body is stimulated to produce antibodies to, for
example, cocaine and nicotine [55,56]. These ‘drug vaccines’
are designed to intercept cocaine and nicotine before they reach
receptors in the brain. A ‘heroin vaccine’ is also in develop-
ment [2,57]. Animal studies have demonstrated the feasibility
of the technology, and the first clinical trials of both a cocaine
vaccine and a nicotine vaccine have been completed.

3.1.3 New anti-craving medications
Although the exact meaning and measurement of ‘craving’ is
controversial [5-7,38], it is recognised in most models of addic-
tion as part of the drive to take a substance irrespective of con-
sequences, and may be measured both subjectively and
objectively in terms of relapse. Existing studies of specific anti-
craving medications are heterogeneous and the evidence is
patchy, but the focus on this area may ultimately lead to
across-the- board advances applicable to a wide range of
addictions [7,38].

3.2 Conclusions
Despite a number of evidence-based psychological and social
intervention strategies for the treatment of opiate and narcotic
addiction, the range of licensed pharmacological treatment
choices nevertheless remains narrow, despite the heterogeneity
of the population requiring treatment. There is therefore a
need for continued research in addiction treatment to test
the effectiveness of a broader range of treatments and need
for policy development and funding to facilitate the imple-
mentation of effective strategies as these are developed.
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Geographic and Specialty Distribution of US Physicians 
Trained to Treat Opioid Use Disorder

ABSTRACT
PURPOSE The United States is experiencing an epidemic of opioid-related deaths 
driven by excessive prescribing of opioids, misuse of prescription drugs, and 
increased use of heroin. Buprenorphine-naloxone is an effective treatment for 
opioid use disorder and can be provided in office-based settings, but this treat-
ment is unavailable to many patients who could benefit. We sought to describe 
the geographic distribution and specialties of physicians obtaining waivers from 
the Drug Enforcement Administration (DEA) to prescribe buprenorphine-naloxone 
to treat opioid use disorder and to identify potential shortages of physicians.

METHODS We linked physicians authorized to prescribe buprenorphine on the 
July 2012 DEA Drug Addiction Treatment Act (DATA) Waived Physician List to 
the American Medical Association Physician Masterfile to determine their age, 
specialty, rural-urban status, and location. We then mapped the location of these 
physicians and determined their supply for all US counties.

RESULTS Sixteen percent of psychiatrists had received a DEA DATA waiver (41.6% 
of all physicians with waivers) but practiced primarily in urban areas. Only 3.0% 
of primary care physicians, the largest group of physicians in rural America, had 
received waivers. Most US counties therefore had no physicians who had obtained 
waivers to prescribe buprenorphine-naloxone, resulting in more than 30 million 
persons who were living in counties without access to buprenorphine treatment.

CONCLUSIONS In the United States opioid use and related unintentional lethal over-
doses continue to rise, particularly in rural areas. Increasing access to office-based 
treatment of opioid use disorder—particularly in rural America—is a promising strat-
egy to address rising rates of opioid use disorder and unintentional lethal overdoses.

Ann Fam Med 2015;13:23-26. doi: 10.1370/afm.1735.

INTRODUCTION

Of the 30 leading diseases and injuries in the United States, drug-
use disorders have accounted for the greatest increase in deaths 
and years of life lost between 1990 and 2010.1 The largest por-

tion of these deaths results from the ingestion of prescription and illicit 
opioids,2,3 exceeding the number of people dying in car accidents.4

Addressing this epidemic will require a new approach to the treatment 
of problems related to opioid use. To expand treatment options beyond 
opioid treatment programs, the US Congress passed the Drug Addiction 
Treatment Act (DATA 2000).5 This expansion of harm-reduction treat-
ment allows office-based physicians who complete training to obtain a 
waiver that permits prescribing buprenorphine to treat opioid use disorder. 
This study examines the extent to which the population in the United 
States has local access to physicians who received a waiver and can pro-
vide effective harm-reduction treatment for opioid use disorder.

METHODS
This research used multiple data sources: The American Medical Associa-
tion (AMA) Physician Masterfile (2012), the Drug Enforcement Administra-
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tion (DEA) DATA Waived Physician List (July 2012), 
and the US Department of Agriculture’s (USDA) 2004 
Economic Research Service County Typology data.6

AMA and DEA data were linked using the physi-
cian’s DEA number. The physician’s practice ZIP code 
was used to identify the practice county. The county’s 
USDA Urban Influence Code was used to assign all 
physicians to 1 of 4 geographic categories.

We excluded physicians who had an inactive prac-
tice status or were older than 80 years, whose addresses 
were outside the United States, or who were medical 
residents not in their final training year. The resulting 
file included 829,044 physicians of whom 18,225 (2.2%) 
had waivers on the July 2012 DEA DATA list. Physi-
cians on the DATA Waived Physician List who did not 
match to the AMA Masterfile were included in the map 
showing the location of the physicians with waivers.

The University of Washington’s Institutional Review 
Board determined this study to be exempt from human 
subjects research requirements on November 11, 2012.

RESULTS
Specialty Distribution of Physicians With Waivers
Of the 2.2% of US physicians who had obtained waiv-
ers to prescribe buprenorphine on the DEA DATA 
list, 41.6% were psychiatrists, and slightly more than 
one-third (36.7%) practiced in the primary care spe-
cialties of family or internal medicine. Nationally, the 
5 specialties with the highest rates of physicians with 
waivers were psychiatry (16.2%), pain management 
(15.2%), physical medicine and rehabilitation (5.3%), 
family medicine (3.6%), and internal medicine (2.1%) 
(Supplemental Appendix).

Age and Sex
Physicians aged younger than 35 years, excluding resi-
dents, represented 7.8% of the workforce, but only 2.6% 
of the buprenorphine prescribers, and they were signifi-
cantly less likely than older physicians to have obtained 
a waiver (P <.001). Physicians are eligible to obtain a 
waiver after 2 years of residency, but only 0.7% of this 
cohort had obtained a waiver compared with 2.3% of 
physicians aged 35 or older. Almost 3% of physicians 
aged 55 to 64 years received waivers, the highest pro-
portion of any age-group. Overall, significantly more 
men than women had received a waiver to prescribe 
buprenorphine (2.4% vs 1.8%, respectively, P<.001).

County and Rural-Urban Status: Geographic 
Maldistribution of Physicians With Waivers
Only 46.6% of US counties (1,465 of 3,143) had a phy-
sician who could prescribe buprenorphine (Table 1); 
90.3% of the US population resided in these counties. 
Thirty million people, or 9.7% of the US population, 
were living in counties that had no physician with a 
waiver, 21.2 million of them in rural counties and 8.8 
million in metropolitan counties. Of the counties that 
had no physicians who could prescribe buprenorphine, 
82.1% were in rural areas.

Rural counties, especially more isolated ones, had 
a substantially lower supply of physicians with waiv-
ers per 100,000 residents. Most, 83.6%, of the US 
population were living in urban counties, where 91.3% 
of American physicians and 90.4% of physicians with 
waivers practiced. In contrast, 2.4% of the US popu-
lation were living in the smallest and most remote 
counties, where only 0.9% of American physicians and 
1.3% of the physicians with waivers practiced.

Table 1. Supply of Physicians With DEA DATA Waivers in US Counties, by Rural-Urban Status 

Characteristic

Metropolitana
Adjacent to 

Metropolitanb

Micropolitan, 
Not Adjacent to 
Metropolitanc

Small and 
Remote Rural 

Countiesd

TotalUIC 1-2 UIC 3-7 UIC 8 UIC 9-12

US population, No. (%) 260,479,400 (83.6) 33,691,096 (10.8) 9,677,339 (3.1) 7,744,082 (2.4) 311,591,917 (100.0)

Counties with ≥1 physicians 
with waivers, No. (%)

789 (72.4) 419 (39.6) 132 (46.8) 125 (17.5) 1,465 (46.6)

Counties with no physician 
with a waiver, No. (%)

301 (27.6) 639 (60.4) 150 (53.2) 588 (82.5) 1,678 (53.4)

Total counties, No. (%) 1,090 (34.7) 1,058 (33.7) 282 (9.0) 713 (22.7) 3,143 (100.0)

Physicians with waivers per 
100,000 residents, No.

6.3 3.3 4.2 3.1 5.8

Physicians with waivers, % 90.4 6.1 2.3 1.3 100.0

DATA = Drug Addiction Treatment Act; DEA = Drug Enforcement Administration; UIC = Urban Influence Code. 

Note: counties were classified as urban or into 1 of 3 categories of rural using the US Department of Agriculture UIC. 

a Counties with an urban core with a population of at least 50,000. 
b Counties that are geographically adjacent to a metropolitan area whose largest town/urban cluster has 10,000-49,999 residents.
c Counties that are not adjacent to a metropolitan area and whose largest town/urban cluster has 10,000-49,999 residents.
d Counties whose largest town has fewer than 10,000 residents regardless of proximity to a micropolitan county.
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The regional distribution of physicians who can 
prescribe buprenorphine is striking. Figure 1 shows that 
physicians with waivers are concentrated on the east and 
west coasts, leaving wide swaths of contiguous counties 
in the middle of the country without any such physi-
cians. Residents of these counties must travel long dis-
tances to receive outpatient buprenorphine treatment.

The percentage of physicians with waivers varied 
widely by state, from 0.6% in Nebraska to 6.8% in Ver-
mont. The ratio of these physicians to 100,000 popula-
tion varied 15-fold by state (data available on request).

DISCUSSION
Despite the availability of office-based therapy for the 
treatment for opioid use disorder—and despite efforts 
to expand its availability—only 2.2% of American 
physicians have obtained the waivers required to pre-
scribe buprenorphine to treat opioid use disorders. We 
found that 90.4% of these physicians were practicing 
in urban counties, leaving the majority of US counties 
(53.4%)—most of them rural—with no physician with 
a DEA DATA waiver.

The relative paucity of these physicians in rural 
areas is a major barrier to office-based outpatient treat-
ment for opioid use disorder. The per capita supply of 
physicians with waivers in the most rural counties is 
one-half the supply in urban settings. Although pri-
mary care physicians are the predominant providers 
of health care in rural America, very low percentages 
of family physicians and general internists (3.0%) have 
obtained a DEA DATA waiver. Psychiatrists, who com-
prise more than 40% of the physicians with waivers, 
are rare or nonexistent in rural America.7

Additionally, obtaining a waiver to prescribe bupre-
norphine does not ensure that physicians will incor-
porate this modality into their treatment of opioid use 
disorder. The presence of a physician who has obtained 
a waiver does not necessarily mean that buprenorphine 
treatment is available.8-10 In the only national study of 
this issue, the average physician with a waiver was cur-
rently treating 26 patients (mean) with buprenorphine,11 
and 25% of the physicians had not treated any patients 
since obtaining their waiver. Other studies found that 
those physicians actually prescribing buprenorphine 
were treating a relatively small number of patients.12,13

Figure 1. US counties with physicians with waivers to prescribe buprenorphine.

Note: data source: Drug Enforcement Administration, July 2012. Map date: September 2013.

At least 1 buprenorphine provider

No buprenorphine providers
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The low rate of young physicians with waivers sug-
gests that they are not being trained during residency 
in the treatment of opioid use disorders. Obtaining a 
waiver for buprenorphine and mastering some of the 
nuances of treatment during residency could increase 
the likelihood that these future practitioners would 
identify and treat opioid use disorder.

The complexity and stigma surrounding office-
based treatment of patients with opioid use disorder 
dissuade many physicians from adopting buprenorphine 
as a treatment option.14 Barriers to providing buprenor-
phine therapy include a lack of institutional support, 
inadequate support from nursing and office staff, a lack 
of mental health practitioners, payment issues, and 
opposition from practice partners.12,14 Coordinated 
efforts to train and support teams of clinicians in spe-
cific rural practices, including mental health clinicians 
comfortable with on-site harm-reduction therapies, and 
reimbursing this care at a reasonable amount would be 
promising first steps to addressing these barriers.

This study is limited by several factors. First, 
although we had access to information about the 
amount of opioids prescribed in all 50 states, there were 
no data on the number of patients who would meet the 
criteria for addiction or benefit from buprenorphine 
therapy. Thus it is possible that some counties that had 
one or more physicians with waivers may have a greater 
need for additional buprenorphine-prescribing physi-
cians than counties with physicians with no waivers at 
all. Second, it was not possible using the DEA DATA 
Waived Physician List to determine whether buprenor-
phine treatment was available for patients with opioid 
use disorder in the county where they live, as obtaining 
a waiver does not guarantee that the physicians will add 
this treatment option to their practices. 

The distribution of physicians with DEA DATA 
waivers across US counties leaves rural counties 
with little or no access to office-based opioid use 
disorder treatment. Rural counties, especially more 
isolated ones, have a substantially lower supply of 
buprenorphine-prescribing physicians per 100,000 
residents. Office-based treatment of opioid use disor-
der with buprenorphine has been effective in expand-
ing the options available to patients and physicians. 
Increasing the number of physicians with DEA DATA 
waivers could improve access to treatment for patients 
—particularly in rural America—and is a promising 
strategy to address the rising rates of opioid use disor-
der and lethal unintentional overdoses.

To read or post commentaries in response to this article, see it 
online at http://www.annfammed.org/content/13/1/23.
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Abstract
Aims—To examine patient and medication characteristics associated with retention and
continued illicit opioid use in methadone (MET) versus buprenorphine/naloxone (BUP) treatment
for opioid dependence.

Design/Settings/Participants—This secondary analysis included 1,267 opioid-dependent
individuals participating in 9 opioid treatment programs between 2006 and 2009 and randomized
to receive open-label BUP or MET for 24 weeks.
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Measurements—The analyses included measures of patient characteristics at baseline
(demographics; use of alcohol, cigarettes, and illicit drugs; self-rated mental and physical health),
medication dose and urine drug screens during treatment, and treatment completion and days in
treatment during the 24 week trial.

Findings—The treatment completion rate was 74% for MET vs. 46% for BUP (p<.01); the rate
among MET participants increased to 80% when the maximum MET dose reached or exceeded
60mg/day. With BUP, the completion rate increased linearly with higher doses, reaching 60%
with doses of 30–32mg/day. Of those remaining in treatment, positive opioid urine results were
significantly lower (OR=0.63, 95%CI=0.52–0.76, p<.01) among BUP relative to MET participants
during the first 9 weeks of treatment. Higher medication dose was related to lower opiate use,
more so among BUP patients. A Cox proportional hazards model revealed factors associated with
dropout: (1) BUP (vs. MET, HR=1.61, CI:1.20–2.15), (2) lower medication dose (<16mg for
BUP, <60mg for MET; HR=3.09, CI:2.19–4.37), (3) the interaction of dose and treatment
condition (those with higher BUP dose were 1.04 times more likely to drop out than those with
lower MET dose, and (4) being younger, Hispanic, and using heroin or other substances during
treatment.

Conclusions—Provision of methadone appears to be associated with better retention in
treatment for opioid dependence than buprenorphine, as does use of provision of higher doses of
both medications. Provision of buprenorphine is associated with lower continued use of illicit
opioids.

The early years of the 21st century have witnessed a striking increase in rates of opioid
misuse and addiction1,2 with concomitant increases in opioid overdose deaths.3 This
situation calls for improved treatments for this potentially lethal disorder. Both methadone
(MET) and buprenorphine (BUP) are effective treatments for opioid addiction. MET is the
most widely used opioid agonist therapy in the world, and BUP is widely available in
selected European countries, the United States (U.S.), Canada, and Australia. Several studies
have reported lower treatment retention associated with BUP relative to MET.4,5 A recent
Cochrane review6 of randomized clinical trials has indicated that retention with MET is
better than BUP, although the two medications were equivalent in suppressing illicit opiate
use. Many of the trials included in the Cochrane review used relatively low doses of BUP
and slow, inflexible induction, with a maximum dose of 16mg per day. Nevertheless, even
when patient preference was taken into consideration, a study with flexible dosing (a
maximum BUP dose of 20mg) showed that those prescribed MET were more than twice as
likely to be retained relative to those self-selecting BUP.7

Treatment retention is an important predictor of favorable treatment outcomes,8 so
improving BUP treatment outcomes necessitates enhancing retention rates. Potentially
negative aspects of BUP treatment reported by patients include the potential to precipitate
withdrawal symptoms at induction,9 the unpleasant taste of the sublingual formulation,10

and slow dissolution of the sublingual tablet.11 Factors that facilitate retention have not been
widely studied, but a recent meta-analysis12 based on 21 randomized clinical trials indicates
that a higher BUP dose (16–32mg per day) predicted better retention in treatment compared
with a lower dose (less than 16mg per day), and that positive urine drug screens for opiates
predicted treatment dropout. Furthermore, retention in treatment predicted less illicit opiate
use, and positive urine drug screens for cocaine predicted more illicit opiate use.

The present study takes advantage of a large randomized trial recently conducted in the U.S.
in which opioid-dependent participants were randomized to MET vs. BUP for 24 weeks to
compare liver health outcomes.13 This study compares treatment completion and retention
rates for BUP and MET groups, and identifies participant and medication factors that
influenced retention.
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METHODS
Participants

As described elsewhere,13 the recently completed original study was a multisite, open-label,
phase IV study to assess liver function in participants randomized to medication condition
(BUP [given in the form of buprenorphine/naloxone], MET). A total of 1,269 eligible
patients from 9 federally licensed opioid treatment programs across the U.S. were
randomized (within site) and inducted on study medication (BUP = 740, MET = 529) from
2006 to 2009. The unequal sample sizes in the two conditions occurred because the study
needed to achieve target sample sizes for each medication (300 each who completed 24
weeks of medication and provided the required liver tests), so the initial randomization
scheme of 1:1 (BUP:MET) was changed to 2:1 in December 2007 (18 months after
initiation) due to the higher dropout in the BUP condition. Because the present study is
focused on effects of participant and medication characteristics on treatment retention,
excluded were 2 women who became pregnant and were reassigned from BUP to MET,
resulting in the use of data from 1,267 participants (BUP=738, MET=529) in the present
analysis.

Procedure/Intervention
Participants were inducted on medication after being instructed to abstain from opioids for
12–24 hours to present in mild to moderate opioid withdrawal (Clinical Opioid Withdrawal
Scale score ≥8) or as deemed appropriate by the study physician.13 Participants came to the
clinic daily for observed medication administration except Sundays and holidays or when
take-home medications were permitted by Federal/State regulations. Participants were
titrated to an appropriate medication dose as determined by the local study physician,
remained on study medication for 24 weeks, and were then tapered off medication over ≤8
weeks or referred for ongoing clinical treatment, with study completion by Week 32. Mean
maximum daily doses throughout the trial were 22.1mg (range = 2–32mg) of BUP and
93.1mg (range = 5–397mg) of MET.

Weekly assessments included urine drug screens and adverse event assessments, and self-
reported drug use data were collected every four weeks. Participants who missed 3 or more
consecutive days of medication, returned to the clinic within 14 days of the last dose, and
wished to continue medication, were re-inducted if deemed appropriate. Participants who
missed 14 or more consecutive days of study medication were terminated from the study.
Compensation was provided in accordance with local site policies, but typically included
compensation for each research assessment. No differences were found between the two
conditions in the number of serious adverse events.13

Outcomes
Treatment completion is defined as the participant continuing in the assigned medication
group for 24 weeks without being withdrawn. Treatment retention is calculated as days in
treatment since randomization until the last day of medication during the 24 weeks of
treatment.

Measurements
Measurements were conducted at baseline for participant characteristics and during the trial
for dose and urine drug screens.

Participant Characteristics—Baseline assessments included demographics
(participants’ age, gender, race and ethnicity), number of cigarettes smoked per day, alcohol
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use, drug injection in the past 30 days, and Short Form 36-item Health Survey14 (SF-36, a
self-report instrument to assess health status over a 4-week-period providing summary
scores of physical and mental health components).

Urine Drug Screens (UDS)—Urine specimens were collected using a drug test cup with
temperature controlled monitoring and test strips for opiates, methadone, oxycodone,
cocaine metabolite, amphetamines, methamphetamines, cannabinoids and benzodiazepines.
UDS were collected during baseline and weekly through Week 24.

Medication Dose—Date, medication, dose, and administration location data were
captured in the Dose Log. Maximum doses in mg during the 24 weeks were categorized into
0–10, 12–14, 16–20, 22–28, 30–32 for BUP and 0–40, 41–60, 61–80, 81–120, and 121 or
higher for MET. Weekly average dose was the dose averaged over a week, including dose=0
for no show. Doses on the last day of treatment were categorized as higher (>=16mg for
BUP, or >=60mg for MET) versus lower in the Cox model.

Statistical Analyses
Group differences between BUP vs. MET were tested using chi-square (for categorical
variables) or t-tests (for continuous measures). The unadjusted survival function was
assessed using the Kaplan-Meier method, with a log rank test of group differences.15 Cox
proportional hazard models16 were conducted to examine comparative survival rates
between the two conditions as well as to identify predictors of retention including patient
and medication characteristics. The generalized estimating equations (GEE) approach,17 a
regression technique, was applied to assess the relationships between dose and opiate use
(evidenced by positive urine results) over time. The GEE is particularly appropriate for
analyzing longitudinal data because it takes time and time-invariant and time-varying
covariates into account and allows adjustment for within-subject correlation. The logit link
function with binary distribution and the unstructured correlation structure were applied in
the GEE analyses. All statistical analyses were conducted with procedures FREQ for tables
and chi-square tests, TTEST for t-tests, LIFETEST for the log rank test, PHREG for Cox
models, and GENMOD for GEE approach of SAS version 9.2.18

RESULTS
Baseline characteristics of the total sample as well as for each group separately by treatment
condition (BUP vs. MET) are provided in Table 1. With the exception of cigarette smoking
and cocaine positive UDS, there were no significant differences between the two conditions
in all of the variables examined. Basically, these participants were early middle-aged
(M=37, SD=11), two-thirds male, with the highest percentage of white participants (71%,
but also included 12% Hispanics and 9% African Americans). Almost 90% smoked
cigarettes (more among participants on MET, p<.05), 27% used alcohol, and 69% injected
drugs in the past 30 days. Many also tested positive for drugs other than opioids; 37%
positive for cocaine (42% for MET vs. 34% for BUP, p<.01), 9% for amphetamine, and
24% for marijuana. Days of opioid use in the past 30 days did not differ between the two
groups. Physical Component Summary scores on the SF-36 were comparable to the average
among the general population of similar age and gender, but Mental Component Summary
scores were at about 39, 2 standard deviations below the average for the general population.

Treatment Completion and Retention
As shown in Table 2, significantly fewer BUP participants (46%) than MET participants
(74%) completed treatment (p<.01) at 24 weeks. The mean number of days in treatment was
103.8 (66.9) for BUP and 141.3 (50.8) for MET. Significantly more BUP participants than
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MET participants (24.8% vs. 8.3%, p<.001) dropped out within the first 30 days of
treatment; among those who stayed more than 30 days, BUP participants still showed a
significantly lower completion rate than MET participants (61.3% vs. 80.3%, p<.001).
Survival curves to 24 weeks for the two groups are displayed in Figure 1. A log-rank test
comparing MET to BUP indicated significantly different survival functions (p<.001). More
than 60% of the dropouts in both MET and BUP were due to having missed 14 or more
days, but more BUP participants than MET participants dropped out because they no longer
wished to participate in their assigned treatment (25.6% vs. 12.4%, p< .001).

Maximum Dose of Medication and Retention
To explicate the dose and retention relationship and for ease of understanding, we classified
the maximum dose by discrete categories and plotted the dose categories and retention rates
in Figure 2. Doses of MET greater than 60mg demonstrated 80% or better retention with
120mg or higher showing a 91% completion rate. In contrast, BUP doses and retention rates
showed a linear relationship, with increasing dose yielding improved retention, with the
highest dose category of 30–32mg BUP resulting in a completion rate of about 60%.

Urine Results during the Trial
The underlying mechanism for increased retention with higher doses could be that higher
doses reduce craving and opiate use, thereby retaining participants in treatment. To test this
hypothesis, we further examined if a lower dose predicts opiate use (as indicated by a
positive opiate urine test) over time during the trial. Figure 3 presents the trajectories of the
weekly average dose and positive opiate test results over the 24 weeks of the trial for MET
and BUP separately. GEE were applied, demonstrating a significant main effect of dose and
a significant interaction effect of dose and treatment condition. Specifically, increased dose
was negatively related to continued opiate use (OR=0.99, 95%CI= 0.98–0.99, p<.001), with
BUP participants relative to MET participants showing a lower likelihood of positive opiate
test results for every mg dose increase (OR=0.98, 95%CI=0.97–0.99, p<.001). Furthermore,
opiate use was significantly lower among BUP than MET participants during the first 9
weeks of the treatment (OR=0.63, 95%CI=0.52–0.76, p<.01).

Cox Model Predicting Retention
The unadjusted hazard ratio for retention on MET compared with BUP over the 24 weeks of
the trial was 2.65 (95% CI= 2.18–3.22, p<.01). Adjusted hazard ratio was 1.61 (95%
CI=1.20–2.15, p<.01) controlling for covariates at baseline in the Cox model (Table 3).

Results of the Cox model identified additional measures predicting retention. For the total
sample, younger age, Hispanic (relative to white), and use of opioids, amphetamine,
cannabinoids or cocaine were associated with dropout from the trial resulting in shorter
retention. However, site (i.e., programs on West Coast; HR=0.57, 95% CI=0.47–0.70, p<.
01) and higher medication dose (at least 16mg for BUP and 60mg for MET HR=0.32, 95%
CI=0.23–0.46, p<.01) were associated with lower risk for dropout. In other words,
participants receiving an lower medication dose were 3.09 times (CI=2.19–4.37) more likely
than those receiving an higher dose to drop out of treatment. Furthermore, the interaction
term of experimental condition and dose level (on the last day of treatment) was also
significant. Taking methadone-with-lower-dose (HR=1) as the reference group, the HR of
BUP was 1.61 (p< .01) indicating that BUP-with-lower-dose was 1.61 times more likely to
drop out than the reference group. On the other hand, methadone-with-higher-dose was 0.32
less likely to drop out than the reference group, whereas the significant interaction of 2.00
(p<.01) indicated that BUP-with-higher-dose was more likely to drop out (although only
about 1.04 times) than the reference group. Separate analyses for the two groups showed
that site (i.e., programs in West Coast, relative to those in the East Coast) and use of opioids,
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amphetamine, cannabinoids, or cocaine during treatment were significant for both the BUP
and MET groups. The influence of gender was in an opposite direction for the two groups.
Males in the BUP group were less likely to drop out, and in contrast, males in the MET
group were more likely to drop out.

DISCUSSION
This is the first large scale randomized trial that provides the opportunity to compare the
treatment retention of participants on buprenorphine and methadone in community treatment
programs in the U.S. The results demonstrate that those treated with BUP were more than
50% less likely to remain in treatment for 24 weeks than those receiving MET. This finding
is consistent with other controlled trials or observational (nonrandomized) studies, even
including studies that focused on special populations such as pregnant patients.19 Other
findings of the study are also consistent with prior literature, including higher dose related to
longer retention, use of other drugs (e.g., cocaine, amphetamine) associated with lower
retention, and opiate use during treatment negatively related to dose for both groups. The
unique contribution of the present study is that these findings were confirmed with this
randomized trial conducted in community treatment programs in the U.S.

