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Abbreviations and Acronyms

AA — Alcoholics Anonymous

the pathological pursuit of reward and/or relief that involves
the use of substances and other behaviors. These behaviors
may involve, but are not necessarily limited to substance use,
gambling, video gaming, or compulsive sexual behaviors.
Use of FDA approved medications for the treatment of
substance use disorder is consistent with abstinence.

Abuse: This term is not recommended for use in clinical
or research contexts. Harmful use of a specific psychoactive
substance. When used to mean substance abuse, this term
previously applied to one category of psychoactive substance-
related disorders in the DSM. While recognizing that the term
abuse is part of past diagnostic terminology, ASAM recom-

ACOG - American College of Obstetrics and Gynecologymends that an alternative term be found for this purpose

ACT — Assertive Community Treatment

AIDS — Acquired Immunodeficiency Syndrome
ASAM — American Society of Addiction Medicine
CBT - Cognitive Behavioral Therapy

CDC - Centers for Disease Control and Prevention
CNS - Central Nervous System

COWS - Clinical Opioid Withdrawal Scale

DATA 2000 — Drug Addiction Treatment Act of 2000
DEA — Drug Enforcement Agency

because of the pejorative connotations of the word abuse.
Addiction: Addiction is a treatable, chronic medical dis-
ease involving complex interactions among brain circuits, genet-
ics, the environment, and an individual's life experiences. People
with addiction use substances or engage in behaviors that become
compulsive and often continugespite harmful consequences.
Prevention efforts and treatmeapproaches for addiction are
generally as successful as those for other chronic diseases.
Addiction specialist clinician: A health professional

DSM-4 — Diagnostic and Statistical Manual of Mental involved in the assessment, diagnosis, and treatment of addic-

Disorders, 4th Edition

tion, such as a physician, psychologist, nurse practitioners

DSM-5 — Diagnostic and Statistical Manual of Mental (NPs), physician assistants (PA), clinical nurse specialists,

Disorders, 5th Edition

ECG - Electrocardiogram

EMS — Emergency Medical Services
FDA — U.S. Food and Drug Administration
HBV — Hepatitis B Virus

HCV — Hepatitis C Virus

HIV — Human Immunodeficiency Virus
IDU - Injection Drug Use

IM — Intramuscular

IV — Intravenous

NA — Narcotics Anonymous

NAS Neonatal Absence Syndrome
NIH — National Institutes of Health

2020 American Society of Addiction Medicine

certified registered nurse anesthetists, certified nurse mid-
wives (as distinguished from one specializing in research).
Addiction specialist physician: Addiction specialist

physicians include addiction medicine physicians and addic-
tion psychiatrists who hold either a subspecialty board certi-
fication in addiction medicine from the American Board of
Preventive Medicine, a board certification in addiction medi-
cine from the American Board of Addiction Medicine, a
subspecialty board certification in addiction psychiatry from
the American Board of Psychiatry and Neurology, a subspe-
cialty board certification in addiction medicine from the
American Osteopathic Association, or certification in addic-
tion medicine from ASAM.
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Adherence (see also complianceAdherence is aterm implication as to which disorder is primary and which sec-
that health professionals have been using increasingly tondary, which disorder occurred first, or whether one disorder
replace the term compliance. Both terms have been usedaused the other.
sometimes interchangeably, to refer to how closely patients Compliance: See also Adherence. To comply is “to
cooperate with, follow, and take personal responsibility for theact in accordance with another’s wishes, or with rules and
implementation of their treatment plans. The terms may beaegulations” (Webster’s Dictionary). The term compliance
narrowly applied to how well patients follow medication is falling into disuse becaes patient engagement and
instructions or, more broadly, to all components of treatmentresponsibility to change is a goal beyond passive compli-
Assessment of patients’ efforts to accomplish the goals of @nce. Given the importance of shared decision-making to
treatment plan is essential to treatment success. These effoitaprove collaboration and outcomes, patients are encour-
occur along a complex spectrum from independent proactivaged to actively participate in treatment decisions and
commitment, to mentored collaboration, to passive cooperatake responsibility for their ratment, rather than to pas-
tion, to reluctant partial agreement, to active resistance, and tsively comply.
full refusal. Attempts to understand factors that promote or Concomitant conditions: Medical conditions (e.g.,
inhibit adherence/compliance must take into account behawHIV, cardiovascular disease) and/or psychiatric conditions
iors, attitudes, willingness, and varying degrees of capacitfe.g., depression, schizophrenia) that occur along with a
and autonomy. The term adherence emphasizes the patienssbstance use disorder.
collaboration and participation in treatment. It contributes to a Contingency management:An evidence-based psy-
greater focus on motivational enhancement approaches thahosocial intervention in which patients are given tangible
engage and empower patients. rewards to reinforce positive behaviors such as treatment

Adolescence:The American Academy of Pediatrics participation or abstinence. Also referred to as motivational
categorizes adolescence as the totality of three developmentacentives.
stages (early-, middle- and late-adolescenepliberty to Criminal Justice System:Consists of law enforcement
adulthood—that occur generally between 11 and 21 yearsagencies, courts and accompanying prosecution and defense
of age! This clinically-driven definition may differ from lawyers, and agencies for detaining and supervising offenders.
legal definitions. The total correctional population is the population of persons

Agonist medication: See Opioid Agonist Medication. incarcerated, either in a prison or a jail, and persons super-

Antagonist medication: See Opioid Antagonist Medi- vised in the community, either through problem solving courts
cation. or on probation or parole.