The study also revealed additional findings regarding BUP dose and treatment retention.
First, approximately 25% of the BUP participants dropped out within first 30 days of
treatment, suggesting a critical period calling for special efforts in retaining these
participants. Second, of those who remained in treatment, positive opiate urine results were
significantly lower among BUP relative to MET participants during the first 9 weeks of
treatment. This finding confirms the advantage of BUP requiring a much shorter time for
induction than MET. Third, there was a linear positive relationship between BUP dose and
the treatment completion rate, suggesting the benefit of dosing greater than the common
practice of a maximum dose of 16mg. However, even with the highest BUP dose level of
30–32mg allowed in this trial, the retention rate was less than the rate in the MET group
(e.g., 60% vs 74%), and approximately 30% of the participants continued opioid use.
Besides additional strategies focusing on retaining BUP participants beyond 30 days of
treatment, these findings suggest that participants may yet fare better with BUP doses higher
than the 32mg used in this study. Given the generally high safety profile of BUP and the
lack of any significant side effects and other adverse effects at the high dose range observed
in this study, we believe with proper monitoring safety will not be a clinical concern in such
an effort.13

Finally, the study has identified additional participant characteristics predicting dropout,
including being young, Hispanic, and concomitant use of heroin or other drugs such as
cannabinoids, cocaine or amphetamine during treatment. Treatment programs may consider
paying special attention to patients with these characteristics to prevent dropout. It should be
noted that our finding on cannabinoids is in contrast to most prior studies that have found no
effect of the use of cannabis on methadone treatment outcomes including treatment
retention.20 A potential explanation for this discrepancy may be that strains of marijuana
available more recently, when the current study was conducted, have been deliberately bred
to have high concentrations of delta-9-tetrahydrocannabinol making them much more potent
and potentially more destabilizing for patients on opioid maintenance therapy.

The study has several limitations. There were limited measures of participant motivation and
program and community characteristics that are likely to influence treatment retention.
Reasons for dropout were coarsely recorded; although the data did indicate that many more
BUP participants simply discontinued their treatment. A qualitative study of this sample has
suggested that BUP participants reported negative physical reactions or did not like BUP,
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being previously familiar with MET, and thus dropped out.21 The findings must also be
taken in the context of an open-label, unblinded clinical trial.

Despite these limitations, the study revealed several important findings as discussed earlier.
Given the linear trend of higher BUP dose related to increased retention, future studies
should investigate if BUP doses greater than 32mg should be considered to increase
retention, and perhaps to further reduce opioid use during treatment. One study which
examined BUP doses of 24–56mg/d among 650 patients showed a retention rate over 92% at
30 months and, similar to the present investigation, decreasing rates of illicit substance use
at the higher doses.22 In research or clinical practice, BUP is often prescribed at a dose of
16mg or lower, as BUP is an opioid partial agonist with a ‘ceiling effect’ for respiratory
depression23 and in previous human laboratory studies, higher doses of BUP revealed a
flattening out of the dose-effect curve, i.e. increasing doses do not result in greater changes
in subjective measures or respiratory rate.24 A recent review article indicates that the risk of
respiratory depression associated with BUP is lower than with other opioids including
methadone.25 It appears that the current common practice of prescribing at a dose of 16mg
per day and not to exceed 32mg maximum is driven by the ceiling effect observed and a few
PET scan studies26,27 showing high mu receptor occupancy (79–95% at 16mg,26 84% at
32mg27) as well as concerns about diversion.28,29 However, these studies were based on
small samples and do not take into account inter-individual variation and the other potential
non-mu effects of BUP. History has taught that for about 20 years it was common to have
MET dose ceilings of 40mg per day, but it is now well established that this is inadequate to
maintain the necessary plasma concentrations to be effective; the effective range is between
60mg and 120mg or higher per day for most patients.30 The current study suggests the
possibility of BUP at a dose of 32mg or higher having a potential impact on improving
treatment retention and outcome. Thus, further investigations of the safety, efficacy, and
clinical utilities of higher doses of BUP should be considered.

The high dropout rates at the early phase of BUP treatment suggest the need for early
interventions to prevent dropout. It is possible that more intensive psychosocial support
could help, although studies to date indicate little benefit to increased counseling for patients
treated with buprenorphine.31,32,33 An alternative approach as propounded by Kakko et al.
and demonstrated efficacious in a randomized trial is prompt, early transfer to MET of
patients who do not quickly stabilize on BUP.34 A more widespread introduction of
contingency management into opioid treatment programs could also help to optimize
retention and outcomes for both BUP and MET.35 Finally, heroin-assisted treatment is used
in several European countries with success, particularly for people with opioid dependence
who continue intravenous heroin while on methadone maintenance or who are not enrolled
in treatment.36

BUP retention may also be improved with take-home doses as permitted by regulation and
as standard in office-based practice supervised by physicians, which obviates the need for
daily attendance in clinic for dosing. As described earlier, the trial was conducted among
community methadone maintenance programs and thus may not be optimal for delivering
BUP treatment. The nine clinics were all federally licensed opioid treatment programs that
have provided treatment with methadone for many years. All staff and most participants had
previous experience with MET, and participants came to these programs for methadone
treatment. Because BUP was delivered within these methadone maintenance programs, all
programs delivered BUP following the same rules and regulations for methadone
prescription (e.g., daily dose in clinic), precluding the flexibility and individualization
possible in office-based treatment that may help to retain some patients.
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The differential retention of males by medication condition has no definitive explanation
and deserves future investigation. Since opioids suppress the hypothalamic-pituitary-gonadal
axis leading to lower testosterone levels, it may be that BUP, as a partial agonist, does so
less than MET, and thus males find BUP more tolerable in that regard.

In conclusion, the study findings suggest the need to (1) investigate the use of higher
medication doses, particularly for BUP, (2) address continued use of opiate and other drugs
such as cocaine, amphetamines, and cannabinoids, and (3) further study and identify factors/
strategies influencing BUP retention, particularly during the first 30 days of treatment in
order to help in efforts to improve engagement and retention in opioid treatment programs.
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Figure 1.
Survival Curves for Buprenorphine Versus Methadone
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Figure 2.
Comparing Retention at 24 Weeks by Maximum Dose of Medication Prescribed
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Figure 3.
Averaged Dose and Positive Opiate Urine Test Across Weeks by Treatment Group
(n=1,267)
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Table 1

Clinical Profiles at Baseline

Buprenorphine/Naloxone Methadone Total

(n=738) (n=529) (n=1,267)

Age, %

  18–24 14.9 14.6 14.8

  25–34 32.0 34.0 32.8

  35–44 22.2 23.4 22.7

  45–54 23.6 22.7 23.2

  55+ 7.3 5.3 6.5

Age, Mean (SD) 37.5 (11.2) 37.3 (10.9) 37.4 (11.1)

Female Gender, % 32.0 32.1 32.0

Race/Ethnicity, %

  White 69.4 74.1 71.4

  African American 8.5 8.9 8.7

  Hispanic 13.4 10.0 12.0

  Other 8.7 7.0 8.0

Clinic site location, %

  West coast 70.3 67.3 69.1

  East coast 29.8 32.7 30.9

# cigarettes smoked per day, %*

  0 12.2 9.5 11.1

  <10 28.6 26.8 27.9

  11–20 44.9 46.1 45.4

  21–30 11.9 12.1 12.0

  31+ 2.4 5.5 3.7

Days using opioids in past 30 days 26.8 (6.5) 26.7 (6.6) 26.8 (6.5)

Alcohol use, % 26.3 27.5 26.8

Cocaine positive UDS,1 %** 34.0 42.0 37.3

Amphetamine positive UDS, % 8.7 9.5 9.0

Cannabinoids positive UDS, % 25.3 21.4 23.7

Drug injection in past 30 days, % 68.3 69.3 68.7

SF-36 Physical Component Summary, Mean (SD) 49.5 (9.0) 49.2 (9.4) 49.4 (9.2)

SF-36 Mental Component Summary, Mean (SD) 39.4 (12.3) 38.8 (12.9) 39.1 (12.6)

*
p<0.05;

**
p<0.01

1
UDS=urine drug screen
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Table 2

Treatment Completion and Dropout Reasons (%)

Buprenorphine/Naloxone Methadone Total

(n=738) (n=529) (n=1,267)

Dropout during the first 30 days of treatment, %** 24.8 8.3 17.9

Completed the 24-week trial, %** 46.1 74.1 57.8

Retention (days in treatment), Mean (SD)** 103.8 (66.9) 141.3 (50.8) 119.4 (63.5)

Dropout reasons, %** n=398 n=137 n=535

 Missed 14 or more days 63.1 68.6 64.5

 No longer wish to participate 25.6 12.4 22.2

 Administrative discharged 3.5 4.4 3.7

 Not medically appropriate 3.8 3.7 3.7

 Other reasons (incarceration, moved) 4.0 11.0 5.8

Participants who stayed in treatment more than 30 days n=555 n=529 n=1,040

 Completed the 24-week trial, % ** 61.3 80.8 70.4

 Retention (days in treatment), Mean (SD) ** 133.3 (49.2) 152.8 (34.8) 142.4 (44.1)

**
P<0.01
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Table 3

Cox Model Predicting Treatment Retention

Buprenorphine/Naloxone Methadone Total

(n=738) (n=529) (n=1,267)

Hazard Ratios
(95% CI)

Hazard Ratios
(95% CI)

Hazard Ratios
(95% CI)

Experimental group, Buprenorphine (vs. Methadone) – – 1.61 **

(1.20 – 2.15)

Age
0.99
(0.98 – 1.00)

0.98
(0.96 – 1.00)

0.99 *

(0.98 – 0.99)

Gender, Males (vs. Females) 0.71 **

(0.57 – 0.88)
2.08 **

(1.35 – 3.21)
0.92
(0.76 – 1.12)

Race/Ethnicity

 African American (vs. White) 1.10
(0.73 – 1.67)

0.72
(0.29 – 1.76)

1.05
(0.73 – 1.53)

 Hispanic (vs. White)
1.26
(0.93 – 1.69)

1.64
(0.96 – 2.80)

1.40 *

(1.08 – 1.81)

 Other (vs. White) 1.08
(0.75 – 1.54)

1.89
(1.04 – 3.45)

1.22
(0.90 – 1.66)

Site

 West coast (vs. East coast) 0.54 **

(0.43 – 0.68)
0.59 *

(0.38 – 0.90)
0.57 **

(0.47 – 0.70)

Baseline characteristics

Alcohol use 1.09
(0.86 – 1.37)

0.88
(0.57 – 1.36)

0.98
(0.80 – 1.20)

Number of cigarettes smoked per day 1.10
(0.98 – 1.23)

0.85
(0.70 – 1.04)

1.03
(0.93 – 1.13)

SF-36 scores

 Physical Component Summary 1.00
(0.98 – 1.01)

1.01
(0.98 – 1.03)

1.00
(0.99 – 1.01)

 Mental Component Summary 1.00
(0.99 – 1.01)

1.00
(0.98 – 1.01)

1.00
(0.99 – 1.01)

Urine drug test across 24 weeks

 Opioids, positive 2.17 **

(1.51 – 3.13)
2.07 *

(1.05 – 4.07)
2.09 **

(1.52 – 2.88)

 Amphetamine, positive 4.50 **

(3.32 – 6.10)
6.85 **

(4.00 – 11.72)
4.87 **

(3.75 – 6.34)

 Cannabinoids, positive 1.78 **

(1.32 – 2.40)
3.43 **

(2.01 – 5.88)
2.10 **

(1.62 – 2.71)

 Cocaine, positive 2.41 **

(1.78 – 3.27)
2.65 **

(1.51 – 4.66)
2.40 **

(1.84 – 3.14)

Days of heroin/opiates use in the past 30 days 1.00
(0.98 – 1.01)

1.00
(0.97 – 1.03)

1.00
(0.98 – 1.01)

Dose on last day of treatment

 Higher, dose>=16 for Bup or Dose>=60 for Met (vs. lower) 0.63 **

(0.51 – 0.78)
0.31 **

(0.21 – 0.44)
0.32 **

(0.23 – 0.46)

Interactions of experimental group with last dose – – 2.00 **

(1.33 – 2.99)
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*
p<0.05,

**
P<0.01
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Cannabidiol for the Reduction of Cue-Induced
Craving and Anxiety in Drug-Abstinent Individuals With
Heroin Use Disorder: A Double-Blind Randomized
Placebo-Controlled Trial
Yasmin L. Hurd, Ph.D., Sharron Spriggs, M.A., Julia Alishayev, R.P.A., Gary Winkel, Ph.D., Kristina Gurgov, R.P.A.,
Chris Kudrich, D.H.Sc., Anna M. Oprescu, M.P.H., Edwin Salsitz, M.D.

Objective: Despite the staggering consequences of the
opioid epidemic, limited nonopioid medication options have
been developed to treat this medical and public health crisis.
This study investigated the potential of cannabidiol (CBD), a
nonintoxicating phytocannabinoid, to reduce cue-induced
craving and anxiety, two critical features of addiction that
often contribute to relapse and continued drug use, in drug-
abstinent individuals with heroin use disorder.

Methods: This exploratory double-blind randomized placebo-
controlled trial assessed the acute (1 hour, 2 hours, and 24
hours), short-term (3 consecutive days), and protracted
(7 days after the last of three consecutive daily administra-
tions) effects of CBD administration (400 or 800 mg, once
daily for 3 consecutive days) on drug cue–induced craving
and anxiety in drug-abstinent individuals with heroin use
disorder. Secondarymeasures assessed participants’ positive
and negative affect, cognition, and physiological status.

Results: Acute CBD administration, in contrast to placebo,
significantly reduced both craving and anxiety induced by
the presentation of salient drug cues compared with neu-
tral cues. CBD also showed significant protracted effects on
thesemeasures 7 days after the final short-term (3-day) CBD
exposure. In addition, CBD reduced the drug cue–induced
physiological measures of heart rate and salivary cortisol levels.
There were no significant effects on cognition, and there were
no serious adverse effects.

Conclusions: CBD’s potential to reduce cue-induced craving
and anxiety provides a strong basis for further investiga-
tion of this phytocannabinoid as a treatment option for opi-
oid use disorder.

Am J Psychiatry 2019; 176:911–922; doi: 10.1176/appi.ajp.2019.18101191

The wide availability and use of heroin and prescription
opioid analgesics in the United States during the past decade
have resulted in an unprecedented epidemic, with other
countries at risk of following this trend as opioid use grows
worldwide. The crisis has led to more than 300,000 opioid-
related deaths in the United States during the past decade (1),
has contributed to more than 4 million years of life lost
globally (2), and since 2007 has contributed to an increase in
excess of 3,000% in medical services needed for patients with
opioid use ormisuse,which has led to a substantial economic
burden (3). The opioid crisis has also increased awareness
about the challenges that exist in treating opioid use disorder
because current medications are predominantly mu opioid
agonist substitution pharmacotherapies, such as methadone
and buprenorphine (4, 5). Such pharmacotherapies are asso-
ciated with marked stigma and tight governmental regulation

because of their potential addictive liability and diversion to the
black market, further burdening clinical care and access. Thus,
thesemedications are underutilized in the treatment ofmillions
of people diagnosed with opioid use disorder (6, 7).

This treatment gap for the vast number of patients with
opioid use disorder highlights the urgent need to develop
novel therapeutic strategies that do not target the mu opioid
receptor. To address this critical need, we initiated studies
(8, 9) of cannabidiol (CBD), a nonintoxicating cannabinoid
(10, 11), as a potential treatment of opioid use disorder. Our
preclinical studies (10) demonstrated that CBD reduces re-
instatement of heroin-seeking behavior specifically triggered
by a prior drug-associated cue in animals with a history of
heroin self-administration. The specific effects of CBD on
cue-induced drug-seeking behavior are particularly impor-
tant in the development of addiction therapeutics because
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environmental cues are one of the strongest triggers for
craving, which is a core component of opioid use disorder as
defined in DSM-5 (12) and which contributes to relapse (13,
14). Another aspect of our preclinical findings that is im-
portant for a potential medication for opioid use disorder is
that the reduced heroin-seeking behavior is maintained for
weeks following CBD administration (15). Other animal
studies have reported consistent findings that CBD reduces
contextual drug-related memories associated with drug-
seeking behavior for different substances of abuse (11, 16).

To determine whether this preclinical evidence could be
translated to humans, we conducted a series of clinical studies
and demonstrated that CBD was safe in humans and did not
result in adverse consequences when coexposed with a po-
tent opioid agonist (8), in line with its safety and tolerability
even at high doses (17). The aim of the present study was to
use adouble-blind, randomized, placebo-controlleddesign to
explore the effects of acute and short-term CBD adminis-
tration on craving and anxiety in heroin-addicted individuals.
This was examined with the presentation of drug-associated
environmental cues to induce craving and stress responsivity
in these individuals because such stimuli are strong triggers
for opioid use (13, 18, 19). In addition, CBD has been shown to
reduce anxiety (20, 21), which we expected to be enhanced by
the presentation of drug cues (22). The recent finding that CBD
reduces the attentional bias to cigarette cues in tobacco
smokers (23) also suggests that a potential strength of CBD for
addiction treatment could be through the attenuation of the
salience of drug cues. The secondary outcomes investigated in
this study were general affect, cognition, and physiological
factors, all of which are important in the development of
medications for use in the treatment of substance use dis-
orders.We assessed the effects of CBD administered at doses
of 400 mg and 800 mg. These doses were selected on the basis
of our previoushumansafety studywithCBD(8) andour cue-
induced heroin-seeking animal model assessing CBD (15).
Moreover, this dose range overlapped known effects of
CBD on biological systems relevant to craving and stress
responsivity (for example, cortisol levels) (24) and altered
cerebral blood flow in limbic brain regions, such as the
amygdala (25). We hypothesized that CBD would reduce cue-
induced craving and anxiety in heroin-abstinent individuals
with heroin use disorder and have minimal adverse effects.

METHODS

Study Design
This double-blind placebo-controlled randomized clinical trial
was conducted at theMount Sinai Beth Israel Hospital in New
York. The study was approved by the institutional review board
of the Icahn School ofMedicine atMount Sinai andMount Sinai
Beth Israel and conducted according to the Declaration of
Helsinki and the International Conference onHarmonization’s
Tripartite Guideline on Good Clinical Practice. Enrolled par-
ticipants were randomly assigned to one of three treatment
groups and completed four test sessions over the course of

2weeks (seeFigureS1 in theonline supplement).Threesessions
occurred on consecutive days in which the test drug was ad-
ministered daily, and the final session occurred 1 week after the
last CBD or placebo administration.

Participant Recruitment and Treatment Assignment
Abstinent men and women with heroin use disorder who
were between 21 and 65 years of age were recruited through
institutional review board–approved advertisements posted
in local newspapers and at social service organizations,
halfway houses, and college campuses in New York City.
Participants were also directly recruited from Mount Sinai
Health System clinical addiction treatment sites. Potential
participants were assigned a unique identification number
and screened in a brief telephone interview. Those who met
preliminary criteria were scheduled for a prescreening visit
at Mount Sinai Beth Israel, where written informed consent
was obtained after participants received a complete de-
scription of the study, and a comprehensive screening was
performed to assess individuals’ general medical and mental
health. A basic physical examination, urine toxicology test
(Medimpex United, Bensalem, Pa.), breathalyzer, clinical
laboratory blood testing (complete blood count, liver func-
tion, and chemistry panel), and electrocardiography were
conducted to evaluate medical eligibility for participation.
The Structured Clinical Interview for DSM-IV was used to
diagnose drug use and dependence. The Mini International
Neuropsychiatric Interview was used to detect axis I psy-
chiatric conditions as defined in DSM-IV, and the Clinical
OpiateWithdrawal Scalewas administered to evaluate opiate
withdrawal. Healthy participants who met DSM-IV criteria
for opioid dependence were enrolled in the study. Partici-
pants were excluded if they tested positive for any psycho-
active drug other than nicotine; met DSM-IV criteria for any
axis I diagnosis other than heroin or nicotine dependence
within the previous 3 months; were being maintained on
methadone, buprenorphine, or an opioid antagonist; had a
significant medical history or condition; had hypersensitivity
to cannabinoids; or showed signs of acute heroin withdrawal.

Patients were randomly assigned to receive 400 mg of
CBD,800mgofCBD,ormatchingplacebo(excipients alone).The
randomization schedule was produced by an investigator in-
dependent from the study, held centrally, and not divulged
to anyone involved in the trial. A stratified block randomi-
zation schedule was used for equal assignment to treatment
groups, with a set of permuted blocks generated for each sex
to reduce imbalances among groups. A unique treatment
number was used to identify each carton of investigational
medicinal product and its contents; CBD and placebo con-
tainers were identical in appearance. After randomization,
patients were allocated an investigational medicinal product
pack in sequential treatment number order.

Test Drug
The CBD oral solution (100 mg/mL; Epidiolex) and the
matched placebo solution were obtained from GW
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Pharmaceuticals (Salisbury, Wiltshire, United Kingdom).
The oral CBD solution was administered at either 400 mg
or 800 mg. Investigational CBD was also made up of ethanol
(79.0 mg/mL), sucralose (0.5 mg/mL), strawberry flavor
(0.2mg/mL), andrefinedsesameoil (toavolumeof 1mL).The
placebo oral solution was identical in appearance, taste, and
composition except for the active ingredient of pureCBD.Oral
solutions of 400 mg and 800 mg of CBDwere approximately
5 mg/kg and 10 mg/kg of participant weight, respectively
(Table 1). CBD rapidly appears in plasma, reaches peak
plasma concentration in 3–4 hours (8), and has a half-life
of 18–32 hours (17). CBD or placebo was administered once
daily for 3 consecutive days starting on the first test session
day, session 1.

Test Sessions
The experimental design conducted in each test session is
presented in Figure 1. All participantswere screened for drug
use and alcohol intoxication before each test session, and
women were additionally screened for pregnancy. The
Heroin Craving Questionnaire and visual analogue scale for
anxiety (VAS-A) were administered prior to the start of all
test sessions. The Clinical Opiate Withdrawal Scale was
administered at screening and during session 4 (which was
conducted 7 days after participants had been monitored in
the laboratory) to identify any signs of opioid withdrawal. To
avoid any potential coexposure confounding effect, partici-
pantswho tested positive for drugs (except for cannabinoids)
or showed clinical signs of intoxication were withdrawn
from the study prior to the start of any session in which the
test drug was being administered.

Measures of opioid craving (assessed using the visual
analogue scale for craving [VAS-C]), anxiety (assessed using
the VAS-A), positive and negative affect (assessed using the
Positive and Negative Affect Schedule [PANAS]), vital signs
(skin temperature, blood pressure, heart rate, respiratory
rate, and oxygen saturation; automated measures obtained
by machine), and salivary cortisol levels were obtained at
different times during the sessions. Detailed information on
each of the measures is provided in Table S1 in the online
supplement.

Cue sessions. Participants were exposed to neutral and drug-
related cues at two points during the course of test sessions
1 (acuteCBDorplaceboadministration),2(24hoursafterCBDor
placebo administration), and 4 (7 days after the third and final
daily CBD or placebo administration). Cues were given at the
same time of day in each test session. The 3-minute neutral cue
condition consisted of a video showing relaxing scenarios, such
as scenes innature.Thedrugcueconditionwasa3-minute video
that showed intravenous or intranasal drug use, depending on the
participant’s reportedpreferred routeof druguse. Immediately
after the presentation of the cue stimuli during test session 2,
participants were also exposed to neutral objects or to heroin-
related paraphernalia (e.g., syringe, rubber tie, and packets of
powder resembling heroin) for 2 minutes. The order in which

the neutral and drug cues were presented was counterbalanced
and randomized across participants.

Cognitive test session 3. The aim of session 3 was to assess the
protracted effects of the prior short-term CBD exposure on
general cognition, forwhichbaselinemeasureshadbeenobtained
in the prescreening session. Approximately 10minutes after CBD
or placebo administration, when no immediate effects of the
drug would be expected, participants completed computerized
versions of theDigit Symbol SubstitutionTask, theDigit Span
Test–Backward, and the Continuous Performance Test; vital
signs were obtained; and the VAS-C and VAS-A were ad-
ministered. No cues were presented in session 3.

CBD or placebo sessions. Session 1 assessed the acute effects
of CBD or placebo. Either CBD or placebo was administered
60minutes before thefirst cue test, when significant plasma
CBD concentrations were detectable (60 mg/L and 80 mg/L
for 400 mg and 800 mg, respectively) (8) and when effects on
cue-induced craving and anxietywere observed in a pilot study
(9). Session 2 assessed the protracted effects 24 hours after the
first CBD or placebo administration; the second dose of CBD
or placebo was administered at the end of the test session,
after the cue tests had been finished. Session 3 assessed the ef-
fects of the prior short-term accumulated CBD exposure on
cognition; the third (final) dose of CBD or placebowas admini-
stered just prior to starting the cognitive tasks.

The study data were managed using the Electronic Re-
search Application Portal data capture tool housed on a se-
cure institutional server.

Discharge. Before participants were discharged from each
session, they were debriefed, and their vital signs and well-
being were assessed by the clinical staff. A standardized safety
and adverse events questionnaire (Systematic Assessment for
Treatment Emergent Events) was used to assess any adverse
events or off-target effects. To attenuate any craving or anxiety
thatmay have arisen during test visits, participantswere guided
through a series of muscle-tension relaxation exercise tech-
niques via an audio recording. After the relaxation exercises, the
VAS-C and VAS-A were readministered to assess craving and
anxiety levels prior to discharge. If there was a $3-point dif-
ferencebetween these scores and theprecueVAS-CandVAS-A
scores, participants would be referred for further clinical
evaluation and assistance; however, no participant required
that service during this study. Participants were reimbursed
for their participation after each visit and given the Heroin
CravingQuestionnaire to take athomeafter sessions 1, 2, and3.
At the end of the final session, participants took part in an exit
interview that assessed general experience in the study and
ensured that participants were offered appropriate resources
to seek treatment.

Data Analysis
Given that this study used a repeated design across sessions for
someof theoutcomes, a linearmixed-model repeated-measures
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analysis using the SAS procedure MIXED (SAS Institute,
Cary, N.C.) was employed to assess the changes in cue-induced
in-clinic VAS-C, VAS-A, and PANAS scores. Changes in
the Heroin Craving Questionnaire out-of-clinic craving scale
score were assessed using a repeated-measures analysis
conducted with the MIXED procedure. At the first stage of
all analyses, the distributional characteristics of all con-
tinuous explanatory and outcome variables were assessed
using skewness and kurtosis indicators. If necessary,
transformations were used to normalize a variable. To de-
termine the effectiveness of the randomization procedure
for assignment to the drug group, one-way analyses of
variance were conducted on the session 1 baseline values of
each of the outcome variables as a function of drug group.
Nonsignificant drug group baseline differences were taken
as indicators of effective randomization. Because a cross-
over design assumes that there are no carryover effects from
one assessment period to thenext, this possibilitywas tested

using procedures in the Number Cruncher Statistical Sys-
tem User’s Guide II. Once the analyses indicated that carry-
over effects were absent, the main analyses of the crossover
design variables were undertaken.