ASAM Criteria dimensions: The ASAM Criteriause Dependence:Used in three different ways: physical
six dimensions to define a holistic biopsychosocial assessdependence is a state of neurological adaptation that is
ment of an individual to be used for service and treatmenmanifested by a drug class-specific withdrawal syndrome
planning including: acute intoxication or withdrawal poten- that can be produced by abrupt cessation, rapid dose reduc-
tial; biomedical conditions and complications; emotional, tion, decreasing blood level of the drug, and/or administration
behavioral, or cognitive conditions or complications; readi-of an antagonist; psychological dependence is a subjective
ness for change; continued use or continued problem potersense of need for a specific psychoactive substance, either for
tial; and recovery/living environmenit. its positive effects or to avoid negative effects associated with

Assertive community treatment (ACT): An evidence- its abstinence; and one category of psychoactive substance use
based, outreach-oriented, service delivery model for peopldisorder in previous editions of the DSM, but not in DSM-5.
with severe and persistent mental illness(es) that uses a  Harmreduction: A treatment and prevention approach
team-based model to provide comprehensive and flexibl¢hat encompasses individual and public health needs, aiming
treatment. to decrease the health and socioeconomic costs and conse-

Clinician: A health professional involved in the assess-quences of substance use and addiction-related problems,
ment, diagnosis, and treatment of medical problems, such asespecially medical complications and transmission of infec-
physician, psychologist, nurse practitioners (NPs), physiciaious diseases, without necessarily requiring abstinence. A
assistants (PA), clinical nurse specialists, certified registeredange of treatment and recovery support activities may be
nurse anesthetists, certified nurse midwives (as distinguisheidcluded in a harm reduction strategy.
from one specializing in research). Initiation (office and home): The phase of opioid use

Cognitive behavioral therapy: An evidence-based disorder treatment during which medication dosage levels are
psychosocial intervention that seeks to modify harmful beliefsadjusted until a patient attains stabilization. Buprenorphine
and maladaptive behaviors, and help patients recognizénitiation may take place in an office-based setting or home-
avoid, and cope with the situations in which they are mostased setting. By regulation, methadone initiation must take
likely to misuse substances. place in an OTP or acute care setting (under limited circum-

Co-occurring disorders: Concurrent substance use and stances}:> The previous version of these guidelines used the
physical or mental disorders. Other terms used to describe caerm induction. While the meaning is the same in this context,
occurring disorders include dual diagnosis, dual disordersthe Guideline Committee noted that this language did not
concurrent disorders, coexisting disorders, comorbid disoralign with the terminology used for other medical conditions
ders, and individuals with co-occurring psychiatric and sub-and can make the process sound more difficult and complex
stance symptomatology (ICOPSS). Use of the term carries nthan it is.

4 2020 American Society of Addiction Medicine
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lllicit opioid use (including nonmedical use): Use of ~ 3- Technical definition:A collaborative, goal-oriented style

an illicit opioid or the use of a prescribed medicine for reasons ~ ©f communication with particular attention to the language
other than those intended by the prescriber, for example, to Of change. Itis designed to strengthen personal motivation
produce positive or negative reward. Nonmedical use of pre- for and commitment to a specific goal by eliciting and
scription drugs often includes use of a drug in higher doses than €xploring the person’s own reasons for change within an
authorized by the prescriber or through a different route of ~atmosphere of acceptance and compassion.
administration than intended by the prescriber, and for a  Naloxone challengeNaloxone is a short-acting opioid
purpose other than the indication intended by the prescribeantagonist. Naloxone challenge is a test in which naloxone is
(e.g., the use of methylphenidate prescribed for attention deficdministered to patients to evaluate their level of opioid
hyperactivity disorder [ADHD] to produce euphoria rather thandependence before the commencement of naltrexone phar-
to reduce symptoms or dysfunction from ADHD). macotherapy.

Maintenance medication(s): Pharmacotherapy on a Naltrexone-facilitated opioid withdrawal manage-
consistent schedule for persons with addiction, usually witinent: This is a method of withdrawal management that
an agonist or partial agonist, which mitigates against thdnvolves the use of multiple small doses of naltrexone,
pathological pursuit of reward and/or relief and allows remis-sometimes in combination with buprenorphine, over several
sion of overt addiction-related problems. days to manage withdrawal and facilitate the initiation of

Maintenance medications for addiction are associatedreatment with naltrexone.
with the development of a pharmacological steady state in ~ Narcotic drugs: Legally defined by the Controlled
which receptors for addictive substances are occupied, resulBubstances Act in the United States since its enactment in
ing in relative or complete blockade of central nervous systend970. The term narcotic is broad and can include drugs
receptors such that addictive substances are no longer soug#feduced directly or indirectly by extraction from substances
for reward and/or relief. Maintenance medications for addic-Of vegetable origin, or independently by means of chemical
tion are also designed to mitigate against the risk of overdoseésynthesis, or by a combination of extraction and chemical
Depending on the circumstances of a given case, maintenan&¥nthesis. The main compounds defined as narcotics in the
medications can be temporary or can remain in place lifelongUnited States include: opium, opiates, derivatives of opium
Integration of pharmacotherapy with psychosocial treatmen@nd opiates, including their isomers, esters, ethers, salts, and
generally is associated with the best clinical results. Maintesalts of isomers, esters, ethers (but not the isoquinoline
nance medications can be part of an individual's treatmeng@lkaloids of opium), poppy straw and concentrate of poppy
plan in abstinence-based recovery activities or can be a part §traw, coca leaves, cocaine, its salts, optical and geometric
harm reduction strategies. isomers, and salts of isomers and ecgonine, its derivatives,

Medication management: ®rvices that focus on the their salts, isomers, and salts of isomers. Any compound,
appropriateness, effectiveness, and safety of medications forrgixture, or preparation which contains any quantity of any of
given patient. These services include monitoring and evaluthe substances referred to above.
ating the patient’s response to medication (including ongoing Neuroadaptation: See Tolerance for the definition.
misuse of substances); dose titration as clinically indicated:; Office-based opioid treatment (OBOT): Clinicians in
education to ensure the patient understands their treatmeftivate practices or several types of public sector clinics that
plan, how to take their medications, potential side effects, angan be authorized to prescribe the partial opioid agonist
the importance of adherence; and provision of recommendd?uprenorphine in outpatient settings. There is no regulation,
tions for other treatment and recovery support services aBer se,of the clinic site itself, but of the individual clinician
indicated. These services are intended to promote ongoingho prescribes buprenorphine.
engagement in treatment, optimize the patient’s medication Opiate: One of a group of alkaloids derived from the
response, and prevent relapse. opium poppy(Papaver somniferumyvith the ability to induce

Moderation management:Moderation managementis analgesia, euphoria, and, in higher doses, stupor, coma, and
a behavioral change program and national support groupespiratory depression. The term excludes synthetic opioids.
network for people concerned about their drinking and who Opioid: A current term for any psychoactive chemical
desire to make positive lifestyle changes. MM empowerghat resembles morphine in pharmacological effects, includ-
individuals to accept personal responsibility for choosinging opiates and synthetic/semisynthetic agents that exert their
and maintaining their own path, whether moderation oreffects by binding to highly selective receptors in the brain
abstinence. MM promotes early self-recognition of risky where morphine and endogenous opioids affect their actions.

drinking behavior, when moderate drinking is a more easily Opioid agonist medication: Opioid agonist medica-
achievable goal. tions pharmacologically occupy and activate opioid receptors
Motivational interviewing: in the body. They thereby relieve withdrawal symptoms and
reduce or extinguish cravings for opioids.
1. Layperson'’s definitionA collaborative conversation style Opioid antagonist medication: Opioid antagonist
for strengthening a person’s own motivation and commit-medications pharmacologically occupy opioid receptors,
ment to change. but do not activate the receptors. This effectively blocks

2. Practitioner's definition: A person-centered counseling the receptor, preventing the brain from responding to other
style for addressing the common problem of ambivalenceopioids. The result is that further use of opioids does not
about change. produce analgesia, euphoria or intoxicatfon.

2020 American Society of Addiction Medicine 5
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Opioid intoxication: A condition that may follow the days after the last dose; symptoms peak between the third and
administration of opioids, resultynin disturbances in the level of eighth day and may persist for several weeks.
conscioushess, cognition, perceptimdgment, affect, behavior, Overdose: The inadvertent or deliberate consumption
or other psychophysiological functions and responses. Thesa a dose much larger than that either habitually used by the
disturbances are related to the acute pharmacological effecisdividual or ordinarily used for treatment of an illness, that
of, and learned responses t@iads. With time, these distur- results in a serious toxic reaction or death.
bances resolve, resulting in complete recovery, except when Patient: As used in this document, an individual receiv-
tissue damage or other complicathave arisen. Intoxication ing substance use disorder treatment. The terms client and
depends on the type and dose of opioid and is influenced bgatient sometimes are used interchangeably, although staff in
factors such as anindividual’s level of tolerance. Individuals oftemonmedical settings more commonly refer to clients.
take drugs in the quantity required to achieve a desired degree of ~ Physical dependenceState of physical adaptation that
intoxication. Behavior resultingdm a given level of intoxication is manifested by a drug class-specific withdrawal syndrome
is strongly influenced by cultural and personal expectations abouhat can be produced by abrupt cessation, rapid dose reduc-
the effects of the drug. Accordinto the International Classi- tion, and/or decreasing blood level of a substance and/or
fications of Diseases-10 (ICD-},Gacute intoxication is the term administration of an antagonist.
used for intoxication of clinicasignificance (F11.0). Complica- Psychosocial interventions Nonpharmacological
tions may include trauma, inhdilen of vomitus, delirium, coma, interventions that may include structured, professionally
and convulsions, depending on the substance and method aflministered interventions (e.g., cognitive behavior therapy
administration. or insight-oriented psychotherapy) or nonprofessional inter-

Opioid treatment program (OTP): A program certi- ventions (e.g., self-help groups and non-pharmacological
fied by the United States, Substance Abuse and Mental Healtimterventions from traditional healers).

Services Administration (SAMHSA), to treat patients with Psychosocial treatment:Any nonpharmacological. pro-
opioid use disorder using methadone. There programs mafgssionally administered interventions (e.g., cognitive behavior
also offer treatment with buprenorphine and/or naltrexone. Artherapy or insight-oriented psychotherapy) carried out in a
OTP can exist in several settings including, but not limited to,therapeutic context at an individual, family, or group level.
intensive outpatient, residential, and hospital settings. Ser- Precipitated withdrawal: A condition that occurs
vices may include medically supervised withdrawal and/orwhen an opioid agonist is displaced from the opioid receptors
maintenance treatment, along with various levels of medicalby an antagonist in an opioid dependent individual. It is also
psychiatric, psychosocial, and other types of supportive cargossible for a partial agonist to precipitate withdrawal.