Difference scores between the precue baseline scores and
postcue scores within each session were calculated and used
as outcomes in the analytic models. The models themselves
were developed sequentially in which time was entered first
(because there weremultiple sessions and two events within
each session for the crossover outcomes; that is, neutral and
drug cues). This procedure was followed by entering the
variable describing the sequence in which the drug and
neutral cues were given, the drug group variable, and the
cue indicator (neutral or drug cue). A single first-order in-
teraction term (drug group by cue) was entered last because
it was hypothesized that the cues would be responded to
differentially depending on the drug group to which the
research participant was assigned. Any significant mean

TABLE 1. Demographic characteristics of participants in a study of cannabidiol (CBD) for the reduction of craving and anxiety in
drug-abstinent individuals with heroin use disordera

Treatment Group

Characteristic Placebo (N=15) 400 mg of CBD (N=14) 800 mg of CBD (N=13) Total (N=42)

Mean SD Mean SD Mean SD Mean SD

Age (years) 47.3 8.0 51.9 7.9 50.5 11.6 49.8 9.2
Weight (kg) 88.7 13.1 84.2 18.5 86.2 10.3 86.4 14.2
Body mass index 30.4 5.6 27.9 7.4 30.4 5.6 29.6 6.2

N % N % N % N %

Sex
Male 12 80.0 12 85.7 11 84.6 35 83.3
Female 3 20.0 2 14.3 2 15.4 7 16.7

Race/ethnicity
White 3 20.0 1 7.1 1 7.7 5 11.9
Black 9 60.0 12 85.7 8 61.5 29 69.0
Hispanic 2 13.3 1 7.1 4 30.8 7 16.7
Other 1 6.7 — — 1 2.4

Marital status (single) 11 73.3 13 92.9 12 92.3 36 85.7
Employment status (unemployed) 11 73.3 12 85.7 7 53.9 30 71.4
Education
High school 7 46.7 8 57.1 3 23.1 18 42.3
More than high school 2 13.3 1 7.1 2 15.4 5 11.9

Past psychiatric history 1 6.7 1 7.1 2 15.4 4 9.5
Patterns of heroin use
Daily use 14 93.3 14 100.0 13 100.0 41 97.6
Amount ($10 bags/day) 12 80.0 11 78.6 12 92.3 35 83.3
Route

Intranasal 10 66.7 11 78.6 12 92.3 33 78.6
Intravenous 2 13.3 1 7.1 1 7.7 4 9.6
Intranasal and intravenous 3 20.0 2 14.3 0 0.0 5 11.9

Last use of heroin or other opioid
#1 month 11 73.3 8 57.1 8 61.5 27 64.3
#2 months 3 20.0 1 7.14 2 15.4 6 14.3
#3 months 1 6.7 5 35.7 3 23.1 9 21.4

Mean SD Mean SD Mean SD Mean SD

Duration of heroin use (years) 13.9 7.5 13.6 9.2 12.2 9.1 13.2 8.4

a No significant group difference was detected for any variable.
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differences for the main effect analyses or interaction terms
were followed up by Tukey-adjusted post hoc mean
comparisons.

RESULTS

Of 50 participants who began the study, eight were excluded
(Figure 2) because of voluntary withdrawal, positive toxi-
cology results prior to session 4, health issues unrelated to the
study drug or placebo, weather preventing daily test drug
administration, or loss to follow-up. The data presented here
are from the remaining 42 participants (Table 1). Most par-
ticipants (78.6%) indicated preference for intranasal heroin
use, 83.3% reported currently using more than 10 bags of

heroin (one bag=1 g) daily, and on average, participants had
been using heroin for approximately 13.2 years. Themajority
of participants (64.3%) had been abstinent from heroin use
for less than 1 month, 14.3% for 1–2 months, and 21.4% for
2–3 months. In addition to heroin use disorder, most par-
ticipants had a history of alcohol use disorder or cannabis use
disorder but were not currently diagnosed with those dis-
orders. The majority were also tobacco smokers. A small
percentage (11%) of participants reported a history of major
depressive disorder or bipolar disorder. Seventy-one percent
of participants had hypertension, 25.3% were HIV positive,
and 17.8% had hepatitis C. Drug history, psychiatric history,
and medical history did not differ significantly among the
three groups.

FIGURE 1. Schematic overview of the experimental design in a study of cannabidiol (CBD) for the reduction of craving and anxiety in
heroin use disordera
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a The design indicates when CBD or placebo was administered, when psychological assessments (visual analogue scale for craving, visual analogue
scale for anxiety, and Positive and Negative Affect Schedule) were conducted, and when vital signs (arrows) and salivary cortisol levels were obtained.
Laboratory prescreening prior to test sessions consisted of a toxicology test, substance use history, medical history, the Mini International Neuro-
psychiatric Interview, the Structured Clinical Interview for DSM-IV, the Clinical Opiate Withdrawal Scale, and cognitive baseline testing (the Digit Symbol
Substitution Task, the Continuous Performance Test, and the Digit Span Test–Backward). Session 1 examined effects up to 160 minutes after the first
CBD or placebo administration. Session 2 began approximately 24 hours after the first CBD or placebo administration, and the second CBDor placebo
administration occurred at the end of session 2. Session 3 examined cognitive measures immediately after the third CBD or placebo administration,
which was given on the third of 3 consecutive days. Session 4 examined the protracted effects of CBD or placebo administration 7 days after the third
dose had been given. HCQ=Heroin Craving Questionnaire; SAFTEE=Systematic Assessment for Treatment Emergent Events.
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Initial analyses indicated that, with the exception of two
cognitive test variables (described below), all the continuous
variables were normally distributed and did not require
transformation. There were no baseline differences on any of
the outcomes of session 1 as a function of drug group as-
signment, indicating that the randomization was effective.
The results of all t tests examining potential carryover effects
between sessions were nonsignificant, indicating that car-
ryover effects were unlikely. Although our sample included
few women (N=7), sex was either significant or approached
significance in many of the tests and thus was considered a
covariate in all analyses.

Craving
Cue-induced craving (VAS-C). There was no significant dif-
ference between the groups in their baseline craving scores.
There was a significant contribution of sex (F=4.05, df=1, 78,
p=0.0476), with women reporting nearly twofold greater
craving than men. The overall analysis across all sessions
showed a significant difference in the cue condition (F=34.55,
df=1, 82, p,0.0001). Craving scores for all participants after
experiencing the drug cues (adjusted for their baseline

craving score) were significantly higher (mean difference
score=1.09) than when they were exposed to the neutral cues
(mean difference score=20.02). There was also a significant
main effect of drug group (F=5.74, df=2, 78, p=0.0047). Across
all sessions, individuals receiving placebo reported signifi-
cantly greater craving after the drug cues (mean difference
score=0.93) compared with participants in either of the CBD
groups (mean difference score for 800 mg of CBD=0.23; mean
difference score for 400 mg of CBD=0.44). There was no
significant difference in craving scores between the groups
of participants administered the two CBD doses, indicating
that both doses equally reduced craving.

The VAS-C scores for each session are summarized in
Figure 3. The effects of CBD on cravingweremost prominent
during session 1, whichwas conducted from 1 to 2 hours after
CBD administration. There was a significant interaction
between the cue condition and drug group (F=5.15, df=2, 38,
p=0.0105). Consistent with the literature (19, 26) and clinical
expectation, when participants were exposed to the drug cue,
craving scores were significantly increased (mean difference
score=1.47). By contrast, craving scores remained unchanged
when the participants were exposed to the neutral cue (mean
difference score=20.51). The highest level of craving was
evident for participants receiving placebo under the drug cue
condition, followed by those who received 400 mg of CBD
and then those who received 800 mg of CBD. Lower craving
scores 24 hours after administration of the first CBD dose did
not reach a level of significance. There was an apparent
habituation of the cue-induced craving in participants re-
ceiving placebo in session 2, with a marked drop (approxi-
mately 40%) in craving scores. By contrast, the craving scores
in session 2 for participants in both CBD groups remained the
same as those observed in session 1. In addition, although the
apparent habituation to the drug cues (a twofold reduction
in cue-induced craving) for participants receiving placebo
continued into session 4, participants in the CBD groups
remained relatively stable in their low cue response across
sessions.Nevertheless, in session4,which occurred 1week after
the last CBD administration, a significant main effect of group
was evident (F=4.58, df=2, 37, p=0.0167). Participants who had
received placebo in the previous week reported significantly
greater craving (mean difference score=0.94) compared with
those who had received 800 mg of CBD (mean difference
score=0.39). There was no significant difference in craving
scores between participants in either CBD group, and crav-
ing scores in the group who received 400 mg of CBD did
not significantly differ from those in the placebo group.

Out-of-clinic Heroin Craving Questionnaire. General crav-
ing was also assessed outside of the laboratory cue session
using the abbreviated Heroin Craving Questionnaire that
participants took home to complete (results are available in
Table S2 in the online supplement). There were no signifi-
cant group differences in craving reported at baseline and
no significant sex difference in craving as measured with
this scale. The only statistically significant factor was time

FIGURE 2. CONSORT diagram for a study to evaluate cannabidiol
for the reduction of craving and anxiety in heroin use disorder
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(F=2.80, df=6, 44, p=0.0213), with craving strongest at
baseline (mean=59.42) and decreasing significantly at each
subsequent time point examined.

Anxiety
Cue-induced anxiety (VAS-A). Sex was not significantly as-
sociated with anxiety in any session (F=3.27, df=1, 78,
p=0.0745), but female participants tended to report greater
anxiety (mean difference score=0.82) than male participants
(mean difference score=0.31). The main effect of cue con-
dition was significant (F=53.30, df=1, 80, p,0.0001). Similar
to the VAS-C condition, the drug cues were significantly
associated with greater baseline-adjusted anxiety (mean
difference score=1.28) than that experiencedwith theneutral
cues (mean difference score=0.16). The main effect of drug
groupwas also significant (F=5.15, df=2, 78, p=0.0079). Across
all sessions, participants in the placebo group reported sig-
nificantly greater baseline-adjusted anxiety after the cues
(mean difference=0.97) compared with those in both the
400 mg (mean difference=0.48) and 800 mg (mean differ-
ence=0.24) CBD groups. However, there was no significant
difference in anxiety between the two CBD groups. The
interaction between cue condition and drug group was also
significant (F=3.94, df=2, 80, p=0.0233). For all groups, the
level of anxiety was greater when participants were exposed
to the drug cues than when they were exposed to the neutral
cues. However, this difference was most pronounced for
those receiving placebo, followed by those who received
400mg of CBD and then those who received 800mg of CBD.

In session 1, women reported a significantly greater
(F=4.82, df=1, 37, p=0.0344) baseline-adjusted increase
(mean=0.89) in anxiety compared with men (mean=20.18). The
cue condition was also significant (F=29.22, df=1, 38, p,0.0001).
Participants exposed to the drug cue had significantly higher
anxiety scores (mean difference score=1.37) than when they
were exposed to the neutral cue (mean difference score=20.65)
(Figure 4). The interaction between the cue condition and drug
group was also significant (F=3.98, df=2, 38, p=0.0270). After
experiencing the drug cue, there was a significant increase in
anxiety (mean difference score=2.78) for participants in the
placebo group, followed by participants who received 400 mg of
CBD (mean difference score=0.99) and then those who received
800mg of CBD (mean difference score=0.33). For the neutral
cue, the mean difference score for all three drug groups in-
dicateddecreasedanxietyafterviewingthecue.Asimilarpattern
was evident in session 2, where anxiety scores were signifi-
cantly higher after experiencing the drug cues (mean difference
score=1.16) than after exposure to the neutral cue (mean dif-
ference score=20.07), although there was not an overall signif-
icant drug group difference. In session 4, the main effect of drug
group was significant (F=3.64, df=2, 36, p=0.0363), with partici-
pants receiving placebo reporting significantly greater anxiety
(mean difference score=0.53) than those receiving 400 mg of
CBD (mean difference score=20.14) or 800 mg of CBD (mean
difference score=20.03). There was no significant differ-
ence in anxiety between participants in the two CBD groups.

Secondary Outcomes
Positive affect scores (PANAS). An overview of the PANAS
scores is provided in Table S3 in the online supplement.
There was a significant main effect of drug group in session

FIGURE 3. Change from baseline scores on the visual analogue
scale for craving in a study of cannabidiol (CBD) for the reduction
of craving and anxiety in heroin use disordera
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a The change in scores was recorded after the presentation of neutral or
heroin-associated cues 1–2 hours (session 1) and 24 hours (session 2)
after the first CBD or placebo administration, as well as 7 days after the
third daily CBD or placebo administration (session 4). Error bars indi-
cate standard deviation.

Am J Psychiatry 176:11, November 2019 ajp.psychiatryonline.org 917

HURD ET AL.

http://ajp.psychiatryonline.org


1 (F=4.60, df=2, 37, p=0.0165) for the positive affect scores. In
this session, participants receiving 400 mg of CBD reported
significantly greater baseline-adjusted positive affect driven
by the drug cue response (mean difference score=2.70)
compared with those receiving 800 mg of CBD (mean dif-
ference score=22.10). The baseline-adjusted positive affect
in participants in the placebo group did not differ from that in
the CBD groups. No significant effect in positive affect was
detected in sessions 2 or 4.

Negative affect scores (PANAS).Cuewas the onlymain effect
that was statistically significant (F=24.54, df=1, 80, p,0.0001)
in the overall analysis of the negative affect scale across all
sessions. The overall level of baseline-adjusted negative affect
scores was significantly higher (mean difference score=1.57)
for the drug cue than for the neutral cue (mean difference
score=21.48). In session 1, the cue condition was significant
(F=8.49, df=1, 38, p=0.006). When participants were exposed
to the drug cue, negative affect scores were significantly
higher (mean difference score=2.42) than when they were
exposed to the neutral cue (mean difference score=20.89).
The main effect of drug group was also significant (F=3.42,
df=2, 37, p=0.0433). Participants receiving placebo expressed
the greatest increase in negative affect (mean=5.31), whereas
those receiving 800 mg of CBD expressed the lowest increase
in negative affect (mean=0.79) (see Table S3 in the online
supplement). However, the difference in negative affect
between those receiving 800 mg of CBD and those receiving
placebo did not reach statistical significance (p=0.06). There
were no significant differences between the treatment
groups in sessions 2 or 4, although the drug cue continued to
increase negative affect scores.

Cognitive Performance
Cognition was assessed at prescreening and in session 3.
There were no overall group differences at the prescreening
for any of the cognitive tasks (Digit Symbol SubstitutionTask,
Digit Span Test–Backward, and Continuous Performance
Task) in regard to the correct responses, suggesting that the
groups were similar at baseline. There were also no signifi-
cant differences in the change from baseline in the cognitive
performances measured in session 3.

Physiological Measures
Heart rate.There was no overall group difference in baseline
heart rate for each session, indicating that heart rate in the
groups did not change across sessions owing to the repeated
administration of CBD or placebo. In session 1, there was a
steep decrease in heart rate across the session, with a sig-
nificant interactionbetween time andcue (F=2.199, df=9, 324,
p=0.0218). The first cue contributed to the strongest effect,
which was prolonged and thus affected the later cue.
Assessing only the first cue presentation indicated that
participants receiving placebo had elevated heart rate as-
sociated with the drug cue but not with the neutral cue, for

FIGURE 4. Change from baseline scores on the visual analogue
scale for anxiety in a study of cannabidiol (CBD) for the reduction
of craving and anxiety in heroin use disordera
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a The change in scores was recorded after the presentation of neutral or
heroin-associated cues 1–2 hours (session 1) and 24 hours (session 2)
after the first CBD or placebo administration, as well as 7 days after the
third daily CBD or placebo administration (session 4). Error bars indi-
cate standard deviation.
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which heart rate continued to decrease over time (see Figure
S2 in the online supplement). The drug cue–related increase
in heart rate was absent in both groups receiving CBD.When
exposed to the neutral cue, participants receiving CBD had a
continuous decrease in heart rate similar to that observed in
the placebo group. Similarly, in session 2, heart rate tended to
be increased in participants receiving placebo who were
shown the drug cues, but this effect was not evident in the
individuals administered CBD 24 hours before the test. By
session 4, the drug cue no longer increased heart rate in any
group.

Temperature. In session 1, there was a strong tendency for
an interaction of cue and group (F=1.629, df=2, 35, p=0.052),
such that participants receiving placebo had elevated tem-
perature with exposure to the drug cue but not to the neutral
cue. No increase in temperature was apparent in the CBD
groups. A similar effect was apparent in session 2, whereas
no differences were apparent in session 4.

Blood pressure, respiration rate, and oxygen saturation. No
significant group effects were apparent for these measures
in any session.

Salivary cortisol levels. There were no significant group
differences in baseline salivary cortisol levels. There was,
however, a significant group difference in association with
the cues, with an interaction between drug group and cue
across time in session 1 (F=6.156, df=2, 70, p=0.003). There
was no significant group difference for the neutral cues,
whereas drug cues increased cortisol levels from the precue
baseline in participants receiving placebo 15 and 35 minutes
after the cue presentation (see Figure S2 in the online sup-
plement). By contrast, thedrug cues failed to increase cortisol
levels in participants administered CBD at 400 mg or at
800 mg, leading to a significant difference between the
placebo group and the group receiving 400 mg of CBD
(p=0.049); the difference between those receiving placebo
and those receiving 800 mg of CBD fell short of significance
(p=0.09). There remained a modest tendency in session 4 for
the drug cue, but not the neutral cue, to increase salivary
cortisol levels in participants who had received placebo the
previous week but not in those who had been administered
either dose of CBD. This was, however, not statistically
significant with sex as a covariate.

Toxicology Test
Urine toxicology tests detected positive cannabinoid or tet-
rahydrocannabinol (THC) levels in some participants. In the
placebo group, one participant had positive THC levels in
session 2 (participant acknowledged out-of-clinic cannabis
use), and thus these data were excluded from analyses. Most
of the participants with positive cannabinoid toxicology test
results had received CBD (all of these participants denied
cannabis use). For the 400 mg CBD group, five participants
tested positive (three in session 2, and five in session 3), of

whom three were the same individuals in both sessions. For
the 800 mg group, five participants tested positive (three in
session 2, and five in session 3), of whom three were the same
individuals in both sessions. However, no participants had
positive THC toxicology test results 1 week after the final
CBD administration, in session 4. Regarding other drugs, two
participants (one in the placebo group and one in the 400mg
CBD group) tested positive for opioids in session 4. One
participant had positive opioid toxicology test results prior
to session 4 but had received placebo; thus, this participant
did not complete the study, and all data from this participant
were excluded from analyses.

Adverse events. Consistent with previous reports (27, 28), no
serious adverse events were noted in association with CBD
administration throughout the duration of the trial. Mild
diarrhea was reported in three participants, headache in
three (two of whom had received placebo), and tiredness or
fatigue was reported by two participants (one had received
placebo; the other, 800 mg of CBD) (see Table S4 in the online
supplement).

DISCUSSION

The results of this double-blind randomized placebo-
controlled trial indicated that administration of 400 mg or
800 mg of CBD reduced cue-induced craving and anxiety in
heroin-abstinent individuals, suggesting a potential role for
CBD to alleviate clinical signs and symptoms critical to the
continued cycle of addiction. The effects of CBD on drug
cue–induced craving and anxiety were evident soon after
acute exposure to the drug (session 1). In addition, there was a
protracted effect on these measures 1 week after short-term
repeated administration of CBD (session 4). CBD also tended
to reduce physiological measures of stress reactivity, such as
increased heart rate and cortisol levels that were induced
by salient drug cues. Importantly, CBD administration (at
400 mg or 800 mg) was associated with only mild adverse
events.

This clinical trial was designed to assess the acute, short-
term, and protracted consequences of CBD administration.
The strongest effects were apparent during the first (acute)
session. However, this was the session in which the cues and
laboratory setting were novel. Indeed, there was a decrease in
cue-induced craving across sessions in individuals receiving
placebo, whereas the low craving levels observed in CBD-
treated participants remained stable throughout the study.
This observation is perhaps not unexpected, as habituation of
cue- and stress-induced responses (including craving and
physiological measures) can occur over time in laboratory
settings. Such habituation notwithstanding, the capacity of
CBD to reduce craving and anxiety 1 week after the final
administration (andwithout daily exposure to the laboratory
setting) mirrors the results of the original preclinical animal
study (15), suggesting that the effects of CBD are long lasting,
even when the cannabinoid would not be expected to be
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present in the body. We did not conduct toxicological mea-
sures of CBD concentrations in this study, but our previous
pharmacokinetic analysis (8) did not detect CBD in plasma
1 week after a single administration of 400 mg or 800 mg;
however, unpublished data indicated that low levels of CBD
metabolites in urinewere evident in someparticipants in that
study. Irrespective of potential trace metabolite levels, the
results of the present study highlight the fact that the effects
of CBD on neural systems relevant to craving and anxiety
persist in the absence of high pharmacological concentra-
tions. A recent animal study also confirmed the prolonged
effects of CBD on drug (alcohol and cocaine) seeking and
anxiety-like behaviors 5 months after its short-term ad-
ministration (29). This protracted property of CBD would
have significant clinical implications, especially for patient
populations in which daily medication adherence may be
challenging.

The effect of CBD on cue-induced craving was not
reflected in the at-home, general craving self-reported Heroin
Craving Questionnaire scores, in which no significant effects
were evident. Several explanations could account for this
difference, especially considering that the craving methods
reflect different environmental factors and types of craving;
that is, general craving experienced at home compared with
craving triggered by drug-associated stimuli in the study
sessions. CBD has been shown in clinical (23, 30) and pre-
clinical (15, 29) studies to be most sensitive to cue stimuli,
which, together with the results from the present study,
suggests that CBDmay be relevant to the attentional saliency
of drug cues that are associated with craving contributing
to relapse (31).

The potential anxiolytic properties of CBD have been
documented in previous clinical studies (20, 21). Moreover,
in vivo neuroimaging has indicated that CBD blunts activity
in limbic neural circuits engaged during negative emotional
processing (32) and modulates networks linked with atten-
tional salience processing (33). The results of numerous
animal models have also reinforced the anxiolytic role of
CBD (34, 35). The observation that CBD decreased cue-
induced cortisol levels in the present study is consistent
with its reducing negative stress or anxiety states, which is
highly related to amygdala reactivity (36). No clinical study
has yet reported an effect of CBD on a depressed emotional
state, andCBDdidnot reducePANASnegative affective scores
increased by drug cues in the present study. Although
a significant body of research remains to be conducted on
CBD, its potential significance for ameliorating features
central to substance use disorders may be related more to
craving and anxiety.

Regarding our secondary outcome measures, cognition
was not improved under the acute or short-term conditions
of CBD administration examined, consistent with a recent
investigation in which a single CBD administration also failed
to improve verbal or spatial working memory during to-
bacco abstinence (37). Disparate results exist regarding the
effects of CBD on cognition, likely because of the varied

neuropsychiatric disorders (e.g., schizophrenia or substance
use disorder) and treatment conditions under which it has
been explored. Additional studies with long duration of
treatment are necessary to evaluate the potential effects of
CBD on cognition.

Several aspects of this study should be considered for the
interpretation and generalizability of the results. Our two
primary outcomes, craving and anxiety, were subjective, self-
reported measures, which may have introduced unreliabil-
ity or bias. Nevertheless, the subjective effects reported by
participants receiving placebo—particularly in session 1, in
which the strongest cravingwas induced by the drug cue (but
not the neutral cue, emphasizing the specificity of the sub-
jective measures)—paralleled the objectively measured phy-
siological responsivity of heart rate and cortisol levels. In
session 1, CBD blunted the cue-induced increases in these
physiological measures, substantiating the participant self-
reports. The small sample size did not allow for a thorough
evaluation of sex effects, an important evaluation given that
women typically have higher craving and anxiety than men.
Moreover, interparticipant variability was likely in this study
owing to the high lipophilicity and complex metabolism of
CBD. Because no CBD toxicology tests were conducted, we
cannot address interparticipant metabolic variability, but a
dose-dependent pattern was observed for many of the var-
iables studied,with thehighest dose (800mg)often leading to
the strongest outcomes. Another limitation of the study was
the potential use of cannabis outside the laboratory setting.
Indeed, one participant in the placebo group had positive
THC or cannabinoid toxicology test results and admitted to
cannabis use. Urine THC or cannabinoid was also detected
among the participants in the CBD groups, but only in ses-
sions immediately after CBD administration, supporting
those participants’ denials of recent cannabis use. Other
factors to consider for the toxicology findings include the
potential cross-reactivity of the assay, the fact that the CBD
used in the study (Epidiolex) has trace amounts of THC (17),
and the possibility that oral CBD converts to THC with highly
acidic gastric conditions in vitro (38), although this conver-
sion is not supported by published in vivo evidence (17, 39).
During the course of the study, no one in the 800 mg group
used opioids, one participant in the 400 mg group used
heroin, and two participants in the placebo group relapsed to
heroin use. Long-duration treatment studies are needed to
fully address the effects of CBD on relapse prevention.

In summary, the potential of CBD to reduce cue-
induced craving and anxiety, along with its safe pharma-
cological profile, low mortality risk, and lack of hedonic
properties, indicates that this phytocannabinoid holds
significant promise for treating individualswith heroin use
disorder. A successful nonopioid medication would add sig-
nificantly to the existing addiction medication toolbox
to help reduce the growing death toll, enormous health
care costs, and treatment limitations imposed by strin-
gent government regulations amid this persistent opioid
epidemic.
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Cannabinoid CB2 Receptor Activation Attenuates
Fentanyl-Induced Respiratory Depression
Carmen A. Zavala,1 Ana C. Thomaz,2,3 Vishakh Iyer,1,3 Ken Mackie,1–4 and Andrea G. Hohmann1–4,*

Abstract
Introduction: Overdose fatalities associated with the opioid epidemic are predictably attributable to drug-
induced respiratory depression. In terms of illicit opioid abuse, fentanyl is the synthetic opioid responsible for
the largest number of overdose deaths. There is, therefore, an urgent need to identify safe and effective thera-
peutics that can attenuate fentanyl-induced respiratory depression. Identification of effective alternate analgesic
strategies that lessen the respiratory depression associated with narcotics would also help improve current strat-
egies for pain management. Our laboratory recently reported that the G protein-biased CB2 cannabinoid recep-
tor agonist LY2828360 suppressed chemotherapy-induced neuropathic nociception and attenuated both
morphine tolerance and physical dependence in paclitaxel-treated mice. However, the impact of LY2828360
on other undesirable side effects of opioids, such as opioid-induced respiratory depression, remains unknown.
Materials and Methods: We used whole-body plethysmography to assess the impact of the CB2 cannabinoid
agonist LY2828360 on fentanyl-induced respiratory depression using wild-type (WT) and CB2 knockout
(CB2KO) mice.
Results: Fentanyl reduced minute ventilation and respiratory frequency without altering tidal volume in both WT
and CB2KO mice. In WT mice, the high dose of fentanyl (0.2 mg/kg intraperitoneal [i.p.]) produced a greater sup-
pression of respiratory parameters compared with the low dose of fentanyl (0.1 mg/kg i.p.). Coadministration of a
behaviorally active dose of LY2828360 (3 mg/kg i.p.) with fentanyl (0.2 mg/kg i.p.) attenuated fentanyl-induced
respiratory depression in WT mice. Notably, LY2828360 (3 mg/kg i.p.) did not attenuate fentanyl-induced respi-
ratory depression in CB2KO mice, consistent with mediation by CB2 receptors. Moreover, LY2828360 (3 mg/kg i.p.)
alone lacked intrinsic effects on respiratory parameters in either WT or CB2KO mice.
Conclusion: The combination of a CB2 agonist with fentanyl may represent a safer adjunctive therapeutic strat-
egy compared with a narcotic analgesic alone by attenuating the development of opioid-induced respiratory
depression. Moreover, the CB2 agonist, administered alone, did not alter respiration. Our findings suggest that
the CB2 cannabinoid agonist LY2828360 may provide CB2-mediated protection against fentanyl-induced respi-
ratory depression, a detrimental and unwanted side effect of opioid use and abuse.