Opioid treatment services: An umbrella term that Recovery: A process of sustained action that addresses
encompass a variety of pharmacological and nonpharmacdhe biological, psychological, social, and spiritual disturbances
logical treatment modalities. This term broadens understandnherentin addiction. This effort is in the direction of a consistent
ing of opioid treatments to include all medications used topursuit of abstinence, addressing impairment in behavioral
treat opioid use disorders and the psychosocial treatment thabntrol, dealing with cravings, recognizing problems in one’s
is offered concurrently with these pharmacotherapies. Phabehaviors and interpersonal relationships, and dealing more
macological agents include opioid agonist medications sucleffectively with emotional responses. Recovery actions lead to
as methadone and buprenorphine, and opioid antagoniséversal of negative, self-defeating internal processes and behav-
medications such as naltrexone. iors, allowing healing of relationships with self and others. The

Opioid use disorder: A substance use disorder involv- concepts of humility, acceptance, and surrender are useful in this
ing opioids. See Substance Use Disorder. process. (Note: ASAM continues to explore, as an evolving

Opioid withdrawal management; Usually used to process, improved ways to define recovery.)
refer to a process of withdrawing a person from a specific Remission A state associated with an abatement of
psychoactive substance in a safe and effective manner. Thegns and symptoms that characterize active addiction. Many
term encompasses safe management of intoxication stat@sdividuals in a remission state remain actively engaged in the
(more literally, detoxification) and of withdrawal states. In process of recovery. Reduction in signs or symptoms con-
this document, the term detoxification has been replaced bgtitutes improvement in a disease state, but remission involves
the term withdrawal managemeht. a return to a level of functioning that is free of active

Opioid withdrawal: Over time, opioids induce toler- symptoms and/or is marked by stability in the chronic signs
ance and neuroadaptive changes that are responsible fand symptoms that characterize active addiction.
rebound hyperexcitability when the drug is withdrawn. The Relapse: A process in which an individual who has
withdrawal syndrome includes craving, anxiety, dysphoria,established disease remission experiences recurrence of signs
yawning, sweating, piloerection (gooseflesh), lacrimationand symptoms of active addiction, often including resumption
(excessive tear formation), rhinorrhea (running nose), insomef the pathological pursuit of reward and/or relief through
nia, nausea or vomiting, diarrhea, cramps, muscle aches, arnlde use of substances and other behaviors. When in relapse,
fever. With short-acting drugs, such as morphine or herointhere is often disengagement from recovery activities. Relapse
withdrawal symptoms may appear within 8—12 hours of thecan be triggered by exposure to rewarding substances
last dose of the drug, reach a peak at 48—72hours, and cleand behaviors, by exposure to environmental cues to use,
after 7—10 days. With longer-acting drugs, such as methaand by exposure to emotional stressors that trigger heightened
done, onset of withdrawal symptoms may not occur until 1—3activity in brain stress circuits. The event of using substances
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or re-engaging in addictive behaviors is the latter part of thefor the Use of Medications in the Treatment of Addiction
process, which can be prevented by early intervention. Involving Opioid Use’

Sedative, hypnotic, or anxiolytics: This class of sub-
stances includes all prescription sleeping medications anBackground Updated
most prescription antianxiety medications (e.g. benzodiaze- Opioid use disorder is a brain disorder that can range in
pines, Z-medications, and gabapentinoids). Nonbenzodiazeeverity from mild to severe. Diagnosis of this disorder is based
pine antianxiety medications, such as buspirone and gepironen a checklist of symptoms defined in tigagnostic and
are not included in this class because they are not associat&latistical Manual of Mental Disorders, 5th EditigpSM-5)
with significant misuse. developed by the American Psychiatric Association.

Sobriety: A state of sustained abstinence with a clear ASAM defines addiction as “a treatable, chronic medi-
commitment to and active seeking of balance in the biologi-cal disease involving complex interactions among brain cir-
cal, psychological, social, and spiritual aspects of an individ-cuits, genetics, the environment, and an individual's life
ual's health and wellness that were previously compromise@xperiences. People with addiction use substances or engage
by active addiction. in behaviors that become compulsive and often continue

Spontaneous withdrawal:A condition that occurs when  despite harmful consequences.” Addiction is a serious biopsy-
an individual who is physically dependent on an opioid agonistthosocial illness, meaning that biological, psychological, and
suddenly discontinues or markedly decreases opioid use.  social factors can all contribute to both the development of,

Stabilization: Attainment of a medically stable, steady and recovery from, this diseas&€éhe ASAM Criteria(dis-
state in which the patient is adequately supported to preverdussed in Part 1) provide a framework for assessing how
deterioration of their illness. diverse biopsychosocial factors contribute to an individual

Substance use disorder:Substance use disorder is patient’s addiction and the ty§re and intensity of treatment
marked by a cluster of cognitive, behavioral, and physiologicaheeded to support their recoverASAM views addiction as
symptoms indicating that the individual continues to use alcoholfundamentally a neurological disease involving brain reward,
nicotine, and/or other drugs despite significant related problemsnotivation, memory, and related circuitry, and recognizes that
Diagnostic criteria are given in the DSM25Substance use there are unifying features in all cases of addiction, including
disorder is the new nomenclature for what was included asubstance-related addiction and nonsubstance-related addic-
substance dependence and substance abuse in the BSM-4. tion. In this context, the preferred term by ASAM for this