Keywords: CB2 receptor; endocannabinoid; fentanyl; opioid overdose; respiratory depression

Introduction
Opioid-related overdose deaths have been driven
primarily by the synthetic opioid fentanyl and its ana-
logs.1,2 Fentanyl, originally developed as a rapidly acting
analgesic, is much more potent than natural opioids
such as morphine.3 Accidental contamination or inten-
tional mixing of street drugs with fentanyl also creates
an opioid mix of unpredictable and variable potency

and increases fatal overdose risk.4,5 Fentanyl readily
enters the central nervous system where it decreases re-
spiratory drive and increases mechanical resistance
to breathing (by decreasing thoracic compliance), po-
tentially inducing fatality within minutes of adminis-
tration.6–8 Naloxone, a nonselective and competitive
opioid receptor antagonist, is the only pharmacological
treatment available to reverse such overdoses. However,
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due to the high potency of fentanyl and its longer dura-
tion of action, multiple naloxone doses are often required
to provide sustained overdose reversal, increasing the
risk of unsuccessful treatment and death.9,10 Reports of
unsuccessful attempts to revive patients with naloxone
persist despite administration of multiple or escalating
doses due to the short window between drug intake
and overdose.9,11–14 Thus, identification of safe and effec-
tive alternative/supplementary therapeutic strategies to
attenuate opioid-induced respiratory depression remains
an unmet clinical need.

The endocannabinoid system consists of CB1 and
CB2 cannabinoid receptors, their endogenous lipid sig-
naling molecules (endocannabinoids), and enzymes
that control their synthesis and degradation.15,16 This
neuromodulatory system can mitigate unwanted side
effects of opioids.17 Endocannabinoids depress respira-
tion in a CB1-mediated manner.18,19 Furthermore, se-
lective CB1 agonists induce respiratory depression in
a manner blocked by CB1 antagonists.20–23 By contrast,
the CB2 receptor has been postulated as a potential
therapeutic target to overcome the side effects of direct
acting CB1 agonists or opioids. CB2 receptors are pre-
dominantly expressed in cells within the immune sys-
tem24–27 and are upregulated in response to injury or
inflammation.28–30 Functional CB2 receptors are also
present in neuroanatomical regions controlling respira-
tion, including the brainstem and are activated by ele-
vated levels of endocannabinoids.27,31,32 Furthermore,
low levels of CB2 receptors are also reported in respira-
tory tissues such as the lungs.24,33,34 Although CB2

mechanisms help maintain opioid-induced analgesic
efficacy through synergistic interactions with l-opioid
receptors,35–38 their effects on opioid-induced respira-
tory depression, remain unexplored.

Our laboratories recently reported that the G protein-
biased cannabinoid CB2 receptor agonist LY2828360 at-
tenuated morphine tolerance and physical dependence
while also attenuating neuropathic nociception in a pac-
litaxel model of chemotherapy-induced neuropathy.35

This LY2828360-induced attenuation of morphine tol-
erance was absent in paclitaxel-treated CB2 knockout
(CB2KO) mice, consistent with CB2-receptor media-
tion.35 Moreover, morphine-dependent CB2KO mice
treated with paclitaxel showed higher levels of naloxone-
precipitated opioid withdrawal compared with their
wild-type (WT) counterparts.35 LY2828360 was previ-
ously evaluated in a phase-2 clinical trial for osteoar-
thritic pain where it failed for lack of efficacy but was
otherwise safe in humans (www.clinicaltrials.gov iden-

tifier: NCT01319929).39 These observations raise the
possibility that CB2 activation by LY2828360 may safely
restore homeostasis and counter the impact of aberrant
challenges such as opioid-induced side effects.

In this study, we used whole-body plethysmography
to examine the impact of the CB2 agonist LY2828360
on respiratory depression induced by the synthetic opi-
oid fentanyl. We characterized the impact of acute fen-
tanyl administration on distinct respiratory parameters
(i.e., minute ventilation, respiratory frequency, and
tidal volume) in otherwise naive mice. We also assessed
the impact of LY2828360 treatment on fentanyl-induced
changes in respiratory parameters using both WT and
CB2KO mice, to confirm CB2-receptor mediation.

Materials and Methods
Animals
Sixty adult male mice weighing 30–40 g and *3–4
months old were used in these studies. Thirty adult male
C57BL/6J WT mice were purchased from Jackson Labora-
tories (Bar Harbor, ME). Thirty adult male CB2KO mice
(B6.129P2-CNR2 [tm1Dgen/J]) were bred at Indiana
University for > 20 generations onto a C57BL/6J back-
ground. Mice were group housed in a 12:12 h light/dark
cycle, temperature and humidity-controlled facility with
ad libitum food and water. All experimental procedures
were approved by the Bloomington Institutional Animal
Care and Use Committee of Indiana University (IACUC
Protocol 19-037).

Drugs and chemicals
LY2828360 [8-(2-chlorophenyl)-2-methyl-6-(4-
methylpiperazin-1-yl)-9-(tetrahydro-2H-pyran-4-yl)-
9Hpurine] was synthesized and obtained from Sai
Biotech (Mumbai, India). Fentanyl citrate was purchased
from Sigma Aldrich (St. Louis, MO). All compounds
were dissolved in a vehicle containing 3% dimethyl sulf-
oxide (Sigma Aldrich, St. Louis, MO) with the remaining
97% consisting of emulphor (Alkamuls EL-620; Solvay,
Princeton, NJ), 95% ethanol, and 0.9% saline in a 1:1:18
ratio, respectively, and administered through intraperito-
neal (i.p.) injection in a final volume of 10 mL/kg.

Assessment of respiratory parameters
A whole-body plethysmography apparatus (DSI, St. Paul,
MN) was used to assess respiratory parameters in freely
moving mice. Mice first received room air for 2 days
before testing to allow for chamber habituation (30 min
each day). On the subsequent day, mice were additionally
handled to reduce potential experimental stress. Finally,
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on the test day, mice received air mixed with 10% CO2 to
induce an increase in minute ventilation without induc-
ing stress, similar to previous studies.40 Mice were
recorded for 50 min to allow time for acclimation to
CO2 and the establishment of a stable baseline before
pharmacological manipulations. Mice were briefly re-
moved from the chambers, given a single i.p. injection,
and returned to the chamber for 30 min of postinjection
recording. Then, mice were immediately removed from
the plethysmography chambers to terminate the experi-
ment. Three distinct respiratory parameters were
recorded for the entire 80 min observation interval: min-
ute ventilation (i.e., volume of ventilation, mL/min), re-
spiratory frequency (i.e., breaths per minute), and tidal
volume (i.e., volume of each breath, mL/kg). Parameters
were averaged into 5 min bins. In experiment 1, the im-
pact of high- (0.2 mg/kg) and low-dose (0.1 mg/kg) fen-
tanyl on respiratory parameters was assessed in WT
mice. The dose of fentanyl and duration of postinjection
monitoring was similar to previous studies of fentanyl-
induced respiratory depression.6,41 In experiment 2,
the impact of LY2828360 (3 mg/kg) alone, fentanyl
(0.2 mg/kg) alone, fentanyl (0.2 mg/kg) + LY2828360
(3 mg/kg) or vehicle were assessed in WT mice. In ex-
periment 3, the impact of LY2828360 alone (3 mg/kg),
fentanyl alone (0.2 mg/kg), fentanyl (0.2 mg/kg) +
LY2828360 (3 mg/kg) or vehicle were assessed in
CB2KO mice to ascertain whether LY2828360-induced

effects on fentanyl-induced respiratory depression were
CB2 mediated.

Statistical analysis
Respiratory parameter data were analyzed using two-
way repeated measures analysis of variance (ANOVA,
i.e., performed across the entire pre- and postinjection
observation interval associated with CO2 exposure),
followed by Bonferroni’s post hoc and multiple com-
parison tests. Bonferroni’s multiple comparison tests,
which provide more statistical power by making a
more limited set of comparisons, were used to compare
effects of fentanyl to all other groups, thereby reducing
chances of a type II error.42 Effects of LY2828360 alone
(i.e., in the absence of fentanyl) were additionally com-
pared with vehicle using two-way repeated measures
ANOVA followed by Bonferroni’s post hoc tests. All
data were analyzed using GraphPad Prism version
7.05 (GraphPad Software, Inc., La Jolla, CA). p < 0.05
was considered statistically significant.

Results
Respiratory parameters did not differ between groups
during the baseline (i.e., preinjection) recordings at any
timepoint (�50 to �5 min) in any study (Figs. 1–3).
All respiratory parameters changed across time (i.e.,
�50 min preinjection to 30 min postinjection) irrespective
of drug treatment ( p < 0.0001; Figs. 1–3).

‰

FIG. 1. Fentanyl suppresses minute ventilation and respiratory frequency without altering tidal
volume. (A) Fentanyl suppressed minute ventilation in a time-dependent manner. Fentanyl (0.2 mg/kg)
suppressed minute ventilation compared with both vehicle and fentanyl (0.1 mg/kg) ( p < 0.05 at each
timepoint). Fentanyl (0.1 mg/kg) did not reliably alter minute ventilation compared with vehicle. No
differences in minute ventilation were noted before the drug injection. (B) Fentanyl suppressed respiratory
frequency in a time and dose-dependent manner. Fentanyl (0.2 mg/kg) decreased respiratory frequency
overall when compared with both vehicle and fentanyl (0.1 mg/kg) groups ( p < 0.05). Fentanyl (0.1 mg/kg)
decreased respiratory frequency compared with the vehicle-treated group ( p < 0.05; significance marks not
shown). No differences in respiratory frequency were observed between groups before the drug injection.
(C) Fentanyl altered respiratory tidal volume in a time-dependent manner, but no overall effect of drug
across the entire observation interval was observed. All respiratory parameters changed across time
irrespective of drug treatment. Post hoc comparisons failed to reveal differences between groups at any
timepoint. Data are expressed as mean – SEM (n = 6 per group). ‘‘*’’ indicates high-dose fentanyl group versus
vehicle group where ****p < 0.0001, ***p < 0.001, **p < 0.01, *p < 0.05, ‘‘#’’ indicates high-dose fentanyl group
versus low-dose fentanyl group with the same symbol indications, ‘‘X’’ indicates main drug effect of the
selected groups with the same symbol indications, two-way repeated measures ANOVA followed by
Bonferroni’s post hoc or multiple comparisons test. ANOVA, analysis of variance; SEM, standard error of the
mean.
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Fentanyl produces respiratory depression
Fentanyl depressed minute ventilation in a time-
dependent manner (interaction: F32,240 = 3.578,
p < 0.0001; Fig. 1A). Minute ventilation did not differ
between groups overall and decreased across the observa-
tion interval irrespective of drug treatment (drug:
F2,15 = 2.263, p = 0.1383; time: F16,240 = 82.37, p < 0.0001;
Fig. 1A). Post hoc analyses revealed that high-dose fen-
tanyl (0.2 mg/kg) depressed minute ventilation com-
pared with vehicle and low-dose (0.1 mg/kg) fentanyl
( p < 0.05 from 5 to 30 min postinjection with one ex-
ception; fentanyl doses did not differ at 25 min postinjec-
tion). Minute ventilation did not differ between low-dose
fentanyl and the vehicle-treated group.

Fentanyl depressed respiratory frequency in a
time-dependent manner (interaction: F32,240 = 4.345,
p < 0.0001; Fig. 1B). Respiratory frequency differed
between groups overall and decreased across the obser-
vation interval irrespective of drug treatment (drug:
F2,15 = 13.4, p = 0.0005; time: F16,240 = 58, p < 0.0001;
Fig. 1B). Post hoc analyses revealed that, across the ob-
servation interval, high-dose fentanyl reduced respira-
tory frequency compared with vehicle ( p = 0.0003)
and low-dose fentanyl ( p = 0.0420). Both high- and
low-dose fentanyl depressed respiratory frequency com-
pared with vehicle from 0 to 30 and 5 to 30 min postin-
jection, respectively ( p < 0.05 at each timepoint). In
general, high-dose fentanyl produced a greater suppres-

sion of respiratory frequency compared with low-dose
fentanyl ( p < 0.05 from 10 to 30 min postinjection).

Finally, fentanyl produced a modest time-dependent
change in tidal volume (interaction: F32,240 = 2.543,
p < 0.0001; Fig. 1C). Tidal volume did not differ be-
tween groups overall but changed in a time-dependent
manner irrespective of drug treatment across the obser-
vation interval (drug: F2,15 = 0.4209, p = 0.6640; time:
F16,240 = 13.95, p < 0.0001; Fig. 1C). Post hoc analyses
revealed that high-dose fentanyl depressed tidal vol-
ume compared with low-dose fentanyl only at the
15 min postinjection timepoint ( p = 0.0262). Tidal vol-
ume in groups receiving either dose of fentanyl did not
differ from vehicle at any timepoint.

LY2828360 does not alter respiration
in the absence of fentanyl
In the absence of fentanyl, LY2828360 (3 mg/kg) did
not alter respiratory parameters compared with vehicle
in either WT or CB2KO mice, with the exception of a
single timepoint in CB2KO mice (detailed as follows;
Figs. 2 and 3).

LY2828360 attenuates fentanyl-induced
respiratory depression in WT mice
In WT mice, fentanyl (0.2 mg/kg), administered in the
presence or absence of LY2828360 (3 mg/kg), de-
pressed minute ventilation in a time-dependent manner

‰

FIG. 2. The CB2 agonist LY2828360 attenuates fentanyl-induced depression of minute ventilation and
respiratory frequency in WT mice. (A) In WT mice, fentanyl (0.2 mg/kg) decreased respiratory minute
ventilation compared with vehicle 5–30 min postinjection ( p < 0.01 at each timepoint). Minute ventilation was
higher in the LY2828360 (3 mg/kg) + fentanyl (0.2 mg/kg) group compared with fentanyl (0.2 mg/kg) alone
group from 10 to 15 min postinjection ( p < 0.05 at each timepoint). (B) Fentanyl decreased respiratory
frequency compared with vehicle from 0 to 30 min postinjection in WT mice ( p < 0.05 at each timepoint).
Respiratory frequency was higher overall in the LY2828360 + fentanyl group compared with the fentanyl
alone group ( p < 0.05). Respiratory frequency was higher in the LY2828360 + fentanyl compared with the
fentanyl alone group from 10 to 30 min postinjection ( p < 0.05 at each timepoint). (C) Tidal volume differed
between groups in a time-dependent manner but no differences were observed between the LY2828360 +
fentanyl group compared with the fentanyl alone group at any timepoint. (A–C) LY2828360 administered
alone did not alter minute ventilation, respiratory frequency, or tidal volume compared with vehicle at any
timepoint ( p > 0.05). All respiratory parameters changed across time irrespective of drug treatment. Data are
expressed as mean – SEM (n = 6 per group). ‘‘*’’ indicates fentanyl alone group versus vehicle group where
****p < 0.0001, ***p < 0.001, **p < 0.01, *p < 0.05, ‘‘ + ’’ indicates fentanyl alone group versus LY2828360 +
fentanyl group with the same symbol indications, ‘‘X’’ indicates main drug effect of the selected groups with
the same symbol indications, two-way repeated measures ANOVA followed by Bonferroni’s post hoc or
multiple comparisons test. WT, wild-type.
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(interaction: F48,320 = 3.953, p < 0.0001; Fig. 2A). Drug
condition alone did not impact minute ventilation
overall and minute ventilation decreased across time
irrespective of drug treatment (drug: F3,20 = 1.664,
p = 0.2067; time: F16,320 = 78.85, p < 0.0001; Fig. 2A).
Post hoc analyses revealed that fentanyl depressed min-
ute ventilation compared with vehicle and LY2828360
alone ( p < 0.05 from 5 to 30 min postinjection). Minute
ventilation was higher in the LY2828360 + fentanyl
compared with the fentanyl alone group from 10 to
15 min postinjection ( p < 0.05 at each timepoint).
Thus, LY2828360 attenuated fentanyl-induced de-
creases in respiratory minute ventilation.

In WT mice, fentanyl, administered in the presence
or absence of LY2828360, altered respiratory frequency
in a time-dependent manner (interaction: F48,320 = 5.396,
p < 0.0001). Respiratory frequency differed between
groups overall and decreased across the observation
interval (drug: F3,20 = 10.61, p = 0.0002; time: F16,320 =
65.45, p < 0.0001; Fig. 2B). Post hoc analyses revealed
that, across the observation interval, fentanyl decreased
respiratory frequency compared with vehicle ( p = 0.0004),
LY2828360 alone ( p = 0.0002) or LY2828360 + fentanyl
( p = 0.0303) groups. Strikingly, respiratory frequency
was lower in the fentanyl alone group compared with
the LY2828360 + fentanyl group from 10 to 30 min

postinjection ( p < 0.05 at each timepoint). Thus,
LY2828360 attenuated fentanyl-induced depression of
respiratory frequency.

In WT mice, fentanyl, administered in the pres-
ence or absence of LY2828360, altered respiratory
tidal volume in a time-dependent manner (interaction:
F48,320 = 2.179, p < 0.0001; Fig. 2C). Tidal volume did
not differ between groups overall but decreased across
the observation interval irrespective of drug treatment
(drug: F3,20 = 0.1384, p = 0.9359; time: F16,320 = 22,
p < 0.0001; Fig. 2C). Post hoc analyses failed to reveal
any significant differences between the groups at any
timepoint.

LY2828360 attenuates fentanyl-induced
respiratory depression
through a CB2-mediated mechanism
In CB2KO mice, fentanyl (0.2 mg/kg), administered
in the presence or absence of LY2828360 (3 mg/kg) de-
pressed minute ventilation in a time-dependent man-
ner (interaction: F48,416 = 6.375, p < 0.0001; Fig. 3A).
Minute ventilation did not differ between groups overall
but decreased across time irrespective of drug treatment
(drug: F3,26 = 0.7048, p = 0.5578; time: F16,416 = 86.81,
p < 0.0001; Fig. 3A). Post hoc analyses revealed that fen-
tanyl depressed minute ventilation in CB2KO groups

‰

FIG. 3. LY2828360 does not attenuate fentanyl-induced depression of minute ventilation and respiratory
frequency in CB2KO mice. (A) In CB2KO mice, fentanyl (0.2 mg/kg) suppressed minute ventilation compared
with vehicle from 5 to 30 min postinjection ( p < 0.05 at each timepoint). Minute ventilation did not differ
between groups receiving ether fentanyl (0.2 mg/kg) alone or LY2828360 (3 mg/kg) + fentanyl (0.2 mg/kg) at
any timepoint ( p > 0.05). (B) In CB2KO mice, fentanyl alone suppressed respiratory frequency compared with
vehicle from 0 to 30 min postinjection ( p < 0.05 at each timepoint). Respiratory frequency was reduced overall
in the fentanyl (0.2 mg/kg) alone group compared with the vehicle-treated group ( p < 0.05). In CB2KO mice,
LY2828360 + fentanyl produced similar depression of respiratory frequency compared with fentanyl alone
( p > 0.05). (C) Drug treatments altered respiratory tidal volume in a time-dependent manner, but no overall
effect of drug was detected in the testing interval. Post hoc comparisons failed to reveal differences between
groups at any timepoint. (A–C) LY2828360 administered alone did not alter minute ventilation, respiratory
frequency, or tidal volume compared with vehicle at any timepoint except where noted at the terminal
timepoint for respiratory frequency ( p > 0.05). All respiratory parameters changed across time irrespective of
drug treatment. Data are expressed as mean – SEM (n = 8 per group except the LY2828360 + fentanyl group
where n = 6). ‘‘*’’ indicates fentanyl alone group versus vehicle group where ****p < 0.0001, ***p < 0.001,
**p < 0.01, *p < 0.05, ‘‘^’’ indicates LY2828360 alone group versus vehicle group with the same symbol
indications, ‘‘X’’ indicates main drug effect of the selected groups with the same symbol indications, two-way
repeated measures ANOVA followed by Bonferroni’s post hoc or multiple comparisons test. CB2KO, CB2

knockout.
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compared with vehicle and LY2828360 alone ( p < 0.05
from 5 to 30 min postinjection). Strikingly, minute ven-
tilation did not differ in CB2KO groups receiving fen-
tanyl in either the presence or absence of LY2828360
at any postinjection timepoint ( p > 0.05 at each time-
point). Thus, depressive effects of fentanyl on minute
ventilation were intact in CB2KO mice and coadminis-
tration of LY2828360 with fentanyl failed to prevent
these depressive effects.

In CB2KO mice, fentanyl, administered in the pres-
ence or absence of LY2828360 depressed respiratory
frequency in a time-dependent manner (interaction:
F48,416 = 9.351, p < 0.0001; Fig. 3B). Respiratory fre-
quency differed between groups overall and decreased
across time irrespective of drug treatment (drug:
F3,26 = 3.248, p = 0.0380; time: F16,416 = 70.22, p < 0.0001;
Fig. 3B). Post hoc analyses revealed that, across the ob-
servation interval, fentanyl decreased respiratory fre-
quency compared with vehicle ( p = 0.0488) but not
LY2828360 alone ( p > 0.05) or LY2828360 + fentanyl
( p > 0.05). Respiratory frequency was lower in the fen-
tanyl alone group compared with vehicle from 0 to
30 min postinjection ( p < 0.05 at each timepoint). Strik-
ingly, respiratory frequency did not differ in groups re-
ceiving fentanyl in either the presence or absence of
LY2828360 at any postinjection timepoint ( p > 0.05 at
each timepoint). Thus, the depressive effects of fentanyl
on respiratory frequency were intact in CB2KO mice and
coadministration of LY2828360 with fentanyl failed to
prevent these depressive effects. Respiratory frequency
was higher in the vehicle group compared with the
LY2828360 alone group only at the 30 min postinjection
timepoint ( p < 0.01).

In CB2KO mice, fentanyl, administered in the pres-
ence or absence of LY2828360, altered respiratory tidal
volume in a time-dependent manner (interaction:
F48,416 = 1.582, p = 0.0104; Fig. 3C). Tidal volume did
not differ between groups overall but decreased across
time irrespective of drug treatment (drug: F3,26 = 0.3635,
p = 0.7799; time: F16,416 = 25.56, p < 0.0001; Fig. 3C). Post
hoc analyses failed to reveal any significant differences
between the groups at any timepoint.

Discussion
The opioid epidemic has been marked by a dramatic
increase in synthetic opioid overdose fatalities.1,43

These fatalities are primarily driven by the propensity
of illicit fentanyl and its analogs to produce heightened
respiratory depression, resulting in enhanced lethali-
ty.2,3,9 In our study, fentanyl (0.2 mg/kg) decreased

minute ventilation and respiratory frequency without
altering tidal volume. Strikingly, the CB2 agonist
LY2828360 attenuated fentanyl-induced respiratory
depression in WT but not CB2KO mice, consistent
with CB2 mediation. Importantly, LY2828360 also
lacked intrinsic effects on all respiratory parameters
assessed in both WT and CB2KO mice.

In rhesus monkeys, fentanyl dose-dependently de-
creased minute ventilation, but cannabinoid agonists
D9-tetrahydrocannabinol or CP55,940, at doses that
enhance opioid-induced antinociception, did not alter
fentanyl-induced respiratory depression.44 The CB1

antagonist SR141716A did not alter heroin-induced re-
spiratory depression in monkeys.23 These prior studies
tested effects of nonselective pan cannabinoid agonists
or CB1 antagonists. Here we show, for the first time,
that a selective CB2 agonist attenuates opioid-induced
respiratory depression without intrinsically altering re-
spiratory parameters. Thus, CB2-receptor-mediated
mechanisms may reverse opioid-induced respiratory
depression.

WIN55,212-2, a nonselective cannabinoid receptor
agonist and JWH133, a selective CB2 receptor agonist
attenuated HCl- and capsaicin-induced bronchocon-
striction in guinea pigs.45,46 These beneficial effects
were blocked by a CB2 (SR144528) but not a CB1

(SR141716) receptor antagonist.45,46 Furthermore,
bronchoconstriction in these models is shown to be
caused by several receptor types, including l-opioid re-
ceptors localized to the sensory nerve endings in the
airway.47,48 CB2 receptors may also convey their protec-
tive effects by suppressing sensory nerve activa-
tion45,46,49 (but see Calignano et al.50). Opioid-induced
microglial activation opposes opioid analgesia due to re-
lease of proinflammatory mediators and exacerbates
opioid-induced side effects such as respiratory depres-
sion through nonstereoselective activation of toll-like
receptor 451 (but see Zwicker et al.52). Systemic coad-
ministration of the microglial inhibitor minocycline at-
tenuates morphine-induced reductions in tidal volume,
minute volume, inspiratory force and expiratory force,
and reductions in blood oxygen saturation while poten-
tiating morphine analgesia.53 Opioid-induced hypoxia is
a potent stimulus for such microglial activation and this
microglial activation is inhibited by minocycline.54 CB2

receptor activation may help reduce this opioid-induced
microglial activation and proinflammatory factor re-
lease, thereby attenuating opioid-induced respiratory
depression.55–57 Finally, JWH133 alleviates lung
ischemia-reperfusion injury58,59 and paraquat-induced
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lung edema and lung histopathological changes60; thus,
CB2-receptor-mediated reduction of inflammation may
help improve lung functioning.

Our studies suggest that adjunctive therapeutic strat-
egies combining LY2828360 with a narcotic analgesic
to attenuate development of respiratory depression
may provide a safer therapeutic strategy. However, al-
most 39% of people who died from unintentional opi-
oid overdoses did not have a previous diagnosis of
chronic pain.61 It is important to determine whether
treatments aimed at ameliorating adverse side effects
of opioids reverse opioid-induced respiratory depres-
sion and are efficacious in the absence of a pathological
pain state. Our findings suggest that CB2 receptors are
functional in the absence of a pathological pain state in
fentanyl-treated mice and are engaged by LY2828360
to attenuate opioid-induced respiratory depression
even in the absence of a neuropathic pain state (i.e.,
where CB2 expression would not necessarily be induced
or upregulated30). We previously reported that CB2KO
mice have greater levels of naloxone-precipitated opi-
oid withdrawal compared with WT mice.35 Thus,
CB2 receptor deletion in the CB2KO mice may, in
fact, unmask a heightened opioid response. The WT
and CB2KO mice used here were not littermates and,
consequently we did not evaluate whether fentanyl-
induced respiratory depression is greater in CB2KO
mice compared with WT mice. Comparisons using lit-
termate CB2KO and WT mice is warranted in future
studies to address this question.

Our findings are potentially clinically relevant be-
cause coadministration of LY2828360 with fentanyl
may be able to prevent opioid-induced respiratory de-
pression before the harmful effects of an overdose
ensue. An adjunctive pharmacological approach could
be particularly advantageous for postsurgical pain and
holds several advantages over naloxone, which is only
a rescue mechanism and must be administered through
injection or nasal spray within a narrow timeframe after
opioid overdose to restore respiratory function.11

Importantly, naloxone administration causes a reversal
of opioid-induced analgesia,62–64 in contrast to the opi-
oid analgesic synergism displayed by CB2 agonists.35–38

Moreover, the short half-life of naloxone compared
with fentanyl can cause ‘‘re-narcotization’’ leading to
a reoccurrence of respiratory depression after naloxone
tissue levels decline.12,65 Naloxone overantagonism can
also cause iatrogenic harm and induce highly aversive
withdrawal symptoms, pulmonary edema, and cardiac
arrhythmias.66,67 Therefore, identification of a pharma-

cological treatment that lacks toxicity but safely blocks
opioid-induced side effects such as respiratory depres-
sion before they manifest while sparing analgesia is an
urgent clinical need.