Tolerance: A decrease in response to a drug dose thatlisorder is addiction involving opioid use.
occurs with continued use. If an individual is tolerant to a A variety of substances commonly associated with
drug, increased doses are required to achieve the effectgldiction work on specific receptors and neurotransmitter
originally produced by lower doses. Both physiological andsystems in the nervous system. Pharmacological agents used
psychosocial factors may contribute to the development ofn the treatment of addiction exert their effects via actions on
tolerance. Physiological factors include metabolic and funcspecific receptors. Hence, the medications used in the treat-
tional tolerance. In metabolic tolerance, the body can elimi-ment of addiction have efficacy based on their own molecular
nate the substance more readily, because the substancestsucture and the particular neurotransmitter receptors
metabolized at an increased rate. In functional tolerance, thaffected by that medication. Medications developed for the
central nervous system is less sensitive to the substance. Areatment of addiction involving opioid use may have benefits
example of a psychosocial factor contributing to tolerance ign the treatment of addiction involving an individual's use of
behavioral tolerance, when learning or altered environmentabther substances. For instance, naltrexone, which is approved
constraints change the effect of the drug. Acute tolerancéy the U.S. Food and Drug Administration (FDA) for the
refers to rapid, temporary accommodation to the effect of areatment of opioid dependence (using DSM" Edition
substance after a single dose. Reverse tolerance, also knoyDSM-4] terminology), is also FDA-approved for the treat-
as sensitization, refers to a condition in which the response tment of alcohol dependence (DSM-%).

a substance increased with repeated use. Tolerance is one of ASAM encourages clinicians, researchers, educators,
the criteria of the dependence syndrome. and policy makers to use the term “addiction involving ”

Withdrawal management: Withdrawal management regardless of whether the patient’s condition at a given point
describes services to assist a patient’s withdrawal. The livein its natural history seems to more prominently involve opioid

detoxifies, but clinicians manage withdrawal. use, alcohol use, nicotine use, or engagement in addictive
behaviors such as gambling. However, given the widespread
EXECUTIVE SUMMARY North American application of the DSM’s categorization of
disorders, thig’ractice Guidelinewill, for the sake of brevity
Purpose and convention, use the term opioid use disorder.
The American Society of Addiction Medicine (ASAM) In 2018, an estimated 10.3 million people in the United

developed thiNational Practice Guideline for the Treatment States misused opioids (representing 3.7% of the population
of Opioid Use Disordeto provide information on evidence- aged 12 or older), including 9.9 million people who misused
based treatment of opioid use disorder. (Hereafter, in thipain relievers, and 808,000 who misused hefoithe 2018
document, this National Practice Guideline will be referredNational Survey of Drug Use and Health (NSDUH) further
to asPractice Guideling This guideline is an update and found that 2.0 million persons in America met DSM-4 criteria
replacement of the 2015 ASAM National Practice Guidelinefor opioid use disordef.

2020 American Society of Addiction Medicine 7



White et el. Adopted by the ASAM Board of Directors December 18, 2019

Opioid misuse is associated with increased morbidity Prescribed courses of treatment described inFésc-
and mortality. The leading causes of death in people usingice Guidelineare effective only if the recommendations, as
opioids for non-medical purposes are overdose and traumaoutlined, are followed. Because lack of patient understanding
Injection drug use (intravenous or intramuscular [IM]) and adherence may adversely affect outcomes, clinicians
increases the risk of being exposed to HIV, viral hepatitis,should make every effort to promote the patient’s understand-
and other infectious agents. As a result of the opioid epidemicing of, and adherence to, prescribed and recommended phar-
drug-use associated infections, including infective endocardimacological and psychosocial treatments. Patients should be
tis, osteomyelitis, septic arthritis, and epidural abscesses, aieformed of the risks, benefits, and alternatives to a particular
increasing. A statewide study in North Carolina found thattreatment, and should be an active party to shared decision-
drug-use associated infective endocarditis requiring hospitalmaking whenever feasible.
ization and valve surgeries increased more than 12-fold ASAM recognizes that there are challenges to imple-

between 2007 and 2017. mentation of these guidelines in certain settings, particularly
in relation to the availability of all FDA approved medications
Scope of Guideline for the treatment of opioid use disorder and access to psycho-

ThisPractice Guidelinavas developed for the treatment social treatment in various communities and settings. How-
of opioid use disorder and the prevention of opioid overdoseever, this guideline aims to set the standard for best clinical
related deaths. The medications covered in this guideline argractice, providing recommendations for the appropriate care
mainly, but not exclusively, those that have been FDA-approveaf all patients with opioid use disorder in diverse settings. In
for the treatment of opioid dependence (DSM-4) or opioid usecircumstances in which theractice Guidelineas being used
disorder (DSM-5¥:° The most recent version, DSM-5, com- as the basis for regulatory or payer decisions, improvement in
bined the criteria for opioid abuse and opioid dependence, fromquality of care should be the goal. Recommendations in
prior versions of the DSM, in its new diagnosis of opioid usethis Practice Guidelinedo not supersede any Federal or
disorder. Therefore, pharmacologic treatment may not betate regulation.
appropriate for all patients along the entire opioid use disorder
continuum. In a study comparing opioid dependence fromOverview of Methodology
DSM-4 and opioid use disorder from DSM-5, optimal concor- This Practice Guidelinewas developed using the
dance occurred when four or more DSM-5 criteria wereRAND Corporation (RAND)/University of California, Los
endorsed (i.e., the DSM-5 threshold for moderate opioid uséngeles (UCLA) Appropriateness Method (RAM) a process
disorder)'* Other medications have been used off-label to treathat combines scientific evidence and clinical knowledge to
opioid use disorder (clearly noted in the text); however, thedetermine the appropriateness of a set of clinical proce-
Guideline Committee has not issued recommendations on thiures*> The RAM is a deliberate approach encompassing
use of those medications. As a final note, whether FDA-review of existing guidelines, literature reviews, appropriate-
approved or off-label, cost and/or cost-effectiveness were natess ratings, necessity reviews, and document development.
considerations in the development of tRigctice Guideline  For this project, ASAM selected an independent committee to

oversee guideline development, to participate in review of
Intended Audience treatment scenarios, and to assist in writing. For the 2015