LY2828360 is a potent G protein-biased CB2 agonist
that does not recruit b-arrestin.35 Although reports
have highlighted the importance of ‘‘biased opioid ago-
nism’’ in the development of opioid-induced respiratory
depression,68 a more recent study has refuted this
claim.69 More research is necessary to extend our find-
ings to other CB2 agonists and opioids and to test rever-
sal dosing regimens using mice of both sexes. No serious
adverse effects were reported in patients receiving
LY2828360 (80 mg/day for 4 weeks) in a phase-2 clinical
trial (www.clinicaltrials.gov identifier: NCT01319929).39

Although shown ineffective for treatment of osteoar-
thritic pain, this trial did not include opioid users;
therefore, the impact of LY2828360 on opioid-induced
side effects were not evaluated and remain unknown.
Our studies suggest that LY2828360 could be repur-
posed for a new adjunctive therapeutic indication that
attenuates fentanyl-induced respiratory depression.
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ABSTRACT
Background: Some ecological studies found lower rates of opioid overdose in states with liberalized 
cannabis legislation, but results are mixed, and the association has not been analyzed in individuals. 
We quantified the association between cannabis use and nonfatal opioid overdose among 
individuals enrolled in methadone maintenance treatment (MMT) for opioid use disorder (OUD). 
Methods:  We recruited a convenience sample of individuals enrolled in four MMT clinics in 
Washington State and southern New England who completed a one-time survey. Descriptive 
statistics and multivariate logistic regression compared the prevalence and risk of nonfatal opioid 
overdose in the past 12 months between participants reporting frequent (at least weekly) or 
infrequent (once or none) cannabis use in the past month. Results:  Of 446 participants, 35% 
(n = 156) reported frequent cannabis use and 7% (n = 32) reported nonfatal opioid overdose in the 
past year. The prevalence of nonfatal opioid overdose was 3% among reporters of frequent cannabis 
use, and 9% among reporters of infrequent/no use (p = 0.02). After imputing missing data and 
controlling for demographic and clinical factors, the likelihood of self-reported nonfatal opioid 
overdose in the past year was 71% lower among reporters of frequent cannabis use in the past 
month (adjusted RR = 0.29, 95% CI 0.10–0.80, p = 0.02). Conclusions:  Among individuals enrolled 
in MMT, frequent cannabis use in the past month was associated with fewer self-reported nonfatal 
opioid overdoses in the past year. Methodological limitations caution against causal interpretation 
of this relationship. Additional studies are needed to understand the prospective impact of 
co-occurring cannabis on opioid-related outcomes.

Introduction

The recent opioid epidemic (Rudd et  al., 2016; Scholl et  al., 
2019) has spurred examination of factors associated with 
opioid-related harms. Cannabis use has also received increased 
attention as states have legalized its use for medical and 
recreational purposes (National Conference of State 
Legislatures, 2019). Some ecological studies have compared 
statewide rates of opioid overdose deaths before and after 
liberalized cannabis laws were passed (Livingston et al., 2017), 
or between states with and without liberalized cannabis laws 
(Bachhuber et  al., 2014). This body of research concluded 
that statewide overdose mortality was lower in states with 
medical and/or recreational cannabis legislation, although a 
more recent article (Shover et  al., 2019) found the opposite 
association, i.e. that opioid overdose rates increased following 
implementation of medical cannabis laws. An additional study 
found that local access to cannabis dispensaries was associated 
with lower rates of opioid overdose mortality at the county 
level (Smith, 2020).

These studies used aggregated data, and do not inform 
whether individuals who used cannabis were more or less 

likely to die from opioid overdose (Piantadosi et  al., 1988). 
Additionally, in these studies, it is difficult to adjust for 
underlying regional and individual differences, and thus the 
existing data do not support conclusions about causation 
(Caputi & Sabet, 2018; Hall et  al., 2018). Limited prospective 
data are available to understand the relationships between 
cannabis use and subsequent risk for opioid overdose. 
However, recent prospective cohort studies have examined 
associations between cannabis use and prescription opioid 
use characteristics or development of opioid use disorder. 
These results found that baseline cannabis use was associated 
with increased likelihood of subsequent nonmedical pre-
scription opioid use and development of opioid use disorder 
(Olfson et  al., 2018), and that cannabis use was not asso-
ciated with reductions in prescribed opioid use or discon-
tinuation (Campbell et  al., 2018; Merlin et  al., 2019).

We sought to quantify the association between frequent 
cannabis use and nonfatal opioid overdoses among individ-
uals with opioid use disorder (OUD) who were enrolled in 
a methadone maintenance treatment (MMT) program in 
Washington State (which had enacted medical and recre-
ational cannabis legislation) and two southern New England 
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States with medical but not recreational legislation at the 
time the study was conducted (Rhode Island and 
Massachusetts). Prior research has found that individuals 
with nonfatal opioid overdose are at elevated risk of fatal 
overdose within 12 months, which makes nonfatal opioid 
overdose a critical proxy measure (Olfson et  al., 2018). 
Although the population may not fully generalize, MMT is 
a widely used medication-assisted treatment for OUD, with 
over 300,000 individuals enrolled across the country 
(Substance Abuse and Mental Health Services Administration, 
2018). Participants in MMT programs have a high preva-
lence of opioid overdose and cannabis use (Cousins et  al., 
2011; White et  al., 2014). In light of the mixed findings 
described above, we hypothesized that past-month cannabis 
use would be associated with past-year self-reported non-fatal 
opioid overdoses, but we remained agnostic to the nature 
and direction of the association.

Materials and methods

Participants and settings

We recruited a convenience sample of participants from four 
methadone clinics in southern New England and Washington 
State. Additional details about the population, recruitment, 
and interview process have been published elsewhere 
(Goldschmidt et  al., 2018; Polenick et  al., 2019). All four 
clinics were private nonprofit organizations and located in 
urban areas. Participants were adults aged 18 or older who 
were enrolled in MMT in one of the study clinics. Recruitment 
was conducted from June through September 2017. We 
approached potential participants in methadone dosing lines, 
clinic lobbies, and treatment groups, and asked if they would 
be willing to complete our anonymous survey. The survey 
gathered data about sociodemographic characteristics, meth-
adone treatment characteristics, substance use, mental health, 
and physical health. An informed consent document was 
included. Participants completed the self-administered surveys 
with pen and paper. Participation was voluntary and no finan-
cial incentives were offered. Individuals who could not com-
plete the five-page English language survey were excluded. 
We estimate that 75% of distributed surveys were completed 
and returned. The Institutional Review Board at Dartmouth 
College approved all procedures.

Measures

The outcome variable was any self-reported nonfatal opioid 
overdose over the past 12 months. The survey specified this 
as, “Have you overdosed and required the use of naloxone 
(Narcan)? … If so, how many times within the past 
12 months?” We categorized nonfatal opioid overdoses as 
≥1 vs. none in the past 12 months. Due to the nature of 
the question, we consider that any such events would have 
been serious.

The main predictor variable of interest was self-reported 
cannabis use over the past four weeks. We assessed cannabis 

use with the question, “Which best describes your marijuana 
use over the past 4 weeks?” The four categorical response 
options included, “I use marijuana every day;” “I use mar-
ijuana at least once a week;” “I use marijuana once a 
month;” and “I do not use marijuana.” For these analyses, 
the daily and weekly users were combined into a “frequent 
cannabis use” category, and the never and monthly users 
were combined into an “infrequent/no cannabis use” cate-
gory. This categorization strategy has been used in other 
studies on the health impacts of cannabis use (Hall & 
Degenhardt, 2009; Lev-Ran et  al., 2014; Moore et  al., 2007; 
Mukamal et  al., 2008). Since cannabis use was measured 
over the past month and nonfatal overdoses over the past 
year, we could not establish temporal association, which 
cautions against causal inference.

We included several covariates that might confound the 
association between marijuana use and opioid overdose.

Sociodemographic covariates: Current age was included 
as a continuous variable. Gender was dichotomized as male 
vs. female. Race was codified as Native American/Alaska 
Native, Black/African American, Asian and Native Hawaiian/
Pacific Islander, White, and multiple races. Ethnicity was 
codified as Hispanic or not. Housing status was divided into 
stable housing vs. unstable housing (staying with friends/
family, sober house, shelter, and homeless). Employment 
status was split into employed (full-time and part-time) vs. 
unemployed or on disability. Marital status was categorized 
as married vs. not married (never married, divorced, sepa-
rated, or widowed). Health insurance status included 
Medicaid vs. not Medicaid. Clinic location was separated 
into Washington State vs. New England. This distinction 
was made because Washington State enacted recreational 
marijuana legislation in 2012, which was in effect when the 
study was conducted, while both New England states (Rhode 
Island and Massachusetts) had passed medical but not rec-
reational cannabis laws. Current criminal legal involvement 
was codified as none vs. any (parole, probation, and any 
pending charges). Finally, history of arrest on drug-related 
charges was dichotomized as yes vs. no.

Methadone treatment covariates. Self-reported methadone 
dose (milligrams) and age at first opioid abuse were con-
tinuous variables. History of prior MMT enrollment was 
split into first-time MMT enrollees vs. those who had pre-
viously been in MMT. Duration of current MMT episode 
was dichotomized as ≥1 year vs. shorter. History of attempts 
to taper methadone was broken into any current or past 
taper attempts vs. none.

Substance use covariates. Non-prescribed substance use 
was assessed over the preceding four weeks and further 
categorized into alcohol, benzodiazepines, stimulants, and 
non-prescribed opioids.

Mental health covariates. Depression and anxiety were 
measured using the Patient Health Questionnaire-4 (PHQ-4), 
a validated four-item screening instrument derived from the 
PHQ-9 (Kroenke et  al., 2009; Löwe et  al., 2010). Loneliness 
was measured using the Three-Item Loneliness Scale, a val-
idated screening instrument derived from the UCLA 
Loneliness Scale (Hughes et  al., 2004). Scores on both scales 
were analyzed as continuous variables, with higher scores 
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indicating more symptoms of depression, anxiety, and 
loneliness.

Physical health covariates. Pain intensity was measured 
over the past week on a numeric rating scale of 0–10, where 
0 = no pain and 10 = worst pain imaginable; it was analyzed 
as a continuous variable. Self-reported health conditions 
included heart disease, diabetes, overweight/obesity, stroke, 
asthma, emphysema, COPD, arthritis, cancer, chronic kidney 
disease, cirrhosis, hepatitis C, HIV, other, or none. The total 
number of comorbid health conditions was analyzed as a 
continuous variable.

Statistical analysis

Study participants were grouped based on current 
self-reported cannabis use (frequent use vs. infrequent/no 
use). Bivariate analyses examined the associations between 
(a) cannabis use and nonfatal opioid overdoses, (b) cannabis 
use and each covariate, and (c) nonfatal opioid overdoses 
and each covariate. Chi-squared tests were used for cate-
gorical variables and student’s t-tests were used for contin-
uous variables. Individuals with missing data on the nonfatal 
opioid overdose and/or cannabis use questions were excluded 
from all analyses.

We used logistic regression to model the likelihood of 
at least one nonfatal overdose among participants, with 
cannabis use and select covariates as independent variables. 
The following covariates were included: all sociodemographic 
variables, variables that were statistically associated with 
either cannabis use or nonfatal opioid overdose at p < 0.05 
in the initial descriptive analyses, and select other clinically 
meaningful variables (non-prescribed substance use, meth-
adone dose). Other covariates were excluded to prevent 
overfitting the logistic regression model. Race/ethnicity had 
to be collapsed to Non-Hispanic White vs. Hispanic White 
and Other to prevent statistical error (given the small num-
ber of Hispanic White and Other participants in the sample). 
Our multivariate logistic regression model used multiple 
imputation to estimate missing covariate values. We used 
multiple imputations by chained equations (MICE) to pre-
serve the distributions of the binary variables (Azur et  al., 
2011). Odds ratios were converted to risk ratios for ease of 
interpretation (Wang, 2013).

Because enrollment in MMT has been associated with 
lower risk of opioid overdose in prior research (Caplehorn 
et  al., 1994; Caplehorn et  al., 1996), we conducted a sensi-
tivity analysis among those respondents who had been 
enrolled in MMT for at least one year. This step ensured 
that past-year nonfatal opioid overdoses occurred during 
the current MMT treatment episode.

All statistical analyses were conducted using STATA ver-
sion 13.1 (STATA Corporation, College Station, TX).

Results

Among the 484 individuals who participated in the study, 
446 (92%) answered both the cannabis use and nonfatal 
opioid overdose questions and were included in the initial 

analyses. Among these 446, 35% (n = 156) reported frequent 
cannabis use over the past month and 7% (n = 32) reported 
at least one nonfatal opioid overdose over the past year.

Figure 1 presents the prevalence of nonfatal overdose 
within each category of cannabis use. It demonstrates that 
respondents who reported frequent cannabis use (daily or 
at least weekly) had lower prevalence of nonfatal opioid 
overdose than respondents who reported infrequent/no use 
in the past month (once or none). There was no difference 
in prevalence of nonfatal opioid overdose between those 
reporting daily and at least weekly cannabis use (3% vs. 
4%, p = 0.72), or between those reporting one-time or no 
cannabis use (12% vs. 9%, p = 0.60). Participants who 
reported frequent cannabis use were significantly less likely 
to report at least one nonfatal opioid overdose than partic-
ipants with infrequent/no cannabis use (3% vs. 9%, p = 0.02).

Table 1 provides the distribution of covariates in the sam-
ple, stratified by cannabis use and nonfatal opioid overdose, 
as well as the prevalence of missing data for each covariate. 
Several covariates differed between individuals reporting fre-
quent cannabis use and individuals reporting infrequent/no 
cannabis use. Those reporting frequent cannabis use were 
younger (mean age 38.3 vs. 42.1, p < 0.01), started using 
opioids at a younger age (mean 22.0 vs. 23.9, p = 0.05), had 
lower methadone dose (mean 75.4 mg vs. 85.6 mg, p = 0.01), 
and were less likely to be female (36% vs. 51%, p < 0.01) 
than those reporting infrequent/no cannabis use. There were 
no differences between groups on other covariates, including 
mental health, substance use, or other variables.

Individuals reporting ≥1 nonfatal opioid overdose over 
the past year differed on several covariates from those 
reporting no overdoses (Table 1). Individuals reporting ≥1 
nonfatal overdose started using opioids at a younger age 
(mean 19.2 vs. 23.5, p = 0.01), and were more likely to have 
unstable housing (63% vs. 32%, p < 0.01), to have current 
criminal legal involvement (22% vs. 10%, p = 0.04), and to 
have started MMT less than one year prior to completing 
the survey (50% vs. 28%, p < 0.01).

Figure 1. Prevalence of self-reported nonfatal opioid overdose in 
the past 12 months by frequency of cannabis use in the past 
month.
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Logistic regression modeled the likelihood of at least one 
nonfatal opioid overdose over the past year (Table 2). After 
controlling for all covariates and imputing missing data, 
frequent cannabis use was still associated with lower like-
lihood of nonfatal opioid overdose (RR = 0.29, 95% CI 
0.10 − 0.80, p = 0.02). Other variables associated with nonfatal 
opioid overdose included unstable housing (RR = 2.74, 95% 
CI 1.22 − 5.65, p = 0.02), MMT duration less than one year 
(RR = 2.73, 95% CI 1.28 − 5.34, p = 0.01), and age at first 
opioid use (RR = 0.92, 95% CI 0.86 − 0.98, p < 0.01).

Sensitivity analysis

The sensitivity analysis was limited to those receiving MMT 
for at least one year. Nearly 70% of the sample (312 of 446) 
had been enrolled in MMT for at least one year; 36% 
(n = 111) of them reported frequent cannabis use, and 5% 

(n = 16) reported at least one nonfatal opioid overdose. 
Among the 111 participants who reported frequent cannabis 
use, 2% (n = 2) reported at least one nonfatal opioid over-
dose. Among the 201 participants who reported infrequent/
no cannabis use, 7% (n = 14) reported at least one nonfatal 
opioid overdose. Unadjusted logistic regression analysis indi-
cates that the nonfatal opioid overdose rate among those 
reporting infrequent/no cannabis use was 3.87 times that 
of those reporting frequent cannabis use (p = 0.05).

Discussion

This study of individuals enrolled in MMT found that those 
who reported using cannabis at least once a week over the 
past month were 71% less likely to report a nonfatal opioid 
overdose over the past year compared to those who reported 

Table 1. characteristics of the study sample, by cannabis use and nonfatal opioid overdose.

characteristica

cannabis use in the past month Overdoses in the past year Missing 
Valuesb (%)Frequent Rare or none p-value at least one none p-value

Sample size 156 290 – 32 414 – –
Sociodemographic characteristics Mean (s.d.) Mean (s.d.)
current age 38.3** 

(10.3)
42.1** 
(12.0)

< 0.01 40.4 
(12.3)

40.8 
(11.5)

0.85 3

Percentage Percentage
Female 36** 51** < 0.01 56 45 0.20 2
Race 

native american 
black 
asian/Pacific islander 
White 
Multiple

3 
1 
1 

89 
5

3 
4 
2 

87 
4

0.66 3 
7 
0 

83 
7

2 
2 
2 

90 
4

0.69 9

Hispanic ethnicity 15 12.4 0.49 10 13 0.63 19
unstable housing 33 35 0.78 63** 32** < 0.01 1
employed 40 39 0.73 31 40 0.34 2
Married 12 14 0.75 6 14 0.23 1
Medicaid coverage 53 55 0.73 67 53 0.16 8
criminal legal involvement 11 11 0.82 22* 10* 0.04 3
ever arrested on drug charge 51 51 0.98 56 50 0.50 2
Methadone maintenance treatment 

characteristics
Mean (s.d.) Mean (s.d.)

Methadone dose (mg) 75.4* 
(38.1)

85.6* 
(42.4)

0.01 80.5 
(43.4)

82.2 
(41.1)

0.83 2

Percentage Percentage
First time receiving MMt 40 41 0.96 34 41 0.47 1
current MMt episode ≤ 1 yr 28 30 0.69 50** 28** < 0.01 1
ever tried to taper MMt 67 60 0.12 56 63 0.46 2
clinic located in Washington 19 24 0.25 22 22 0.99 1
Substance use characteristics Mean (s.d.) Mean (s.d.)
age at first opioid abuse 22.0* 

(7.3)
23.9* 
(9.4)

0.05 19.2* 
(6.1)

23.5* 
(8.9)

0.01 10

Percentage Percentage
alcohol in last 4 weeks 23 17 0.10 19 19 0.95 2
benzodiazepines in last 4 weeks 26 20 0.12 32 21 0.16 4
Stimulants in last 4 weeks 24 23 0.82 32 23 0.25 4
unprescribed opioids in last 4 weeks 34 35 0.74 41 34 0.47 3
Mental and physical health characteristics Mean (s.d.) Mean (s.d.)
PHQ-4 score (range 0–12) 5.2 

(3.5)
5.5 

(3.7)
0.34 5.8 

(3.6)
5.4 

(3.6)
0.50 9

brief loneliness score (3–9) 5.4 
(2.0)

5.3 
(2.0)

0.42 5.1 
(1.7)

5.3 
(2.0)

0.57 8

Pain intensity score (0–10) 4.8 
(2.6)

4.5 
(3.0)

0.38 4.2 
(2.7)

4.6 
(2.9)

0.39 3

Medical comorbidities 1.3 
(1.5)

1.4 
(1.6)

0.26 1.1 
(1.4)

1.4 
(1.5)

0.37 2

aSee Measures subsection of Materials and Methods for details on how each characteristic was defined.
bthis column lists the percentage of all N = 446 subjects with missing data for each characteristic.
*0.01 ≤ p < 0.05; ** p < 0.01.
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infrequent or no cannabis use. This difference persisted in 
a sensitivity analysis with the subset of individuals who were 
enrolled in MMT for at least one year at the time of the 
survey. The main result supports the exploratory hypothesis 
that, among patients enrolled in MMT, frequent cannabis 
use in the past month is associated with nonfatal opioid 
overdose in the past year.

These individual-level results are consistent with findings 
from some ecological studies (Bachhuber et  al., 2014; Smith, 
2020; Livingston et  al., 2017). To our knowledge, this is the 
first study to examine the association between cannabis use 
and opioid overdoses in individuals. The results provide 
preliminary evidence of a link between cannabis use and 
lower prevalence of opioid overdose among people enrolled 
in MMT. Nevertheless, the study findings apply only to an 
MMT population, and are not sufficiently robust to make 
recommendations about the potential role of cannabis in 
harm reduction for individuals with OUD receiving MMT. 
Further research into the risks and benefits of cannabis use 
in this setting is indicated.

In addition to cannabis use, our analyses also found that 
older age at first opioid use, stable housing, and duration 
in MMT of at least one year were also associated with 
lower likelihood of nonfatal opioid overdoses. These results 
are consistent with prior research (Gossop et  al., 2002; 
Leece et  al., 2015; Peng, et  al., 2018) and reinforce the 
importance of incorporating multidisciplinary treatment 
plans into MMT to address housing status, support engage-
ment and maintenance in treatment, and consider personal 
history of opioid use across the lifespan. Our analyses found 
that each of these covariates was linked to opioid overdose 
as strongly as cannabis use was, and targeting them may 

involve less risk than cannabis (Volkow et  al., 2014). For 
example, there are established programs for addressing 
housing that do not necessarily have the adverse effects of 
cannabis use, which could make housing an optimal target 
for intervention (Tsemberis et  al., 2004). Some research 
suggests that cannabis may help with engagement in MMT 
during the first year of treatment by decreasing opioid 
withdrawal symptoms (Scavone et  al., 2013), indicating 
there could be important interactions to examine between 
cannabis use and these other factors through future research.

There are several potential explanations for the observed 
association between cannabis use and lower likelihood of 
opioid overdose. Cannabis may serve as an adjunct for opi-
oids by reducing levels of pain, emotional distress, and 
opioid withdrawal symptoms, which could reduce the 
amount of methadone or unprescribed opioid use (Lucas, 
2017; Vyas et  al., 2018). Our results suggest that frequent 
cannabis users had a slightly lower mean methadone dose 
than infrequent or nonusers (75 mg vs. 85 mg), but similar 
levels of pain, and similar rates of unprescribed opioid use.

The cognitive and neurobehavioral consequences of can-
nabis intoxication could also explain the observed associa-
tion between frequent cannabis use and fewer reported 
opioid overdoses. Cannabis intoxication can reduce motiva-
tion, learning, attention, and working memory (Hall &

Degenhardt, 2009; Volkow et  al., 2016). These effects 
could, in combination, make frequent cannabis users more 
likely to underreport past overdose episodes.

Furthermore, we could not exclude the possibility that 
individuals who had an overdose in the past year subse-
quently reduced their cannabis use. Our research did not 
elucidate possible mechanisms. Future studies using more 
detailed prospective assessments would be needed to limit 
recall bias and establish temporal association. Simultaneous 
measurement of potential adverse cognitive and neurobe-
havioral effects of cannabis use would also help to weigh 
the risks and benefits of cannabis in this context.

There are also limitations in research methodology that 
should be considered when considering results from this 
study. First, there are risks of selection bias due to the 
retrospective approach and convenience sample. Second, we 
asked participants to report opioid overdoses over the past 
year even though many (29%) started MMT less than one 
year ago. We attempted to address this issue with a sensi-
tivity analysis restricted to those who had been in MMT 
over one year, and found results consistent with the main 
findings. Third, given the cross-sectional retrospective 
nature of the study, we were not able to establish the direc-
tion of association, and several questionnaire responses may 
have been different at the time of overdose. Fourth, the 
self-reported measures of cannabis use and nonfatal opioid 
overdose are vulnerable to underreporting. Validation of 
these self-reports with objective measures (like urine tox-
icology screens for cannabis and emergency room visits for 
opioid overdoses) would increase confidence in our results, 
as it is possible that cannabis use would alter or impair 
memory. Fifth, we were not able to capture information 
about fatal opioid overdoses, which has been the focus of 

Table 2. Logistic regressiona results to predict nonfatal opioid 
overdose.

independent Variables
adjusted 

Risk Ratiob
95% confidence 

interval p-value

Frequent cannabis use 0.29* 0.10 − 0.80 0.02
Sociodemographic characteristics
current age 1.00 0.98 − 1.06 0.23
Female gender 1.48 0.68 − 3.08 0.32
non-Hispanic White Racec 1.12 0.44 − 2.61 0.80
unstable housing 2.74* 1.22 − 5.65 0.02
employed 1.18 0.48 − 2.66 0.72
Married 0.60 0.13 − 2.38 0.48
Medicaid coverage 1.24 0.53 − 2.77 0.62
criminal legal involvement 1.67 0.65 − 3.89 0.28
Methadone maintenance treatment characteristics
Methadone dose 1.00 0.99 − 1.01 0.45
current MMt episode ≤ 1 yr 2.73* 1.28 − 5.34 0.01
Substance use characteristics
age at first opioid use 0.92** 0.86 − 0.98 < 0.01
alcohol in last 4 weeks 1.03 0.39 − 2.47 0.96
benzos in last 4 weeks 2.17 0.91 − 4.62 0.08
Stimulants in last 4 weeks 1.00 0.39 − 2.41 1.00
unprescribed opioids in last 4 weeks 0.98 0.40 − 2.25 0.96
aWe used multiple imputation by chained equations (Mice) to impute missing 

data. For the multiple imputation procedure, we used m = 50 imputations. 
Further details of the imputation procedure are available upon request.

bOdds ratios were converted to risk ratios, following Wang.27.
cReference group includes Hispanic White and Other racial categories: native 

american/alaska native, black/african american, asian and native Hawaiian/
Pacific islander, and multiple races.

*0.01 ≤ p < 0.05; **p < 0.01.
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recent ecological research, and we are unsure if the present 
associations would also be associated with fatal overdose. 
Sixth, there is limited demographic generalizability, as the 
sample was 89% Non-Hispanic White and the questionnaire 
required participants to be English-speaking. Finally, there 
could be issues with generalizability to other states since 
all clinics came from states with liberalized cannabis 
legislation.

Conclusions

Frequent cannabis use was associated with fewer opioid over-
doses among a convenience sample of individuals enrolled 
in MMT. Methodological limitations caution against causal 
interpretation of this association. However, these preliminary 
findings encourage additional research to understand how 
cannabis use and non-fatal opioid overdose are related.
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Abstract
Naltrexone is a theoretically promising alternative to agonist substitution treatment for opioid
dependence, but its effectiveness has been severely limited by poor adherence. This study examined,
in an independent sample, a previously observed association between moderate cannabis use and
improved retention in naltrexone treatment. Opioid dependent patients (N = 63), admitted for
inpatient detoxification and induction onto oral naltrexone, and randomized into a six-month trial of
intensive behavioral therapy (Behavioral Naltrexone Therapy) versus a control behavioral therapy
(Compliance Enhancement), were classified into three levels of cannabis use during treatment based
on biweekly urine toxicology: abstinent (0% cannabis positive urine samples); intermittent use (1%
to 79% cannabis positive samples); and consistent use (80% or greater cannabis positive samples).
Intermittent cannabis users showed superior retention in naltrexone treatment (median days retained
= 133; mean = 112.8, SE = 17.5), compared to abstinent (median = 35; mean = 47.3, SE = 9.2) or
consistent users (median = 35; mean = 68.3, SE = 14.1) (log rank = 12.2, df = 2, p = .002). The effect
remained significant in a Cox model after adjustment for baseline level of heroin use and during
treatment level of cocaine use. Intermittent cannabis use was also associated with greater adherence
to naltrexone pill-taking. Treatment interacted with cannabis use level, such that intensive behavioral
therapy appeared to moderate the adverse prognosis in the consistent cannabis use group. The
association between moderate cannabis use and improved retention on naltrexone treatment was
replicated. Experimental studies are needed to directly test the hypothesis that cannabinoid agonists
exert a beneficial pharmacological effect on naltrexone maintenance and to understand the
mechanism.