This Practice Guidelinds primarily intended for clini-  guideline development process, ASAM’s then Quality
cians involved in evaluating patients and providing authori-Improvement Council, chaired by Margaret Jarvis, MD, over-
zation for pharmacological treatments at any level. Thesaw the selection process for the independent development
intended audience falls into the broad groups of physicianscommittee, referred to as the Guideline Committee.
other healthcare providers (especially those with prescribing The 2015 Guideline Committee was comprised of 11
authority); medical educators and faculty for other healthcareexperts and researchers from multiple disciplines, medical
professionals in training; and clinical care managers, includspecialties, and subspecialties, including academic research,

ing those offering utilization management services. internal medicine, family medicine, addiction medicine,
addiction psychiatry, general psychiatry, obstetrics/gynecol-
Qualifying Statement ogy, pharmacology, and clinical neurobiology. Physicians

This ASAM Practice Guidelineis intended to aid with both allopathic and osteopathic training were represented
clinicians in their clinical decision-making and patient man- in the Guideline Committee. The 2015 Guideline Committee
agement. Th@ractice Guidelinestrives to identify and define was assisted by a technical team of researchers from the
clinical decision-making junctures that meet the needna$t  Treatment Research Institute (TRI) affiliated with the Uni-
patients in most circumstancesClinical decision-making versity of Pennsylvania and worked under the guidance of Dr.
should involve consideration of the quality and availability Kyle Kampman who led the TRI team as Principal Investiga-
of expertise and services in the community wherein care igor in implementing the RAM.
provided. The recommendations in this guideline reflect the
consensus of an independent committee (see Methodolog®019 Focused Update New
Section) convened by ASAM between September 2018 and Between September 2018 and November 2019, ASAM
November 2019, to oversee a focused update of this Practiaeconvened an independent committee (see Methodology
Guideline. ThisPractice Guidelinewill be updated regularly  Section) to oversee a focused update of friactice Guide-
as clinical and scientific knowledge advances. line.” The purpose of the focused update was to develop new
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and revised recommendations based on a targeted review Gfiteria for inclusion in the focused update included new
new evidence, FDA approval of new buprenorphine formu-evidence and guidelines that were considered a) clinically
lations (see Table 1) and evolving clinical practice guidancemeaningful and applicable to a broad range of clinicians
A full update of the guideline is scheduled to begin in 2021.treating addiction involving opioid use, and b) urgently
ASAM’s Quality Improvement Council worked with a tech- needed to ensure the guideline reflects the current state of
nical team from RTI International to develop and oversee thdghe science for the existing recommendations, aligns with
scope of work for the focused update. other relevant practice guidelines, and reflects newly
The methods used to search the literature and subsepproved medications and formulations. Relevant evidence
guently develop guideline statements were consistent with theand current practices not meeting these criteria will be
RAM methodology employed for the 2015 publication. reviewed and incorporated into the full update as appropriate.

TABLE 1. Buprenorphine Formulations

Route of Administration Brand Names For the Treatment of Formulation Considerations

Dosing

Generic Name

Some risk for diversion or
misuse; Requires daily
compliance

Lower potential for misuse and
diversion (compared to
monoproduct); Requires daily
compliance

Generic versions availablg
similar to Subutex

Buprenorphine
(monoproduct)

Sublingual Tablets
Daily

Opioid withdrawal and opioid
use disorder

Generic versions availablg
in addition to
Suboxone, Cassipa,
Zubsolv, Bunavail

Buprenorphine and
naloxone

Sublingual tablets and
film
Daily

Opioid withdrawal and opioid
use disorder

Buprenorphine
extended-releasé

h

Extended-release Injectio|
(Monthly)

n Sublocade

Moderate to severe opioid us¢

disorder in patients who
have initiated treatment wit
transmucosal buprenorphin
followed by dose adjustmer
for a minimum of 7 days

—

No risk for patient diversion or

misuse; Requires patients to
be on a stable dose of
transmucosal buprenorphine
for at least 7 days; Monthly
instead of daily medication
compliance; Less fluctuation
in buprenorphine levels
(compared to daily doses)

Buprenorphine
extended-releasé

h

Extended-release Injectio|
(Weekly or Monthly)

n Brixadi

Moderate to severe opioid use
disorder in patients who
have initiated treatment wit
a single dose of
transmucosal buprenorphin
or who are already being
treated with buprenorphine

Tentative approval from FDA

(not eligible for marketing in
the U.S. until November 30,
2020). No risk for patient
diversion or misuse; only a
single prior dose of
transmucosal buprenorphine
required prior to initiation;
Weekly or Monthly instead
of daily medication
compliance; Less fluctuation
in buprenorphine levels
(compared to daily doses)

Buprenorphine
hydrochloride

Subcutaneous Implant
(Every 6 months)

Probuphine Implant

Treatment of opioid use disor
in patients who have
achieved and sustained
prolonged clinical stability
on low-to-moderate doses @
a transmucosal
buprenorphine (i.e., no mor
than 8 mg per day)

deRequires prolonged stability on

=

8 mg per day or less
transmucosal buprenorphine;
No risk for patient diversion
or misuse; Healthcare
provider training required for
implant insertion and
removal; Insertion site should
be examined one week after
insertion; Implant must be
removed after 6 months;
Risks associated with
improper insertion and
removal; Currently only FDA
approved for a total
treatment duration of one
year (one insertion per arm);
Less fluctuation in
buprenorphine levels
(compared to daily doses)

Some patients may experience withdrawal/cravings when switched to a different formulation.
Subutex was discontinued.
Table content was derived from FDA labels. Labels and label updates can be accessed at https://www.accessdata.fda.gov/scripts/cdéridaf/index.c
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Summary of Recommendations

Part 1. Assessment and Diagnosis of Opioid
Use Disorder

Assessment Recommendations

1.

10.

10

. (MINOR REVISION) The use of cannabis, stimulants,

The first clinical priority should be given to identifying 11.
and making appropriate referral for any urgent or emer-
gent medical or psychiatric problem(s), including drug-
related impairment or overdose.

Comprehensive assessment of the patient is
critical for treatment planning. However, completion of 12.
all assessments should not delay or preclude initiating
pharmacotherapy for opioid use disorder. If not com-
pleted before initiating treatment, assessments should be
completed soon thereafter.
(MINOR REVISION) Completion of the patient’s medi-
cal history should include screening for concomitant
medical conditions, including psychiatric disorders,
infectious diseases (viral hepatitis, HIV, and tuberculosis
[TB]), acute trauma, and pregnancy.

buprenorphine. While the combined use of these medi-
cations increases the risk of serious side effects, the harm
caused by untreated opioid use disorder can outweigh
these risks. A risk-benefit analysis should be conducted,
and greater support should be provided including careful
medication management to reduce risks.

(MINOR REVISION) A nicotine use query should be
completed routinely for all patients and counseling on
cessation of the use of tobacco products and electronic
nicotine delivery devices (e.g. vaping) provided

if indicated.

(MINOR REVISION) As part of comprehensive care the
patient should receive a multidimensional assessment (as
described inThe ASAM Criterig, including an assess-
ment of social and environmental factors to identify
facilitators and barriers to addiction treatment and
long-term recovery (including pharmacotherapy).
Addiction is a complex biopsychosocial illness, for
which the use of medication(s) is only one component
of comprehensive treatment.

(MINOR REVISION) A physical examination should be Diagnosis Recommendations

completed as a component of the comprehensive assess-
ment process. The prescriber (the clinician authorizing
the use of a medication for the treatment of opioid use
disorder) should ensure that a current physical examina-
tion is contained within the patient medical record before2.
(or soon after) a patient is started on pharmacotherapy.
(MINOR REVISION) Initial laboratory testing should
include a complete blood count, liver enzyme tests,3-
and tests for TB, hepatitis B and C, and HIV. Testing
for sexually transmitted infections should be strongly
considered. Hepatitis A and B vaccinations should be-
offered, if appropriate.

(MINOR REVISION) Women of childbearing potential
should be tested for pregnancy, and all women of child-
bearing potential should be queried regarding methods
of contraception.

(MINOR REVISION) Patients being evaluated for opioid
use disorder, 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 (such as is outlinediie ~ Pa
ASAM Criteriaand The ASAM Standarilé*® 1.
(MINOR REVISION) Opioid use disorder is often co-
occurring with other substance use disorders. Evaluation
of a patient with opioid use disorder should include a
detailed history of other past and current substance use
and substance use disorders.

2.

alcohol, and/or other addictive drugs should not be a
reason to withhold or suspend opioid use disorder treat- 3.
ment. However, patients who are actively using substan-
ces during opioid use disorder treatment may require
greater support including a more intensive level of care
(seeThe ASAM Criterisand The ASAM Standardl$*®
(MAJOR REVISION) The use of benzodiazepines and
other sedative-hypnotics should not be a reason to with-
hold or suspend treatment with methadone or

(MINOR REVISION) Other clinicians may diagnose opi-
oid use disorder, but confirmation of the diagnosis must be
obtained by the prescriber 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.
(MINOR REVISION) Validated clinical scales that mea-
sure withdrawal symptoms may be used to assist in the
evaluation of patients with opioid use disorder.

(MINOR REVISION) Drug testing is recommended dur-
ing the comprehensive assessment process, and during
treatment to monitor patients for adherence to prescribed
medications and use of alcohol, illicit, and controlled
substances. The frequency of testing is determined by
several factors including stability of the patient, type of
treatment, and treatment setting. For additional informa-
tion see The ASAM Appropriate Use of Drug Testing in
Clinical Addiction Medicine guidance documeht.

rt 2: Treatment Options
(MAJOR REVISION) All FDA approved medications for
the treatment of opioid use disorder should be available to
all patients. Clinicians should consider the patient’s
preferences, past treatment history, current state of ill-
ness, and treatment setting when deciding between the
use of methadone, buprenorphine, and naltrexone.
(NEW) There is no recommended time limit for
pharmacological treatment.
(MAJORREVISION) Patients’ psychosocial needs
should be assessed, and patients should be offered or
referred to psychosocial treatment based on their indi-
vidual needs. However, a patient’s decision to decline
psychosacial treatment or the absence of available psy-
chosocial treatment should not preclude or delay phar-
macotherapy, with appropriate medication management.
Motivational interviewing or enhancement can be used to
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10.