INTRODUCTION
Opioid dependence is a serious public health problem, with endemic opioid dependence having
been joined over the past decade by a growing epidemic of prescription opioid dependence.1
Fortunately, effective treatments are available, but the majority of opioid dependent patients
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are not engaged in any treatment, while rates of dropout from treatment and relapse are high.
Opioid substitution treatments, with methadone or buprenorphine, have consistent evidence of
efficacy from multiple clinical trials, but even there rates of dropout and relapse are substantial.
2 Dropout is usually associated with relapse. Treatment failure and ongoing opioid use have
serious consequences, including morbidity and mortality from overdose and infectious
diseases.3,4 Thus, factors that may improve retention deserve close scrutiny.

Factors associated with better retention in methadone maintenance include demographic
characteristics of patients, such as older age, being employed, being married, having effective
social supports and good health.5,6 Importantly, features of methadone treatment programs are
also associated with better outcome, including adequate methadone dosage, adequate
counseling, presence of ancillary psychosocial services, emphasis on abstinence, and patient
satisfaction.7–15

Naltrexone is a theoretically promising treatment for opioid dependence with a different
mechanism of action, opioid antagonism, and potential advantages including lack of agonist
effects or abuse potential. However, in practice the effectiveness of naltrexone has been
severely limited by poor adherence. The ease with which naltrexone pills can be discontinued,
the need for patients to be fully detoxified before starting naltrexone, and potential for
precipitated withdrawal symptoms are likely contributing factors. Severity of opioid
dependence and recent use of methadone have been associated with greater likelihood of
dropout from naltrexone treatment.16 Coupling of naltrexone with enhanced behavioral
interventions has been shown to improve retention, but dropout rates are still high.17–22

We previously reported a surprising finding that opioid dependent patients with intermittent
cannabis use during naltrexone treatment showed better retention than patients with either
heavy cannabis use, or no cannabis use,23 suggesting an inverted U-shaped function. This
analysis was prompted by clinical observations that some opioid dependent patients on
naltrexone reported benefit from cannabis use. However, this finding goes against conventional
wisdom that other substance use during treatment would be associated with poor outcome,
perhaps reflecting greater overall severity of addiction, or by functioning as a conditioned cue
prompting return to opioid use. Other substance use is common among patients during
treatment for opioid dependence,24,25 but studies of its impact on treatment outcome have been
mixed. Interestingly, a number of studies have found the impact of concurrent cannabis use on
outcome of treatment for opioid dependence to be neutral.26–28 One study found concurrent
cannabis use associated with poorer psychosocial functioning, but not with dropout among
naltrexone treated opioid dependent patients.29 Another study found concurrent cannabis use
associated with poorer outcome for alcohol and cocaine dependence, but not for opioid
dependence.30

In this report, we sought to replicate the association between intermittent cannabis use and
treatment retention in a different sample of opioid dependent patients undergoing naltrexone
treatment, and to examine its impact on other outcomes. Since this was a randomized trial
comparing intensive behavioral treatment (Behavioral Naltrexone Therapy24,31 to a control
treatment (Compliance Enhancement32), we also examined whether the level of behavioral
treatment influences the relationship between cannabis use and outcome. We also searched for
demographic and clinical differences between patients that might confound an observed
relationship between cannabis use and outcome.
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METHOD
Participants, Screening, and Procedure

The sample of patients presented in this report participated in a controlled trial of Behavioral
Naltrexone Therapy (BNT) reported previously.31 One hundred and five treatment-seeking,
opiate dependent, potential participants were evaluated, of which 80 were eligible and 69
completed inpatient detoxification and were randomized. Of these, 63 patients attended at least
one outpatient visit and constitute the sample under study in this report. As part of the screening
procedure, potential participants were evaluated with the Structured Clinical Interview for
DSM-III-R Substance Abuse Comorbidity version (SCID-SAC33), and by a psychiatric,
medical and laboratory examination. Patients were eligible if they met DSM-IV criteria for
current opiate dependence, were seeking treatment voluntarily, and had an abstinent significant
other who could commit to participate in the treatment. Exclusion criteria included any unstable
medical or psychiatric disorder that could make participation hazardous. After giving consent,
patients were detoxified in hospital for up to 10 days, and then entered outpatient naltrexone
maintenance lasting six months. Following the detoxification, patients were randomly assigned
to one of two therapies: BNT or compliance enhancement (CE). All patients received oral
naltrexone, titrated up to a dose of 50 mg a day, encapsulated with riboflavin to estimate
compliance by urine fluorescence.

Psychosocial Therapy
Behavioral Naltrexone Therapy, described in detail elsewhere,24,31 is a manual-guided
intervention that combines evidence-based approaches, including Motivational Interviewing,
34 Cognitive Behavioral Relapse Prevention,35,36 Voucher Incentives,37–42 and Network
Therapy with a significant other monitoring medication-taking,43 in an effort to optimize
outcome of naltrexone treatment for opioid dependence. Its goals are to encourage continuous
naltrexone adherence and abstinence from opiates. Individual treatment sessions occur three
times per week for the first two weeks post-detoxification, and two times per week thereafter.

Compliance Enhancement is also a manual-guided intervention intended to control for
professional attention, and to simulate standard medical management. It consists of two
appointments per week, one with a psychiatrist for counseling and another for clinical
monitoring. The counseling consists of psychoeducation, emphasis on compliance with daily
naltrexone intake, problem-solving, and 12-step principles.32

Urine Collection and Analysis
During the six months of the BNT trial urine samples were collected under supervision at each
twice-weekly visit. All collected urine samples were tested for illicit opiates, cocaine,
benzodiazepines, and cannabis using Abbott//MDTX and scored as positive or negative using
standard NIDA cutoffs, and viewed under ultraviolet light for riboflavin fluorescence, a marker
of compliance with naltrexone treatment.

Data Analyses
Participants in the study were divided into three groups, based on how the proportion of
cannabis positive urines collected during the trial was distributed. The abstinent cluster
demonstrated no cannabis positive urines during their treatment (0% cannabis positive). For
the intermittent use cluster between 1% and 79% of their urine samples were positive for
cannabis. The consistent use cluster showed greater than 80% cannabis positive urines.
Differences among the Cannabis Use groups on baseline demographics, baseline drug use, and
continuous treatment outcomes were tested with chi-square or ANOVAs.
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Treatment retention was the primary outcome measure. Retention was defined as the numbers
of days to dropout. Patients who relapsed (reverted back to opiate dependence) or did not attend
the clinic at least once within a 14-day period were rated as treatment dropouts. The day on
which the patient relapsed and was removed from the trial, or the 14th day of treatment absence
was designated as the time of dropout. For those completing the trial, the 182nd day was the
point of censor. The effect of cannabis use on time to drop out was tested using a Cox
proportional hazard model. Variables were entered into the model in three blocks. Block 1
consisted of treatment group assignment, baseline heroin use (average bags per day), and
cocaine use (proportion of cocaine-positive urines during the treatment). Cocaine use (based
on urine toxicology data) during the treatment differed across the three cannabis use groups
thus it was entered as a control variable. Benzodiazepine and alcohol use was rare during the
trial and did not significantly differ across the three cannabis use groups. In Block 2 the main
effects of cannabis use were tested by the simultaneous entry of two comparisons: abstinent
vs. intermittent cannabis use, and abstinent vs. consistent cannabis use. In Block 3, the
moderating effect of treatment group on the relationship between cannabis use and treatment
retention was tested by entering two interaction terms: a treatment by intermittent cannabis use
term and treatment by consistent cannabis use term, respectively. Changes in −2 Log
Likelihood statistics tested the significance of each block entry. An alpha of 0.10 was used to
test the entry of the treatment by cannabis use group interaction terms in block 3.

Compliance with naltrexone treatment was calculated from the proportion of collected urine
samples in the abstinent, intermittent, and consistent MJ groups that fluoresced for riboflavin
under ultraviolet light. Means and standard deviations were compared by Chi-Square analysis.

To evaluate if patients changed their cannabis use during the trial, we compared baseline self-
reports of the proportion of days during which cannabis was used to the proportion of cannabis
positive urine toxicology collected during the trial, trichotomized into abstinent, intermittent,
and consistent cannabis use categories as described above.

RESULTS
Sample

Among the 63 opiate-dependent patients who attended at least one post-detoxification clinic
appointment, 52 (83%) were men, 11 (17%) were women, and most were Caucasian (Caucasian
54%; African-American 16%; Hispanic 30%). The average age was 35.5 years (SD = 9.2) and
81% were not in a relationship during the treatment period. The average level of heroin use
was 6.5 bags per day (SD = 3.6). The majority of patients reported intranasal use of heroin.
Thirty-one were randomized to CE and 32 to BNT.

No significant differences among the cannabis use groups were found concerning demographic
variables, although there was a trend toward more Caucasians among the intermittent users.
However, differences in baseline drug use were noted (Table 1). In the 30 days preceding entry
in the trial, baseline number of heroin bags per day used increased as consumption of MJ
increased across cannabis use groups. Consistent cannabis users reported a greatest proportion
of cannabis use days (0.24), while intermittent users differed only slightly from abstinent users
(0.06 vs. 0.01) in the proportion of cannabis use days.

Changes in Pattern of Cannabis Use Before vs. After Treatment Entry
The pattern of cannabis use before treatment entry was classified into abstinent, intermittent,
or consistent use based on self-reported use frequency at baseline and was compared to the
during-treatment pattern based on urine toxicology. Sixty percent of abstinent cannabis users
at baseline remained abstinent, 31% became intermittent users, and 9% became consistent users
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during the trial. Thirty three percent of intermittent users at baseline remained intermittent,
11% became abstinent, and 56% became consistent cannabis users. All consistent users at
baseline remained so during the trial. These data are imprecise since serial urine toxicology
data were not available pre-treatment, necessitating reliance on self-report to classify pre-
treatment levels. Bearing that caveat in mind, the overall pattern was for patients to either
remain at the same use level, or advance to a higher level of use.

Effect of Cannabis Use on Treatment Outcome—Treatment outcome for the three
cannabis use groups is summarized in Table 2, and the survival curves describing treatment
retention across the groups are displayed in Figure 1. Intermittent cannabis users demonstrated
longer treatment retention (median = 133 days) relative to those who were either abstinent
(median = 35 days), or consistent (median = 35 days) users in either BNT or CE groups (log
rank = 12.2, df = 2, p = .002). Cocaine use increased in proportion to the level of cannabis use,
while the cannabis use groups did not differ on measures of opiate or benzodiazepine use during
the treatment program. The Cox proportional hazards regression model, summarized in Table
3, yields a significant main effect of intermittent cannabis use on treatment retention, consistent
with the descriptive data and the unadjusted log-rank test. Results modeling cannabis use (%
THC positive urine toxicology) as a continuous variable yielded similar findings, supporting
an inverted U shaped association between cannabis use and retention. There were no significant
effects of baseline opioid use or during-treatment cocaine use. The model also yields a
significant interaction of cannabis use level with randomized treatment condition. The
interaction is driven by the heavy cannabis use group where treatment retention was better in
the BNT treatment condition compared to the CE condition (see Figure 2), such that intensive
behavioral therapy (BNT) appears to mitigate the adverse prognostic effect in the heavy
cannabis use group, but not in the cannabis abstinent group. Compliance with naltrexone,
assessed by the proportion of urine samples with riboflavin fluorescence differed by level of
cannabis use (F(2,60) = 3.4; p < 0.03): intermittent users (mean = 0.86, SD = 0.22), abstinent
users (mean = 0.56, SD = 0.41), consistent users (mean = 0.69, SD = 0.39).

DISCUSSION
The present study replicates a previous surprising finding23 that intermittent cannabis use is
associated with improved retention in naltrexone treatment among opioid dependent patients,
while both abstinence from cannabis and regular cannabis use during naltrexone treatment are
associated with high dropout. Inspection of the retention curves (Figure 1) shows that most of
this effect occurs during the first 30 days after completion of inpatient detoxification and
induction onto naltrexone, when dropout is steepest, and when patients may continue to
experience protracted withdrawal that may be promoted by antagonist or inverse agonist effects
of naltrexone.44–46 Intermittent cannabis use was also associated with improved adherence to
naltrexone pill-taking. The data comparing cannabis use levels before versus after treatment
entry suggest patients either stay at the same level, or advance to a higher level of cannabis use
after starting naltrexone, consistent with a process of self-medication. These findings are of
interest, because they suggest the hypothesis that moderate cannabis use may be exerting a
beneficial pharmacological effect improving the tolerability of naltrexone in the early weeks
after induction, and that cannabinoid agonists might have promise for improving the
effectiveness of naltrexone treatment for opioid dependence.

A beneficial effect of cannabinoid agonism early in the course of naltrexone treatment is
biologically plausible. Rapid naltrexone induction during a 7 to 10 day hospitalization involves
substantial withdrawal discomfort, which can be partially relieved by attenuating adrenergic
activity with the alpha-2 autoreceptor agonist clonidine.47,48 During the early weeks after
naltrexone induction, protracted withdrawal symptoms may persist, again likely driven in part
by sympathetic nervous system activation.47,48 Data from a variety of preclinical models

Raby et al. Page 5

Am J Addict. Author manuscript; available in PMC 2009 September 29.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



suggest that exogenous cannabinoids can attenuate sympathetic nervous activation, especially
with intermittent rather than sustained administration.49–63 Thus, intermittent cannabis use
might improve tolerability of naltrexone in the early weeks after induction by attenuating
sympathetically driven withdrawal symptoms such as insomnia and agitation.

Cannabis also stimulates appetite and has antiemetic, antispasmodic and analgesic effects that
have been clinically useful during cancer chemotherapy and wasting syndromes.64,65 This
might be useful in helping relieve the gastrointestinal distress and other physical discomfort
associated with opioid withdrawal.

Finally, cannabis might improve the tolerability of naltrex-one maintenance by furnishing an
indirect dopaminergic agonist effect at the brain reward system, countering the lethargy and
anhedonia that are typical of opioid withdrawal and that might be worsened or prolonged by
antagonist or inverse agonist effects of naltrexone. Naltrexone has not generally been
associated with anhedonia among normal controls or alcohol dependent patients.66,67

However, preclinical evidence suggests naltrexone functions as an inverse agonist in the setting
of prior exposure to mu agonists,44–46 as in opioid dependence. Cannabinoid (CB1) and mu
opiate receptors are both G protein coupled receptors with overlapping neuroanatomical
localization,68 and both CB1 and mu agonists stimulate dopamine release from the meso-limbic
dopamine neurons and function as positive reinforcers. Thus, cannabis might compensate for
a deficit in dopaminergic tone related to naltrexone.

The hypothesis of a beneficial pharmacological effect of cannabis for naltrexone maintenance
would need to account for the inverted U-shaped function, namely that heavier cannabis use
was associated with worse treatment retention than intermittent use. It may be that heavy
cannabis use identifies a subgroup with greater overall addiction severity and worse prognosis
that overwhelms any beneficial pharmacological effect of cannabis. This would be consistent
with the significant association between cannabis use level and baseline level of opioid use
(bags per day) (see Table 1), which has been shown to be a predictor of poor outcome for
naltrexone maintenance.69 In prior analyses, the intensive behavioral therapy (BNT) was
shown to have its greatest beneficial effect among patients with the higher levels of opioid
dependence (more bags per day) at baseline.24,70 Similarly here, the interaction of treatment
assignment with level of cannabis use suggests that BNT partially counteracts the adverse
prognosis in the heavy cannabis use group (Table 3, and Figure 2).

It is possible that regular or heavy cannabis use induces tolerance, perhaps through down
regulation of CB1 receptors,71 diminishing any beneficial effects. The inverted U pattern might
also reflect individual differences in sensitivity to the putative beneficial effect of cannabis.
Since patients would be self-medicating, in effect adjusting their own dosages, those who are
most responsive to the beneficial effects might select a modest dosage level sufficient to provide
substantial relief, whereas those who are less responsive may advance to more regular or heavy
use without sufficient response to impact retention.

The present findings are observational, and it is also possible that the association between
intermittent cannabis use and improved retention on naltrexone is accounted for by unmeasured
confounds or other mechanisms, rather than a causal pharmacological effect. Baseline level of
heroin use (bags per day), the most consistent predictor of naltrexone treatment in our hands,
24,69,70 was controlled for in the Cox model, suggesting severity of opioid dependence at
baseline is not a confound. Another approach is to consider why patients without any concurrent
cannabis use would have poor outcome. For example, it has been theorized that complete
abstinence early in treatment may be stressful for patients who have long relied on substance
use as a coping mechanism.72 It is also possible that the cannabis abstinent group differs in
their response to cannabis, experiencing it as either not reinforcing or aversive, based on
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constitutional or neurobiological factors that also might be associated with poor response to
naltrexone.

Experimental studies are needed to determine whether cannabinoid agonists may exert a
beneficial effect on opioid withdrawal or naltrexone maintenance. Haney and colleagues
examined the impact of naltrexone (versus placebo) on cannabis effects,73 finding that
naltrexone at 50 mg, but not 12 mg, increased the intoxicating effects of cannabis in established
smokers, while in participants without a history of cannabis use, 12 mg of naltrexone enhanced
the effect of cannabis.74 Such a mechanism might explain the inverted-U pattern if naltrexone
caused excessive and aversive cannabis effects among the heavy users. In any case, it suggests
there may be meaningful pharmacological interactions between cannabinoid and opioid
systems, and that these may be conditioned by the prior history of use.

Experimental, placebo-controlled studies are needed to directly examine whether cannabinoid
agonists are effective as adjuncts to opioid detoxification or naltrexone maintenance treatment
and to delineate the mechanism. Oral THC (Dronabinol) is FDA approved to counteract
appetite suppression and wasting syndromes and would be available in the U.S. for study.
Sativex, which includes both THC and cannabidiol, is available in Canada. Other cannabinoid
agonists or partial agonists might be considered as they become available for study in the future.
Small, within-subjects crossover studies in the human laboratory could examine effects of
cannabinoid agonists on acute opioid withdrawal, or naloxone precipitated withdrawal. Larger
placebo-controlled clinical trials should examine cannabinoid effects as adjuncts to opioid
detoxification or naltrexone maintenance treatment. Success in these efforts could advance the
field by improving the viability of naltrexone in the treatment armamentarium for opioid
dependence. Issues regarding exposing patients to a medication with its own addictive potential
would also need to be carefully addressed.
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FIGURE 1.
Treatment retention by marijuana use pattern (Abstinent (-▲-), Consistent Use (-●-), and
Intermittent Use (-■-)).

Raby et al. Page 12

Am J Addict. Author manuscript; available in PMC 2009 September 29.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



FIGURE 2.
Treatment retention for consistent marijuana users by treatment condition (CE (-▲-), BNT (-
■-).
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TABLE 1
Baseline demographic, drug use, treatment condition by cannabis use

Cannabis use

Variable
Abstinent (n =

24)
Intermittent (n

= 18)
Consistent (n

= 21) Test statistic

Age 37.9 (9.23) 35.9 (13.4) 34.8 (9.4) F(2,60) = 1.0; p < .36

Female (%) 3 (12.5%) 6 (33.3%) 2 (9.5%)

Relationship (%) 7 (29.2%) 1 (5.6%) 4 (19.0%)
X(2)

2 = 3.7; p < .16

Race

 African-American 4 (16.7%) 1 (5.6%) 5 (23.8%)

 Hispanic 7 (29.2%) 4 (22.2%) 8 (38.1%)

 White 13 (54.2%) 13 (72.2%) 8 (38.1%)
X(2)

2 = 4.5; p < .10a

 Baseline Depression (HAM-D) 15.0 (7.3) 17.7 (6.8) 15.3 (9.8) F(2,60) = 0.4; p < .65

 % with anxiety or depressive disorder
Dx

54% (n = 13) 44% (n = 8) 43% (n = 9)
X(2)

2 = 0.68; p = .71

 % with antisocial PD Dx 88% (n = 21) 94% (n = 17) 86% (n = 18)
X(2)

2 = 0.82; p = .66

Baseline Drug Use

 Bags per day (heroin) 5.4 (3.3) 6.0 (1.9) 6.7 (4.7) F(2,60) = 3.7; p < .032

 Proportion of days of cannabis use 0.01 (0.03) 0.06 (0.10) 0.24 (0.33) F(2,51) = 17.2; p < .
001

 Proportion of days of opiate use 1.00 (0.00) 0.88 (0.28) 0.97 (0.10) F(2,51) = 2.7; p < .08

 Proportion of days of cocaine use 0.02 (0.05) 0.14 (0.28 0.06 (0.10) F(2,51) = 2.5; p < .10

 % methadone use 92% (n = 22) 94% (n = 17) 95% (n = 20)
X(2)

2 = .27; p = .88

Administration Route

 IN 15(62.5%) 9 (50.0%) 15 (71.4%)
X(2)

2 = 1.1; p < .59a

 IV 9 (37.5%) 8 (44.4%) 6 (28.6%)

 Smoke 0 (0.0%) 1 (5.6%) 0 (0.0%)

Tx Group

 BNT 11(45.8%) 8 (44.4%) 13 (61.9%)
X(2)

2 = 1.6; p < .46

 CE 13(54.2%) 10 (55.6%) 8 (38.1%)

Note: Administration route was tested as IV versus other routes; Racial differences as Caucasian versus other.
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TABLE 2
Clinical outcome measures by cannabis use group

Cannabis use

Variable
Abstinent (n =

24)
Intermittent (n =

18)
Consistent (n =

21) Test statistic

Proportion of cocaine
positive urines

.07 (.23) .25 (.28) .39 (.43) F(2,60) = 5.2; p < .009

Proportion of benzodia-
zepine positive urines

.07 (.21) .06 (.15) .10 (.21) F(2,60) = 0.2; p < .85

Proportion of treatment
weeks opiates were used

0.37 (0.39) 0.25 (0.31) 0.39 (0.42) F(2,60) = 0.8; p < .46

Median Days in
treatment

35 133 35 Diff log rank = 12.2, df = 2, p
= .002
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TABLE 3
Final Cox Regression Model testing the effect of marijuana use by treatment interaction on treatment retention

Variables B (SE) Wald Chi-Square Sig HR (95% CI)

Treatment −0.390 (.36) 1.17 0.761 0.68 (.33; 1.37)

Baseline opioid use (Bags per
day)

0.045 (.05) .83 0.30 1.05 (.95; 1.15)

Cocaine Use during treatment 0.030 (.50) 0.00 0.95 1.03 (.39; 2.72)

Intermittent cannabis use
during-treatment

−1.46 (.46) 10.24 0.001 .23 (.09; .57)

Consistent cannabis use
during treatment

0.351 (.54) 0.65 0.516 1.42 (.49; 4.1)

Treatment × Consistent Use −1.32 (.65) 4.1 0.044 –
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Frequent Cannabis Use and Cessation of Injection
of Opioids, Vancouver, Canada, 2005–2018

Hudson Reddon, PhD,Kora DeBeck, PhD,M. Eugenia Socias, MD,MSc, Stephanie Lake,MSc, HuiruDong,MSc,MohammadKaramouzian,MSc,
Kanna Hayashi, PhD, Thomas Kerr, PhD, and M-J Milloy, PhD

Objectives.To evaluate the impact of frequent cannabis use on injection cessation and

injection relapse among people who inject drugs (PWID).

Methods. Three prospective cohorts of PWID from Vancouver, Canada, provided the

data for these analyses. We used extended Cox regression analysis with time-updated

covariates to analyze the association between cannabis use and injection cessation and

injection relapse.

Results. Between 2005 and 2018, at-least-daily cannabis use was associated with

swifter rates of injection cessation (adjusted hazard ratio [AHR] = 1.16; 95% confidence

interval [CI] = 1.03, 1.30). A subanalysis revealed that this association was only significant

for opioid injection cessation (AHR=1.26; 95%CI = 1.12, 1.41). At-least-daily cannabis use

was not significantly associated with injection relapse (AHR=1.08; 95% CI = 0.95, 1.23).

Conclusions.We observed that at-least-daily cannabis use was associated with a 16%

increase in the hazard rate of injection cessation, and this effect was restricted to the

cessation of injection opioids. This finding is encouraging given the uncertainty sur-

rounding the impact of cannabis policies on PWID during the ongoing opioid overdose

crisis in many settings in the United States and Canada. (Am J Public Health. 2020;110:

1553–1560. doi:10.2105/AJPH.2020.305825)

In the past decade, many jurisdictions
throughout the United States and Canada

have legalized nonmedical (recreational)
cannabis use by adults.1 These reforms have
proceeded despite arguments from some
experts that cannabis has not been subjected
to the same rigorous scientific evaluation
typically applied to other drugs undergoing
significant changes in legalization and regu-
lation.1 For example, the potential effects of
cannabis legalization or nonmedical cannabis
use among members of vulnerable groups,
including people living with mental illness or
those of lower socioeconomic status, have not
been fully investigated.2

One longstanding concern regarding
cannabis is how its usemight influence the use
of other psychoactive substances and the
progression to other forms of high-risk sub-
stance use such as injection drug use.3,4 The
potential for cannabis to exert so-called
gateway effects has been questioned by recent
evidence indicating that trajectories to

high-risk forms of substance use are largely
driven by environmental, psychosocial, and
genetic risk factors.3,4 At the same time,
some preliminary studies have linked cannabis
use or cannabis legalization to a number
of positive effects related to substance use
behaviors and health outcomes associated
with substance use. For example, an inter-
rupted time-series analysis of population-
level data from Colorado found that
recreational cannabis legalization was associ-
ated with a 6.5% decrease in opioid-related
deaths (b = –0.68; 95% confidence interval
[CI] = –1.34, –0.03). These results appear
to represent a reversal of the increases in
opioid-related deaths that occurred over a

14-year period preceding recreational can-
nabis legalization.5

At the individual level among higher-risk
peoplewho use drugs, such as peoplewho use
illicit and injection drugs, cannabis use has
been associated with decreased drug-seeking
behavior and reduced use of substances such as
crack cocaine, decreased exposure to high-
risk opioids such as fentanyl, and retention in
opioid agonist therapy.6,7 In our setting, we
recently reported that frequent cannabis use
was associated with lower rates of injection
initiation among street-involved youths and
documented the intentional use of cannabis
by them to mitigate drug-related harms.7–9

Given the serious harms associated with
injection drug use and the outstanding
questions surrounding cannabis and other
forms of substance use, there is a need to better
understand the relationship between cannabis
and high-risk drug use, including injection
drug use. Thus, the 2 objectives of the present
study were to evaluate the impact of frequent
cannabis use on cessation of injection drug use
and to evaluate the impact of frequent can-
nabis use on injection relapse among 3 pro-
spective cohorts of people who use illicit
drugs in Vancouver, Canada, during a period
of de facto cannabis decriminalization.

METHODS
Wederived the data for these analyses from

3 community-recruited open prospective
cohort studies of people who use illicit drugs:
the At-Risk Youth Study (ARYS), the
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Vancouver Injection Drug Users Study
(VIDUS), and the AIDS Care Cohort to
Evaluate Exposure to Survival Services
(ACCESS). These studies apply harmonized
recruitment, follow-up, and data collection
procedures and have been described in detail
previously.10,11 As a brief overview, partici-
pants were recruited through extensive street
outreach and self-referral in the Downtown
Eastside and Downtown South neighbor-
hoods of Vancouver, Canada. These areas
experience high levels of drug-related harms,
including overdose and HIV transmission, as
well as marginalization and criminalization.12

The City of Vancouver has also been a site
of de facto decriminalization of nonmedical
cannabis use, with the Vancouver Police
Department exercising their discretion to not
pursue charges of personal cannabis possession
or use without a complaint since 2006.13

Beginning in 2015, the City of Vancouver
allowed the establishment and operation of
retail cannabis stores, and recreational can-
nabis use was legalized federally in October
2018.14

Eligibility in each of these cohort studies is
contingent on using illicit drugs other than or
in addition to cannabis in the previousmonth,
residing in the Greater Vancouver Regional
District, and providing written informed
consent. ARYS includes street-involved
youths (defined as being without stable
housing or having accessed street-based youth
services in the past 6 months) aged 14 to 16
years; VIDUS includes adults who have in-
jected illicit drugs in the month preceding
enrollment and tested seronegative for HIV at
the time of enrollment; ACCESS includes
HIV-positive adults. Participants in the
VIDUS cohort who seroconverted to HIV-
positive during follow-up were transferred
to the ACCESS cohort. At baseline and
semiannually over follow up, participants
completed an interviewer-administered
questionnaire that collected data including
sociodemographic information, substance use
patterns, HIV risk behaviors, and engagement
with health and social services. Participants
also provided blood samples for HIV and
hepatitis C serological analysis. Participants
are remuneratedCA $40 for their time at each
study visit.

The analytical sample for the first objective
(i.e., evaluate the impact of frequent cannabis
use on injection cessation) was restricted to all

ARYS, VIDUS, and ACCESS participants
who were aged 18 years or older, reported
injection drug use at baseline or over
follow-up, and completed at least 1 study visit
between September 2005 and November
2018. The outcome of interest was time to
injection cessation, defined as a period of 6
months without any injection drug use. This
outcome is consistent with previous studies
and defined as responding “No” to the item,
“In the last sixmonths, have you used a needle
to chip, fix, or muscle even once?”15 The
analytical sample for the second objective
(i.e., evaluate the impact of frequent cannabis
use on injection relapse) was restricted to all
ARYS, VIDUS, and ACCESS participants
who were aged 18 years or older; provided a
report of injection drug use at baseline or over
follow-up, whichwas followed by a 6-month
period of no injection drug use (injection
cessation); and completed at least 1 study visit
between September 2005 and November
2018. The second outcome of interest was
time to relapse of injection drug use. This
outcome was defined as any injection drug
use in the past 6 months that occurred after a
period of injection cessation (i.e., a 6-month
period with no injection drug use). Both
outcomes (injection cessation and injection
relapse) were defined as the midpoint be-
tween the first interview during which the
outcome was reported and the preceding
interview before the outcome was reported.

The primary explanatory variable of in-
terest was frequent cannabis use in the past 6
months (‡ daily vs < daily). Cannabis use was
measured on the basis of the item, “In the last
six months, how often have you used mari-
juana?” The response options were “0= less
than once a month”; “1= 1–3 times per
month”; “2= about once per week”; “3= 2–
3 times per week”; and “4= at least daily.”
These categories were collapsed to at least
daily versus less than daily because of the low
prevalence of occasional users (e.g., “less than
once a month” and “1–3 times per month”),
and analyzing these as individual categories
can produce unstable estimates of effect size.
Previous investigations of this sample have
also found that there are significant differences
in the reasons for use between at-least-daily
users and less-than-daily users. At-least-daily
users appear to use cannabis for a specific
therapeutic purpose and were significantly
more likely than less-than-daily users to

report using cannabis to reduce pain, in-
somnia, stress, and nausea or loss of appetite.16

For these reasons, we opted to combine the
less-than-daily categories and create the less-
than-daily versus at-least-daily variable.

On the basis of previous studies of injection
cessation and relapse, we selected a range of
sociodemographic, substance use, and drug
treatment variables hypothesized to confound
the association between cannabis use and
injection cessation and injection relapse.17,18

These variables were sex (male vs female);
age (per year older); race/ethnicity (White
vs non-White); being in a relationship
(i.e., legallymarried, common-law, or regular
partner vs others); recent incarceration (yes vs
no); licit employment (i.e., having a regular,
temporary, or self-employed work vs none);
enrollment in opioid agonist therapy (yes
vs no); engagement with alcohol or drug
treatment other than opioid agonist therapy
(yes vs no); homelessness (yes vs no); binge
drug use, defined as a period of using drugs
more often than usual (yes vs no); non-
injection heroin use (‡ daily vs < daily);
noninjection cocaine use (‡ daily vs < daily);
noninjection crack-cocaine use (‡ daily vs
< daily); noninjection crystal methamphet-
amine use (‡ daily vs < daily); involvement in
drug dealing (yes vs no); having tried but been
unable to access addiction treatment services
(yes vs no or never tried); and cohort desig-
nation (i.e., ACCESS vs VIDUS, ARYS vs
VIDUS).

Additional covariates included in the
analysis of injection relapsewere experiencing
barriers to accessing alcohol or drug treatment
(yes vs no), involvement in sex work (yes vs
no), any history of childhood sexual abuse (yes
vs no), and experiencing physical or sexual
violence (yes vs no). The primary explanatory
variable, the outcome variables, and each of
the time-varying secondary covariates were
assessed at baseline and every 6 months
thereafter via the interviewer-administered
questionnaire completed. We treated all of
these variables as time-varying covariates with
the exception of sex, race/ethnicity, and
history of childhood sexual abuse, which
were assessed at baseline only. These variable
definitions were consistent with previous
studies and each behavioral variable referred
to the previous 6-month period.11

We analyzed the characteristics of the
study sample at baseline, stratified by cannabis
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use, using the c2 test for binary variables and
the Wilcoxon rank sum test for continuous
variables. We calculated the incidence den-
sity and the 95% CI of each outcome (in-
jection cessation and injection relapse) based
on the Poisson distribution. We applied
Kaplan–Meier methods to calculate the cu-
mulative hazard of the first injection cessation
and relapse event, stratified by daily cannabis
use at baseline. We used extended Cox re-
gression models to estimate the unadjusted
and adjusted relative hazards and 95% CIs for
variables associated with injection cessation
and injection relapse. We applied an a priori
multivariable model building protocol to an
extended Cox regression model for recurrent
events to fit the adjusted models. First, we
constructed a full multivariable model
that included all explanatory variables. In a
manual stepwise manner, we removed
covariates that produced the smallest relative
change in the cannabis use coefficient 1 at a
time. We discontinued this process once the
minimum change in the cannabis use coef-
ficient exceeded 5%. We selected a 5%
threshold because simulation studies have
shown that confounder-selection strategies
using the “change in estimate” approach
provided the least-biased effect estimates
when lower thresholds were selected.19

This method has been used in several pre-
vious studies as a confounder-selection
strategy.20,21

This method is designed to retain cova-
riates that represent the most significant
confounders of the association between
cannabis use and injection cessation and re-
lapse.19 Given that cannabis use has produced
distinct effects on opioid and stimulant use in
previous studies, we also performed sub-
analyses on the cessation of injection opioids
versus stimulants, and relapse of injection
opioids versus stimulants.1,8 Because each
of the variables in the analysis were time-
updated every 6 months and a very low
proportion of values was missing during the
study period (< 2%), we excluded missing
observations from the analysis. Participants
were right censored if their last study visit was
conducted more than 3 years before the end
of the study period. The distribution of the
censored data is provided in Appendix A,
Table A (available as a supplement to the
online version of this article at http://www.
ajph.org).

Injection opioid use comprised heroin,
fentanyl, and prescription opioids, and in-
jection stimulant use comprised cocaine,
crack cocaine, and crystal methamphetamine.
These subanalyses followed the same model
building protocol described previously for the
whole-sample analysis. We used SAS version
9.4 (SAS Institute, Cary, NC) to perform all
statistical analyses. All P values were 2-sided
with a significance threshold of .025 (.05/2)
because we tested 2 independent hypotheses
(the association between cannabis use and
injection cessation and the association be-
tween cannabis use and injection relapse).

RESULTS
From September 2005 to November

2018, a total of 2459 people who inject drugs
(PWID) were enrolled and completed at least
1 follow-up interview in the ARYS (n= 570;
23.2%), VIDUS (n= 1152; 46.8%), or AC-
CESS (n= 737; 30.0%) studies during the
study period andwere included in the analysis
of injection cessation. Of this sample, 2110
participants were included in the analysis of
injection relapse from the ARYS (n= 836;
39.6%), VIDUS (n= 715; 33.9%), or AC-
CESS (n = 559; 26.5%) studies. The baseline
characteristics of the study sample (n = 2459)
are presented in Table 1 and Appendix A,
Tables B, C, and D. At baseline, the median
age of the participants was 36.8 years
(interquartile range [IQR]= 25.9–45.7), 863
(35.1%) were female, and 1466 (59.6%) were
White. At-least-daily cannabis use was re-
ported by 666 (27.0%) of the study sample
at the time of enrollment. The median
follow-up time per participant was 49.8
months (IQR=18.2–109.8). During the
12-year study period, 1371 (55.8%) partici-
pants reported at least 1 injection cessation
event, resulting in an incidence density of
17.9 events per 100 person-years (95%
CI= 17.1, 18.7). From study enrollment, the
median time to the first report of injection
cessation was 16.4 months (IQR=5.0–39.9).
Among those who reported injection cessa-
tion, 1151 (54.6%) participants reported at
least 1 injection relapse event over the study
period for an incidence density of 25.9 events
per 100 person-years (95% CI= 24.2, 27.7).
The median time to injection relapse was
8.4 months (IQR=3.1–21.5).

The adjusted hazard ratios (AHRs) of in-
jection cessation are presented in Table 2. In
the adjusted analysis, at-least-daily cannabis
use was significantly associated with increased
rates of injection cessation (AHR=1.16; 95%
CI= 1.03, 1.30; P= .017). The subanalysis
indicated that this association was only
significant for opioid injection cessation
(AHR=1.26; 95% CI= 1.12, 1.41; P <
.001); cannabis use was not significantly as-
sociated with the cessation of stimulant
injecting (AHR=0.93; 95% CI= 0.83, 1.04;
P= .216; Table 3). At-least-daily cannabis use
was not significantly associated with time
to injection relapse (AHR=1.08; 95%
CI= 0.95, 1.23; P= .236; Table 4). This as-
sociation was also nonsignificant for opioid
injection relapse (AHR=1.05; 95%
CI= 0.92, 1.19; P= .476) and stimulant in-
jection relapse (AHR=1.00; 95% CI= 0.88,
1.14; P= .969; Table 4). The unadjusted
associations between each of the covariates
and injection cessation and injection relapse
are included in Appendix A, Table E). Sub-
stance use trends over follow-up and the
Kaplan–Meier analyses of injection cessation
and injection relapse are also presented in
Appendix A, Figures A through D.

DISCUSSION
In the present study, we observed that at-

least-daily cannabis use was associated with a
16% increase in the hazard rate of injection
cessation, and the subanalysis showed that this
effect was restricted to the cessation of in-
jection opioids. We also found that at-least-
daily cannabis use was not significantly as-
sociated with relapse to injection drug use,
and this association remained nonsignificant
in subanalyses of opioid injection relapse and
stimulant injection relapse.

Previous studies of injection cessation have
identified several individual, behavioral, and
socio-structural factors associated with in-
jection cessation, including living in stable
housing (adjusted odds ratio [AOR]= 1.30;
95% CI= 1.13, 1.48), having formal em-
ployment (AOR=1.12; 95% CI= 1.01,
1.23), social support (AOR=1.22; 95%
CI= 1.10, 1.35), access to health and social
services (AOR=1.21; 95% CI= 1.09, 1.34),
younger age (adjusted time ratio [ATR]=
0.79; 95% CI= 0.65, 0.94), and HIV
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TABLE 1—Baseline Characteristics Stratified by Daily Cannabis Use Among People Who Inject Drugs: Vancouver, BC, Canada, 2005–2018

Characteristic
Total No. (%) or
Median (IQR)

Daily Cannabis Use

P
Yes (n = 666), No. (%)
or Median (IQR)

No (n = 1793), No. (%)
or Median (IQR)

Age, y 36.8 (25.9–45.7) 32.8 (23.8–43.2) 38.3 (27.7–46.5) < .001

Sex < .001
Male 1595 (64.9) 492 (73.9) 1103 (61.5)

Female 863 (35.1) 174 (26.1) 689 (38.4)

Race/ethnicity .62

White 1466 (59.6) 402 (60.4) 1064 (59.3)

Other 988 (40.2) 262 (39.3) 726 (40.5)

Stable relationship .75

Legally married, common law, or regular partner 736 (29.9) 203 (30.5) 533 (29.7)

Others 1703 (69.3) 459 (68.9) 1244 (69.4)

Incarcerationa .61

Yes 457 (18.6) 119 (17.9) 338 (18.9)

No 1983 (80.6) 540 (81.1) 1443 (80.5)

Employmenta .018

Yes 667 (27.1) 204 (30.6) 463 (25.8)

No 1791 (72.8) 462 (69.4) 1329 (74.1)

Opioid agonist therapya < .001
Yes 944 (38.4) 218 (32.7) 726 (40.5)

No 1494 (60.8) 440 (66.1) 1054 (58.8)

Participation in drug or alcohol treatmenta .06

Yes 315 (12.8) 99 (14.9) 216 (12.0)

No 2123 (86.3) 559 (83.9) 1564 (87.2)

Homelessnessa .005

Yes 1122 (45.6) 336 (50.5) 786 (43.8)

No 1323 (53.8) 329 (49.4) 994 (55.4)

Binge drug usea

Yes 1205 (49.0) 342 (51.4) 863 (48.1) .11

No 1240 (50.4) 316 (47.4) 924 (51.5)

Noninjection heroin usea .92

‡ daily 102 (4.1) 28 (4.2) 74 (4.1)

< daily 2353 (95.7) 635 (95.3) 1718 (95.8)

Noninjection cocaine usea .11

‡ daily 27 (1.1) 11 (1.7) 16 (0.9)

< daily 2431 (98.9) 654 (98.2) 1777 (99.1)

Noninjection crack cocaine usea .004

‡ daily 777 (31.6) 181 (27.2) 596 (33.2)

< daily 1680 (68.3) 484 (72.7) 1196 (66.7)

Noninjection methamphetamine usea < .001
‡ daily 163 (6.6) 64 (9.6) 99 (5.5)

< daily 2294 (93.3) 600 (90.1) 1694 (94.5)

Participation in selling illicit drugsa .25

Yes 928 (37.7) 264 (39.6) 664 (37.0)

No 1528 (62.1) 402 (60.4) 1126 (62.8)

Unable to access addiction treatmenta .036

Yes 454 (18.5) 141 (21.2) 313 (17.5)

No 1951 (79.3) 511 (76.7) 1440 (80.3)

Continued

AJPH OPEN-THEMED RESEARCH

1556 Research Peer Reviewed Reddon et al. AJPH October 2020, Vol 110, No. 10



seropositivity (ATR=0.83; 95% CI=
0.73, 0.96).9,22 Daily injection drug use
(ATR= 1.55; 95% CI = 1.35, 1.79),
speedball (heroin and cocaine) injection
(AOR=1.39; 95% CI= 1.20, 1.62), home-
lessness (AOR=1.36; 95% CI= 1.12, 1.65),
illegal income activities (AHR=0.19; 95%
CI= 0.06, 0.61), and history of sexual abuse
(AHR=0.44; 95% CI= 0.27, 0.71) have
been negatively associated with injection
cessation.9,15,17,23,24 Two previous studies
observed that injection cessation was often
paralleled by increases in cannabis use, al-
though cannabis use was not identified as a
predictor of injection cessation.17,25

To our knowledge, this is the first longi-
tudinal study to identify a positive association
between cannabis use and cessation of in-
jection drug use. This observation is sup-
ported by a recent study showing that
frequent cannabis use was associated with
decreased illicit opioid use among people
who use drugs with chronic pain, a common
comorbidity among this population.16

Preliminary trials in humans have reported
reduced severity of opioid withdrawal asso-
ciated with synthetic oral tetrahydrocannabinol
(THC) administration (dronabinol), although

some mild dose-related side effects were re-
ported in 1 trial.26–28 THC produces feelings
of reward by binding to cannabinoid re-
ceptor type 1 (CB1R), which are colocalized
with m opioid receptors.1,28,29 Endocanna-
binoids such as THC have been shown to
influence opioid peptide levels and enhance
the sensitivity and reward associated with
other substances, which may explain the
ability of cannabis to moderate opioid
withdrawal.1,28

Although cannabidiol (CBD), a nonin-
toxicating phytocannabinoid, is not reward-
ing, it has also been implicated in the
treatment of substance use disorders and
opioid use disorder specifically.1 Animal
models and preliminary human studies indi-
cate that CBD attenuated the reward asso-
ciated with opioids and reduced withdrawal
symptoms and cue-induced cravings among
heroin-dependent individuals.28,30 In both
animal models and human studies, the re-
duced craving associated with CBD was
observed up to 1 week after the final CBD
administration.28,30 A randomized clinical
trial of CBD use among individuals with
heroin use disorder found that CBD ad-
ministration for 3 consecutive days

significantly reduced the drug craving and
anxiety associated with salient drug cues
compared with placebo.31 These benefits
have important implications for substance use
disorders given that drug craving increases
with the duration of drug abstinence.1 These
effects may be attributed to the ability of CBD
to normalize opioid-induced impairment of
CB1R receptors in the striatum, which plays
a central role in the processing of reward,
reinforcement, motivation, and decision-
making.1,30 CBD also decreases activation in
the amygdala during the processing of neg-
ative emotions, and the amygdala processes
conditioned cues associated with substance
use that provoke drug-seeking behaviors.1

The neurophysiological effects of THC and
CBD and the potential to attenuate opioid
withdrawal may account, in part, for our
observation that daily cannabis use was as-
sociated with the cessation of injection opioid
use among PWID.

Existing studies of injection relapse have
identified several risk factors including
younger age,male gender, homelessness,HIV
seropositivity, noninjection stimulant use, and
incarceration.17,18,22,23,32Only2of these studies
analyzed the impact of cannabis use, and, similar

TABLE 1—Continued

Characteristic
Total No. (%) or
Median (IQR)

Daily Cannabis Use

P
Yes (n = 666), No. (%)
or Median (IQR)

No (n = 1793), No. (%)
or Median (IQR)

Experiencing barriers to treatment accessa .029

Yes 131 (6.2) 55 (7.8) 76 (5.4)

No 1962 (93.0) 642 (91.2) 1320 (93.9)

Involvement in sex worka .13

Yes 151 (7.2) 42 (6.0) 109 (7.8)

No 1954 (92.6) 660 (93.8) 1294 (92.0)

History of childhood sexual abuse .006

Yes 560 (26.5) 160 (22.7) 400 (28.4)

No 1487 (70.5) 521 (74.0) 966 (68.7)

Experience of violencea < .001
Yes 484 (22.9) 228 (32.4) 256 (18.2)

No 1600 (75.8) 469 (66.6) 1131 (80.4)

Cohort < .001
VIDUS 1152 (46.8) 265 (39.8) 887 (49.5)

ACCESS 737 (30.0) 176 (26.4) 561 (31.3)

ARYS 570 (23.2) 225 (33.8) 345 (19.2)

Note. ACCESS =AIDS Care Cohort to Evaluate Exposure to Survival Services; ARYS =At-Risk Youth Study; IQR= interquartile range; VIDUS = Vancouver Injection
Drug Users Study. The sample size was n = 2459.
aRefers to activities in the 6 months before the follow-up interview.
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to our study, the association between cannabis
use and injection relapse was not statistically
significant.22,32 Predictors of injection relapse
have been understudied relative to injection
initiation and injection cessation. Given that
substance use dependence is recognized as a
chronic condition involving recurring cycles of
relapse and recovery, additional research eval-
uating predictors of injection relapse in the
context of an opioid overdose crisis will be

important to mitigate the drug-related harm
associated with injection drug use.33

Limitations
The limitations of this study included

the measurement of drug use behaviors via
self-report, although the reliability and val-
idity of self-report measures among PWID
have been demonstrated in previous studies.34

Underreporting of stigmatized and crimi-
nalized behaviors such as illicit injection drug
use may have attenuated the effect sizes ob-
served in the present study. Residual con-
founding may have also influenced the results
as this was an observational design, and these
findings may not be generalizable to other
groups of PWID as these cohorts do not
include random samples. Furthermore, we
did not collect data on the types of cannabis

TABLE 3—Subanalysis of Factors Associated With Time to Cessation of Opioid Injection Versus Stimulant Injection: Vancouver, BC, Canada,
2005–2018

Characteristic Opioid Injection Cessation (n = 1469), AHR (95% CI) Stimulant Injection Cessation (n = 1579), AHR (95% CI)

Daily cannabis usea (yes vs no) 1.26 (1.12, 1.41) 0.93 (0.83, 1.04)

Age (HR per year older) 1.01 (1.01, 1.02) . . .

Sex (male vs female) . . . 0.82 (0.73, 0.90)

Opioid agonist therapya (yes vs no) . . . 1.21 (1.09, 1.35)

Participation in alcohol or drug treatmenta (yes vs no) . . . 1.32 (1.14, 1.52)

Noninjection methamphetamine usea (yes vs no) . . . 0.71 (0.58, 0.87)

Participation in selling illicit drugsa (yes vs no) . . . 0.74 (0.66, 0.82)

Unable to access addiction treatmenta (yes vs no) . . . 0.76 (0.66, 0.87)

Note. ACCESS =AIDS Care Cohort to Evaluate Exposure to Survival Services; AHR= adjusted hazard ratio; ARYS =At-Risk Youth Study; CI = confidence interval;
HR=hazard ratio; VIDUS=Vancouver Injection DrugUsers Study.Variables included in the analyses but not retained in thefinal adjustedmodel were race/ethnicity
(White vs other), stable relationship (yes vs no), incarceration (yes vs no), employment (yes vs no), homelessness (yes vs no), binge drug use (yes vs no), noninjection
heroin use (‡daily vs <daily), noninjection cocaine use (‡daily vs <daily), noninjection crack cocaine use, and study cohort (ACCESS vs VIDUS; ARYS vs VIDUS).
aRefers to activities in the 6 months before the follow-up interview.

TABLE 2—Extended Cox Regression Analysis of Factors Associated With Time to Injection Cessation and Injection Relapse: Vancouver, BC,
Canada, 2005–2018

Characteristic Injection Cessation (n = 2459), AHR (95% CI) Injection Relapse (n = 2110), AHR (95% CI)

Daily cannabis usea (yes vs no) 1.16 (1.03, 1.30) 1.08 (0.95, 1.23)

Age (HR per year older) 1.01 (1.00, 1.01) 1.00 (0.99, 1.00)

Sex (male vs female) 0.86 (0.76, 0.97)

Incarcerationa (yes vs no) 0.61 (0.51, 0.73)

Employmenta (yes vs no) 0.73 (0.64, 0.83)

Opioid agonist therapya (yes vs no) 1.32 (1.17, 1.48) 1.81 (1.57, 2.08)

Participation in alcohol or drug treatmenta (yes vs no) 1.84 (1.59, 2.14) 1.07 (0.90, 1.26)

Binge drug usea (yes vs no) 0.34 (0.31, 0.38) 2.17 (1.94, 2.43)

Participation in selling illicit drugsa (yes vs no) 0.38 (0.33, 0.44) 1.70 (1.49, 1.95)

Involvement in sex worka (yes vs no) . . . 1.58 (1.31, 1.91)

Cohorta

ACCESS vs VIDUS . . . 0.94 (0.81, 1.08)

ARYS vs VIDUS . . . 0.42 (0.33, 0.54)

Note. ACCESS =AIDS Care Cohort to Evaluate Exposure to Survival Services; AHR= adjusted hazard ratio; ARYS =At-Risk Youth Study; CI = confidence interval;
HR =hazard ratio; VIDUS =Vancouver Injection Drug Users Study. Variables included in the analyses but not retained in the final adjusted models were race/
ethnicity (White vs other), stable relationship (yes vs no), homelessness (yes vs no), noninjection heroin use (‡daily vs <daily), noninjection cocaine use (‡daily vs
<daily), noninjection crack cocaine use (‡daily vs<daily), noninjectionmethamphetamineuse (‡daily vs<daily), beingunable to access addiction treatment (yes
vs no), experiencing barriers to treatment access (yes vs no), history of childhood sexual abuse (yes vs no), and experience of violence (yes vs no).
aRefers to activities in the 6 months before the follow-up interview.
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used by study participants during the entire
study period, including details of the relative
concentrations of bioactive molecules (i.e.,
THC and CBD).

Although cannabis use was positively asso-
ciatedwith injection cessation, it shouldbenoted
that the magnitude of the effect size (AHR=
1.16) was smaller than other than factors in-
cluding opioid agonist therapy (AHR=1.32)
and alcohol and drug treatment (excluding
opioid agonist therapy; AHR=1.84). Never-
theless, the association between cannabis use and
the cessation of opioid injection is important
given the recent regulatory changes to non-
medical cannabis use and the ongoing opioid
overdose epidemic in North America.

Public Health Implications
In conclusion, we found that at-least-daily

cannabis use was associated with an increased
rate of injection cessation, and this effect was
restricted to the cessation of opioid injection.
We did not observe a significant association

between at-least-daily cannabis use and in-
jection relapse. These observations are en-
couraging given the uncertainty surrounding
the impact of cannabis legalization policies
during the ongoing opioid overdose crisis
in many settings in the United States and
Canada, particularly among PWID who are
at increased risk for drug-related harm. The
accumulating evidence from preclinical and
epidemiological studies linking cannabis use to
opioid use behaviors further supports the eval-
uation of the therapeutic benefits of cannabis and
specific cannabinoids (e.g., CBD and THC) for
people living with opioid use disorder.
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Cannabis use is associated with reduced risk of exposure to fentanyl among 
people on opioid agonist therapy during a community-wide overdose crisis 
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A B S T R A C T   

Background: The ongoing opioid overdose crisis is driven largely by exposure to illicitly-manufactured fentanyl. 
Preliminary observational and experimental research suggests that cannabis could potentially play a role in 
reducing use of prescription opioids among individuals with chronic pain. However, there is limited data on the 
effects of cannabis on illicit opioid consumption, particularly fentanyl, especially among individuals on opioid 
agonist therapy (OAT). We sought to assess the longitudinal association between cannabis use and exposure to 
fentanyl among people on OAT. 
Methods: Data were drawn from two community-recruited prospective cohorts of people who use drugs in 
Vancouver, Canada. We used generalized linear mixed-effects modeling, adjusted by relevant confounders, to 
investigate the relationship between cannabis use and recent fentanyl exposure (both assessed by urine drug 
testing) among participants on OAT between 2016 and 2018. 
Results: Among the 819 participants on OAT who contributed 1989 observations over the study period, fentanyl 
exposure was common. At the baseline interview, fentanyl was detected in a majority of participants (431, 53 %), 
with lower prevalence among individuals with urine drug tests positive for tetrahydrocannabinol (47 vs. 56 %, 
p = 0.028). Over all study interviews, cannabis use was independently associated with reduced likelihood of 
being recently exposed to fentanyl (Adjusted Prevalence Ratio = 0.91, 95 % Confidence Interval: 0.83 – 0.99). 
Conclusions: Participants on OAT using cannabis had significantly lower risk of being exposed to fentanyl. Our 
findings reinforce the need for experimental trials to investigate the potential benefits and risks of controlled 
cannabinoid administration for people on OAT.   

1. Introduction 

The opioid overdose crisis in the United States (U.S.) and Canada 
remains a pressing public health challenge, one fueled largely by the 
widespread contamination of the illicit drug supply with illicitly- 
manufactured fentanyl (hereafter referred to as fentanyl) and related 
analogues. In 2018, fentanyl was involved in approximately two-thirds 
of the over 47,000 opioid-related deaths in the U.S. (Ahmad et al., 
2019), and around three-quarters of the almost 4,600 opioid-related 
deaths in Canada (Special Advisory Committee on the Epidemic of 
Opioid Overdoses, September 2019). Within Canada, the province of 
British Columbia has been particularly affected by the rapid increase of 
fentanyl within the drug supply, as evidenced by the more than 1,500 

overdose deaths in 2018 (31 per 100,000 people compared to a national 
average of 12.3) of which fentanyl was detected in 87 % (Special 
Advisory Committee on the Epidemic of Opioid Overdoses, September 
2019). 

At the clinical level, the primary intervention to reduce the risk of 
opioid overdose for people with opioid use disorder is engagement in 
opioid agonist therapy (OAT), typically methadone or buprenorphine/ 
naloxone. Although the mortality benefits of OAT are well established 
(Sordo et al., 2017), there is limited data on the effectiveness of these 
medications in the context of the fentanyl crisis (Stone et al., 2018; 
Wakeman et al., 2019). Recent studies have documented fentanyl 
exposure rates among OAT clients ranging between 38 % and 71 % 
(Arfken et al., 2017; Jones et al., 2018; Stone et al., 2018; Wakeman 
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et al., 2019), confirming that many people continue to use illicit opioids 
while on OAT. These figures, in turn, underscore the need to identify 
novel strategies to support people who are engaged in OAT and are 
seeking to reduce or eliminate exposure to fentanyl to decrease their risk 
of overdose and death. 

In this context, there has been increasing interest in the potential role 
of cannabinoids to address the escalating opioid overdose crisis. This 
interest has been sparked by a number of studies that have found links 
between licit cannabis availability (through medical and recreational 
cannabis laws) or cannabis use with reduced opioid use and related 
harms (Bachhuber et al., 2014; Bradford et al., 2018; Campbell et al., 
2018; Shi, 2017; Wen and Hockenberry, 2018). These findings are also 
consistent with surveys of medical cannabis patients documenting sub-
stitution of opioids with cannabis, often in the context of undertreated 
pain (Boehnke et al., 2016; Lucas and Walsh, 2017). However, these 
studies have limitations, including potential ecological fallacy, and that 
most epidemiological studies were cross-sectional and evaluated 
pain-related outcomes, including prescription opioid use (Campbell 
et al., 2018). Further, they have limited applicability to individuals with 
opioid use disorder, a population bearing one of the heaviest burdens of 
overdose morbidity and mortality. In fact, the evidence for the impacts 
of cannabis use on illicit opioid use in this population, particularly those 
on OAT, is highly limited, according to a recent systematic review 
(McBrien et al., 2019). In addition, studies included in this review were 
conducted before the proliferation of fentanyl and limited to 
methadone-based OAT, further limiting its applicability in the current 
state of the overdose crisis and newer OAT alternatives. This question is 
highly relevant to contemporary clinical practice given the growth in 
medical cannabis use internationally but also since traditional OAT 
models have often taken a punitive approach to any drug use for in-
dividuals on OAT. Therefore, there is a critical need for more prospective 
individual-level research to better understand the relationship between 
cannabis and illicit opioid use and overdose risk in the fentanyl era. The 
present study aims to address this knowledge gap by investigating the 
relationship between cannabis use and fentanyl exposure among people 
on OAT, in Vancouver, Canada, a setting with an ongoing opioid over-
dose crisis caused by the widespread contamination of the illicit drug 
supply with fentanyl. 

2. Methods 

2.1. Study design and sample 

Data for this study were drawn from two harmonized community- 
recruited prospective cohorts of PWUD in Vancouver, Canada, that 
have been ongoing since 1996: The Vancouver Injection Drug Users 
Study (VIDUS) and the AIDS Care Cohort to evaluate Exposure to Sur-
vival Services (ACCESS) study. Study eligibility and procedures have 
been described in detail elsewhere (Strathdee et al., 1998; Wood et al., 
2008). In brief, VIDUS consists of HIV-negative adults (18 years and 
older) who report injecting drugs in the month prior to enrolment; and 
ACCESS of HIV-positive adults who report using illicit substances (other 
than or in addition to cannabis, which was legalized for recreational use 
on October 17, 2018) in the previous month at enrolment. Recruitment 
occurs through extensive community outreach in the Greater Vancouver 
Regional District, word of mouth and self-referral. 

After providing written informed consent, participants complete an 
interviewer-administered questionnaire that elicits information on 
socio-demographics, substance use patterns, health care access, and 
other relevant social-structural exposures at baseline and every six 
months thereafter. In addition, at each study visit, participants undergo 
HIV testing (i.e., antibody testing or clinical monitoring of plasma HIV-1 
RNA viral loads, CD4 counts and related measures) and HCV antibody 
testing, as appropriate. Since June 2016, participants also provide a 
urine sample for drug testing using BTNX Rapid Response™Multi-Drug 
Test Panel (Markham, ON, Canada). Substances screened for include 

(calibrator, cut-off value in ng/mL): fentanyl (fentanyl, 100, and nor-
fentanyl, 20); opiates, including morphine, heroin, codeine (morphine, 
100); methadone (2-Ethylidine-1, 5-dimethyl-3, 3-diphenylpyrrolidine 
[EDDP], 100); buprenorphine (BUP-3-D-Glucoronide, 10); oxycodone 
(oxycodone, 100); tetrahydrocannabinol (11-nor-Δ9-THC-9 COOH 
[THC], 50), a phytocannabinoid and the primary psychoactive constit-
uent of cannabis; cocaine (benzoylecgonine, 150); amphetamine/ 
methamphetamine (d-amphetamine, 1000); and benzodiazepine 
(oxazepam, 300). According to the manufacturer, the accuracy of test 
results (i.e., % of agreement with gas chromatography/ mass spec-
trometry [GC/MS) is >95 % for all the substances. Participants receive a 
CAD$ 40 honorarium at each study visit. The VIDUS and ACCESS studies 
have received approval by University of British Columbia/Providence 
Health Care Research Ethics Board. 

For the purposes of the present study, the analytical sample was 
restricted to observations where participants reported being on OAT in 
the prior six months (i.e., methadone, buprenorphine/naloxone, slow- 
release oral morphine, injectable diacetylmorphine or hydro-
morphone) and had data from a matching urine drug test (UDT). We 
included observations between this December 1, 2016 and November 
30, 2018. 

2.2. Measures 

The primary outcome of interest was recent exposure to fentanyl, 
defined as having a positive UDT for fentanyl. The main explanatory 
variable was recent use of cannabis, defined as having a positive UDT for 
THC. We also considered a number of covariates that were hypothesized 
to potentially confound the association between recent use of cannabis 
and recent fentanyl exposure. These included socio-demographic char-
acteristics (age, gender, race, highest level of education); comorbidities 
(HIV infection, pain-related function and intensity assessed with the 
Brief Pain inventory [BPI] interference and severity scale, respectively 
(Dennis et al., 2016)), and anxiety and depression in the past seven days, 
assessed by their respective PROMIS short form measures (Johnston 
et al., 2016)); type of OAT enrolled in the last six months (methadone, 
buprenorphine/naloxone, slow-release oral morphine, injectable diac-
etylmorphine or hydromorphone, other/unknown); recent use/expo-
sure to other substances assessed by UDT as described above; as well as 
structural-level exposures in the previous six months (homelessness and 
incarceration). Both BPI scales yield scores ranging from 0 to 10, where 
higher scores mean worse symptoms (Dennis et al., 2016). Similarly, 
PROMIS short forms scales for depression and anxiety range between 8 
and 40, and between 7 and 35, respectively. These raw scores are then 
converted into standardized T-scores for interpretation, with higher 
scores indicating greater presence of symptoms. We dichotomized the 
depression and anxiety variables at T-scores ≥ 60, indicating moderate/ 
severe depression or anxiety (Johnston et al., 2016). Except for 
socio-demographic variables, all other variables were time-updated and 
referred to the six-month period prior to each study interview. 

2.3. Statistical analysis 

First, we described the study sample characteristics, stratified by 
recent use of cannabis at the beginning of the study period, using 
Pearson χ2 test for categorical variables and Wilcoxon rank-sum test for 
continuous variables. Next, we examined bivariable relationships be-
tween recent cannabis use and all other covariates with recent fentanyl 
exposure. Generalized estimating equations modeling (GEE) with a 
logit-link function was used to account for repeated measurements from 
the same participants over time. To estimate the independent effect of 
recent cannabis use on recent exposure to fentanyl among participants 
on OAT, we fit a multivariable GEE using all covariates regardless of 
bivariable association. 

To assess the robustness of our estimate of cannabis use and fentanyl 
exposure from our multivariable model, we conducted two sub-analyses 
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using different modeling approaches. First, we employed an approach 
described by Maldonado et al. (Maldonado and Greenland, 1993). 
Starting with a full model including the primary explanatory variable (i. 
e., recent cannabis use) and covariates associated with the outcome in 
bivariable analyses at p < 0.10, we constructed reduced models in a 
stepwise manner, removing the variable that resulted in the smallest 
relative change for the fentanyl exposure coefficient. We continued this 
process until the minimum coefficient change exceeds 5 %. Remaining 
covariates were considered potential confounders. Second, we fit a 
multivariable model including all covariates significant at p < 0.05 in 
bivariable analyses. 

Given the limited availability of slow-release oral morphine and 
injectable OAT in other settings, we conducted a sub-analysis, where we 
investigated the impacts of recent cannabis use on fentanyl exposure 
restricted to participants on methadone- or buprenorphine/naloxone- 
based OAT. We also performed a sub-analysis in which we restricted 
the analytic sample to periods with positive UDT for methadone or 
buprenorphine. A final sub-analysis employed self-report data on 
cannabis use in the previous 180 days (≥ daily vs. < daily). 

All analyses were conducted in R (Version 3.5.2, R Foundation for 
Statistical Computing, Vienna, Austria), and all p-values are two-sided. 

3. Results 

Between December 2016 and November 2018, 819 participants re-
ported being enrolled in OAT and completed a UDT, contributing a total 
of 1989 observations, or 995 person-years of follow-up. Characteristics 
of the study sample at the beginning of the study period are summarized 

in Table 1. The median age was 48 years (interquartile range [IQR] 
38–55), over half self-identified as men (467, 57.0 %) and white (489, 
59.7 %), and approximately a third of participants were living with HIV 
(283, 34.6 %). The majority of participants were enrolled in methadone- 
based OAT programs (662, 80.8 %), followed by buprenorphine/ 
naloxone-based OAT (85, 10.4 %). Use of illicit substances was preva-
lent, as demonstrated by high rates of UDT positivity for fentanyl (431, 
52.6 %) and stimulants (439, 53.6 % for cocaine and 366, 44.7 % for 
methamphetamine.) Also, as shown in Table 1, at baseline, cannabis 
users (i.e., participants with UDT positive for THC) were more likely to 
be men and using benzodiazepines, and less likely to be using opioids, as 
per UDT results. 

As indicated in Table 2, in unadjusted analysis, recent use of 
cannabis was associated with reduced odds of recent exposure to fen-
tanyl (Prevalence Ratio = 0.90, 95 % Confidence Interval [CI]: 
0.83–0.99). Other factors negatively associated with fentanyl exposure 
in bivariable analyses included: age, and UDT positive for EDDP 
(methadone) and buprenorphine. Conversely, moderate/severe depres-
sion, slow-release oral morphine-based OAT, recent homelessness, and 
recent use of opiates or stimulants (as indicated by positive UDT for 
these substances) were positively associated with recent exposure to 
fentanyl. The negative association between cannabis use and fentanyl 
exposure remained in the multivariable longitudinal model, with 
cannabis users in OAT having significantly lower prevalence of fentanyl 
exposure compared to non-cannabis users (Adjusted Prevalence Ratio 
[APR] = 0.91, 95 % CI: 0.83 – 0.99) in a model adjusted for all other 
explanatory covariates. 

Our sub-analyses employing different multivariable modeling 

Table 1 
drugs on OAT, stratified by recent exposure to fentanyl, Vancouver, Canada (2016–2018).   

Total, n (%) 
(N = 819) 

UDT Fentanyla, n (%) 

p - value Negative 
(n = 388, 47%) 

Positive 
(n = 431, 53%) 

UDT positive for THCa 533 (66) 151 (39) 135 (31) 0.028 
Sociodemographics     
Age (median, IQR) 48 (38–55) 51 (45–57) 43 (35–51) < 0.001 d 

Male gender 467 (57) 231 (60) 236 (55) 0.155 
White race 489 (60) 238 (61) 251 (58) 0.352 
High school education or higher 386 (47) 180 (46) 206 (48 %) 0.777 
Comorbidities     
HIV positive 283 (35) 103 (36.0) 180 (33.8) 0.571 
BPI severity scale (med, IQR)a, b 1 (0–6) 1 (0–6) 1 (0–6) 0.666d 

BPI interference scale (med, IQR)a 0 (0–5) 0 (0–5) 0 (0–6) 0.381d 

Moderate or severe depression b 179 (22) 66 (17) 113 (26) 0.002 
Moderate or severe anxiety b 243 (30) 98 (26) 145 (34) 0.011 
Type of OAT c     

Methadone 662 (81) 316 (81) 346 (80) 0.722 
Buprenorphine/naloxone 85 (10) 41 (11) 44 (10) 0.909 
Slow-release oral morphine 72 (9) 20 (5) 52 (12) < 0.001 
Injectable OAT (diacetylmorphine, hydromorphone) 63 (8) 33 (9) 30 (7) 0.433 
Other/Unknown 6 (1) 4 (1) 2 (1) 0.589e 

UDT resultsa     

Positive for morphine (opiates) 503 (61) 136 (35) 367 (85) < 0.001 
Positive for EDDP (methadone) 607 (74) 307 (79) 300 (70) 0.002 
Positive for buprenorphine 57 (7) 33 (9) 24 (6) 0.131 
Positive for oxycodone 15 (2) 11 (3) 24 (6) 0.065 
Positive for cocaine 439 (54) 185 (48) 254 (59) 0.002 
Positive for amphetamine 366 (45) 97 (25) 269 (62) < 0.001 
Positive for benzodiazepine 152 (19) 73 (19) 79 (18) 0.858 
Structural-level factors c     

Homelessness 172 (21) 47 (12) 125 (30) < 0.001 
Incarceration 59 (7) 14 (3) 45 (10) < 0.001 

UDT, urine drug test. THC, tetrahydrocannabinol. BPI, Brief Pain Inventory. OAT, opioid agonist therapy. EDDP, 2-Ethylidine-1, 5- 
dimethyl-3, 3-diphenylpyrrolidine. 

a Refers to the day of the interview. 
b Refers to the 7 days prior to the interview. 
c Refers to the 6-month period prior to the interview. 
d Wilcoxon rank sum test. 
e Fisher’s exact test. 
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strategies yielded similar results. Specifically, in a multivariable model 
fit using the backwards-selection approach, the APR for cannabis use 
was 0.92 (95 % CI: 0.84 – 0.99) after adjustment for UDT morphine and 
UDT amphetamine results and HIV status. In the multivariable model 
including all covariates significant in bivariable analyses, the APR for 
cannabis was 0.91 (0.84–0.99). 

Our sub-analysis restricted to 733 participants on only methadone- 
or buprenorphine/naloxone-based OAT, who contributed 1739 obser-
vations, yielded a similar result (APR = 0.91, 95 % CI: 0.83–0.99) in a 
multivariable model adjusted for all other explanatory variables. When 
the analytic sample was constructed using positive UDT for methadone 
or buprenorphine, the adjusted estimate for cannabis use (including all 
explanatory variables except for urine drug test results for methadone 
and buprenorphine) was largely unchanged from the primary analysis: 
APR = 0.89, 95 % CI: 0.81–0.98. In the final sub-analysis employing a 
self-reported measure of cannabis use in the previous 180 days, there 
was no significant relationship with fentanyl exposure (APR = 1.10, 95 
% CI: 0.97–1.24). 

4. Discussion 

In the present study, we found that among over 800 study partici-
pants on OAT in Vancouver, Canada, between 2016–2018, use of 
cannabis was associated with significantly lower risk of exposure to 
fentanyl. This negative association persisted after adjustment for a broad 
range of covariates, including concurrent use of other illicit substances 
such as opioids and stimulants. Although we cannot infer causality from 
our findings, they are broadly consistent with exploratory qualitative 

research from our setting and others documenting the intentional use of 
cannabis as a strategy to reduce the use of illicit opioids, address the 
harms of other substances, and treat common comorbidities, including 
chronic pain (Boyd et al., 2017; Labigalini et al., 1999; Lau et al., 2015; 
Valleriani et al., 2019). 

The impacts of cannabis use on illicit opioid use and related harms 
remains an area of active research. Observational research in specific 
populations—including senior high-school students in the United States 
(Palamar et al., 2018) and marginalized people who use drugs in our 
study setting (Reddon et al., 2020)—have reported lower levels of illicit 
opioid use associated with high-frequency cannabis use. Pre-clinical 
studies have described important interactions between the opioid and 
endocannabinoid receptor systems (Befort, 2015), and two preliminary 
experimental studies among humans have demonstrated changes in 
opioid-related outcomes following controlled administration of canna-
binoids (Cooper et al., 2018; Hurd et al., 2019). However, findings from 
most studies to date are inconclusive. Specifically, systematic reviews of 
observational research conducted among medicinal cannabis patients 
(mostly chronic pain patients) found mixed evidence on the impacts of 
cannabis use on prescription opioid needs and outcomes (Campbell 
et al., 2018). Likewise, research conducted in the context of 
methadone-based OAT also provides conflicting evidence, with the 
majority of studies showing no effect of cannabis use on illicit opioid 
consumption among OAT clients (McBrien et al., 2019). Importantly, as 
authors from these reviews highlight, comparisons across studies are 
problematic given important differences in how cannabis and opioid use 
was measured (e.g., self-report versus UDT, baseline versus 
time-updated), study populations and settings. Drawing definite 

Table 2 
Unadjusted and adjusted generalized estimating equation analyses of the association between recent exposure to cannabis and recent exposure to 
fentanyl among people on OAT, Vancouver, Canada (2016–2018).   

Unadjusted Adjusted  

Prevalence Ratio 
(95 % CI) 

p - value Prevalence Ratio 
(95 % CI) 

p - value 

Primary variable of interest     
UDT positive for THCa 0.90 (0.89–0.99) 0.023 0.91 (0.83–0.99) 0.032 

Socio-demographics     
Age (per year older) 0.98 (0.97–0.98) < 0.001 0.99 (0.98–0.99) < 0.001 
Male gender 0.93 (0.83–1.04) 0.195 1.05 (0.96–1.14) 0.274 
White race 0.92 (0.83–1.02) 0.113 0.99 (0.91–1.07) 0.736 
≥High school education 1.01 (0.91–1.11) 0.913 1.07 (0.99–1.16) 0.093 

Comorbidities     
HIV positive 0.92 (0.83–1.03) 0.152 0.97 (0.89–1.06) 0.483 
BPI severity scalea,b 1.00 (0.99–1.01) 0.881 0.99 (0.97–1.01) 0.287 
BPI interference scale a 1.01 (1.00–1.02) 0.209 1.01 (0.99–1.02) 0.484 
Moderate or severe depression b 1.09 (1.01–1.19) 0.036 0.97 (0.89–1.06) 0.488 
Moderate or severe anxiety b 1.07 (0.99–1.15) 0.107 1.01 (0.93–1.10) 0.836 

Type of OAT     
On methadone c 0.97 (0.87–1.07) 0.505 1.08 (0.95–1.23) 0.231 
On buprenorphine/naloxone c 0.86 (0.72–1.03) 0.098 0.93 (0.76–1.14) 0.511 
On slow-release oral morphine c 1.30 (1.18–1.42) < 0.001 1.15 (1.04–1.28) 0.008 
On injectable OAT (diacetylmorphine, hydromorphone) c 1.04 (0.88–1.23) 0.635 0.89 (0.76–1.05) 0.180 
On another/ unknown OAT c 1.04 (0.75–1.46) 0.801 1.01 (0.68–1.49) 0.971 

UDT resultsa     

Positive for morphine (opiates) 2.07 (1.85–2.32) < 0.001 1.87 (1.65–2.10) < 0.001 
Positive for EDDP (methadone) 0.89 (0.81–0.98) 0.016 0.97 (0.87–1.08) 0.576 
Positive for buprenorphine 0.76 (0.60–0.97) 0.027 0.99 (0.76–1.29) 0.927 
Positive for oxycodone 0.83 (0.63–1.10) 0.193 0.75 (0.55–1.02) 0.071 
Positive for cocaine 1.19 (1.09–1.29) < 0.001 1.18 (1.10–1.28) < 0.001 
Positive for amphetamine 1.68 (1.53–1.84) < 0.001 1.40 (1.28–1.53) < 0.001 
Positive for benzodiazepine 1.04 (0.95–1.14) 0.388 1.06 (0.96–1.16) 0.251 

Social-structural factors c     

Homelessness 1.24 (1.12–1.37) < 0.001 1.02 (0.94–1.10) 0.713 
Incarceration 1.10 (0.94–1.29) 0.152 0.97 (0.85–1.10) 0.601 

UDT, urine drug test. THC, tetrahydrocannabinol. BPI, Brief Pain Inventory. OAT, opioid agonist therapy. EDDP, 2-Ethylidine-1, 5-dimethyl-3, 3- 
diphenylpyrrolidine. 

a Refers to the day of the interview. 
b Refers to the 7 days prior to the interview. 
c Refers to the 6-month period prior to the interview. 
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conclusions on the potential of cannabinoids to reduce opioid-related 
harms is further complicated by the overall low quality of evidence of 
available studies and lack of information on details of cannabis use (e.g., 
types, potencies, dose/dosages, and routes of administration). 

In the context of this limited and conflicting evidence, our study adds 
to the literature by demonstrating for the first time a negative longitu-
dinal association between cannabis use and recent fentanyl exposure 
among people on OAT recruited from community settings during the 
current overdose crisis. These results are in line with a previous study 
from California indicating a lower frequency of illicit opioid use among 
people who inject drugs and also use cannabis (Kral et al., 2015). The 
present analysis also extends previous research from our setting which 
found a significantly lower likelihood of fentanyl exposure linked to 
cannabis use among people who inject drugs (Ahamad et al., 2015). In 
both of these studies, it is noteworthy that no other substance was 
associated with reduced risk of illicit opioid use. More recently, we have 
documented that study participants initiating OAT were more likely to 
be retained in treatment at six months if they were concomitantly using 
cannabis on a daily basis (Socias et al., 2018). Taken together, these 
findings would suggest that some people who use drugs (including those 
on OAT) may be using cannabis as a harm reduction or self-medication 
strategy to reduce their use of illicit opioids by managing cravings, 
withdrawal symptoms, or other common comorbidities in this popula-
tion, including pain, anxiety, or insomnia (Lake et al., 2019; Wenger 
et al., 2014). This has been documented in a number of exploratory 
qualitative analyses among individuals from our study setting, in which 
some participants reported the intentional use of cannabis to control the 
use of other drugs and mitigate their risks, treat comorbidities like 
chronic pain, and address opioid withdrawal (Boyd et al., 2017; Labi-
galini et al., 1999; Lau et al., 2015; Valleriani et al., 2019). As such, as 
this body of research moves forward, it will be important to consider 
accessibility and affordability of legal medical and non-medical 
cannabis for structurally marginalized populations, especially as 
cannabis is typically not covered by public or private medical insurers. 

We emphasize that we cannot exclude non-causal explanations for 
these findings. For example, our findings might be the result of cannabis- 
using OAT clients having a lower latent risk of fentanyl exposure. 
However, the negative association between cannabis use and fentanyl 
exposure remained after adjusting for a range of relevant confounders, 
including socio-demographic and substance use characteristics. In light 
of the unanswered questions about the impacts of cannabis use among 
people on OAT—as well as the need to develop new strategies and ap-
proaches to lower rates of relapse into illicit opioid use in the context of 
the ongoing opioid crisis—findings from this and past research under-
score the urgent need for experimental research to better understand the 
potential benefits and possible harms of using cannabinoids as adjunct 
therapy to OAT. Research using the controlled administration of specific 
cannabinoids would build on the findings from a recent placebo- 
controlled and blinded trial that found that cannabidiol (CBD), an 
important phytocannabinoid, significantly reduced visual cue-induced 
cravings among a small group of abstinent individuals with OUD 
(Hurd et al., 2019). 

A number of limitations should be considered when interpreting 
results from this analysis. First, our study sample was not randomly 
selected. Most of our participants were recruited from areas with high 
rates of poverty, homelessness and substance use and, most importantly, 
a setting with a community-wide overdose crisis sparked by the wide-
spread contamination of the illicit drug supply with fentanyl. Therefore, 
our findings may not be generalizable to other populations of OAT cli-
ents, particularly those with less social/structural marginalization. 
Second, this study cannot prove a causal relationship between cannabis 
use and reduced risk of fentanyl exposure. Specifically, given the 
observational nature of our study, and despite the use of multivariable 
techniques to account for possible confounders, we cannot rule out the 
possibility of unmeasured confounding impacting our results. In addi-
tion, we did not collect data on type of cannabis used (including 

combinations with CBD), dose, frequency of use, mode of administration 
or reasons for use. In future research we will seek to better characterize 
potential differential impacts of these aspects of cannabis use, as this will 
be critical to inform potential therapeutic uses of cannabinoids in the 
context of OAT. Third, both our main explanatory variable and outcome 
relied on results from UDT. While this is a strength as it allowed us to 
confirm recent (i.e., 1–3 days) use or exposure to fentanyl (particularly 
as individuals may not know that they are being exposed to fentanyl 
through contaminated substances), THC may be detected in urine for up 
to 30 days after last use for chronic heavy cannabis users (Moeller et al., 
2017), making it difficult to confirm recent use in these cases. UDT have 
other limitations, including false positives due to cross-reactivity with 
other substances or false negatives when the concentration of the sub-
stance being tested is below the cut-off limit, as well as the inability to 
detect fentanyl analogues (Moeller et al., 2017). They are also unable to 
detect other opioid novel psychoactive substances. Finally, while 
self-reporting data to assess other variables may have influenced by 
reporting bias, reports by people who use drugs have generally been 
shown to be valid (Darke, 1998). 

In conclusion, we found that among more than 800 participants on 
OAT in Vancouver, Canada, use of cannabis was longitudinally associ-
ated with a substantially lower risk of being exposed to fentanyl. Given 
the magnitude of the overdose crisis in the U.S. and Canada and the 
substantial contributions of fentanyl to the burden of overdose 
morbidity and mortality, findings from this study support the experi-
mental evaluation of cannabinoids as a potential adjunct therapy to OAT 
to improve clinical outcomes, particularly to reduce the risk of relapse to 
illicit opioid use (i.e., fentanyl) and associated risk of overdose and 
death. 
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