11.

encourage patients to engage in psychosocial treatment
services appropriate for addressing individual needs.
(MINOR REVISION) The venue in which treatment is
provided should be carefully considered. Methadone can

history of, opioid use disorder. Patients and family mem-
bers/significant others should be trained in the use of
naloxone in overdose.

only be provided in opioid treatment programs (OTPs) andPart 3: Treating Opioid Withdrawal

acute care settings (under limited circumstances). Bupret,
norphine can be prescribed by waivered clinicians in any
setting, including OTPs and office based opioid treatment
(OBOT) in accordance with the Federal law (21 CFR
§1301.28). Naltrexone can be prescribed in any setting
by any clinician with the authority to prescribe medication.
Clinicians should consider a patient’s psychosocial situa?2,
tion, co-occurring disorders, and risk of diversion when
determining which treatment setting is most appropriate
(seeThe ASAM Criterigor additional guidance).

(MINOR REVISION) Patients with active co-occurring
alcohol use disorder or sedative, hypnotic, or anxiolytic
use disorder (or who are in treatment for a substance use
disorder involving use of alcohol or other sedative drugs,
including benzodiazepines or benzodiazepine receptor
agonists) may need a more intensive level of care than
can be provided in an office-based setting. Persons whg,
are regularly using alcohol or other sedatives, but do not
meet the criteria for diagnosis of a specific substance use
disorder related to that class of drugs, should be
carefully monitored. 4

. (MAJORREVISION) The prescribing of benzodiaze-

pines or other sedative-hypnotics should be used with
caution in patients who are prescribed methadone or
buprenorphine for the treatment of an opioid use disorder.
While the combined use of these drugs increases the risk
of serious side effects, the harm caused by untreated,
opioid use disorder can outweigh these risks. A risk-
benefit analysis should be conducted when deciding
whether to co-prescribe these medications.

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.

(NEW) Opioid dosing guidelines developed for chronic
pain, expressed in morphine milligram equivalents
(MME), are not applicable to medications for the treat-
ment of opioid use disorders.

. (MINOR REVISION) Oral naltrexone for the treatment

of opioid use disorder is often adversely affected by poor
medication adherence and should not be used excem
under very limited circumstances. 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.

(MINOR REVISION) The Prescription Drug Monitoring

(MINOR REVISION) Using methadone or buprenorphine
for opioid withdrawal management is recommended over
abrupt cessation of opioids. Abrupt cessation of opioids
may lead to strong cravings, and/or acute withdrawal
syndrome which can put the patient at risk for relapse,
overdose, and overdose death.

(MINOR REVISION) Opioid withdrawal management
(i.e. detoxification) on its own, without ongoing treatment
for opioid use disorder, is not a treatment method for
opioid use disorder and is not recommended. Patients
should be advised about the risk of relapse and other
safety concerns, including increased risk of overdose
and overdose death. Ongoing maintenance medication,
in combination with psychosocial treatment appropriate
for the patient’s needs, is the standard of care for treating
opioid use disorder.

(MINOR REVISION) Assessment of a patient undergoing
opioid withdrawal management should include a thorough
medical history and physical examination, focusing on
signs and symptoms associated with opioid withdrawal.

. (MINOR REVISION) By regulation, opioid withdrawal

management with methadone must be done in an OTP or
an acute care setting (under limited circumstances). For
patients withdrawing from short acting opioids the initial
dose should typically be 20-30 mg per day and the patient
may be tapered off in approximately 6-10 days.
(MAJORREVISION) Opioid withdrawal management
with buprenorphine should not be initiated until there
are objective signs of opioid withdrawal. (See Part 3 for
more information on the timing of initiating buprenor-
phine.) Once signs of withdrawal have been objectively
confirmed, a dose of buprenorphine sufficient to suppress
withdrawal symptoms is given (an initial dose of 2-4 mg
titrated up as needed to suppress withdrawal symptoms).

6. (MAJOR REVISION) Alpha-2 adrenergic agonists (e.g.,

FDA-approved lofexidine and off-label clonidine) are safe
and effective for management of opioid withdrawal. How-
ever, methadone and buprenorphine are more effective in
reducing the symptoms of opioid withdrawal, in retaining
patients in withdrawal management, and in supporting the
completion of withdrawal management.

Opioid withdrawal management using ultra-rapid opioid
detoxification (UROD) is not recommended due to high
risk for adverse events or death. Naltrexone-facilitated
opioid withdrawal management can be safe and effective
but should be used only by clinicians experienced with this
clinical method, and in cases in which anesthesia or
conscious sedation are not employed.

Program (PDMP) should be checked regularly for thepart 4: Methadone
purpose of confirming medication adherence and to moni- 1, (MINOR REVISION) Methadone is a recommended

tor for the prescribing of other controlled substances.
Naloxone, for the reversal of opioid overdose,
should be provided to patients being treated for, or with a
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10.

12

(MAJOR REVISION) The recommended initial dose of
methadone ranges from 10 to 30 mg, with reassessment
as clinically indicated (typically in 2 to 4 hours). Use a
lower-than-usual initial dose (2.5 to 10 mg) in individuals
with no or low opioid tolerance.

(MAJOR REVISION) Following initial withdrawal stabi-  11.
lization, the usual daily dose of methadone ranges from 60
to 120 mg. Some patients may respond to lower doses and
some may need higher doses. Methadone titration should
be individualized based on careful assessment of the
patient’s response and generally should not be increased
every day. Typically, methadone can be increased by no
more than 10 mg approximately every 5 days based on the
patient’s symptoms of opioid withdrawal or sedation.

The administration of methadone should be monitored
because unsupervised administration can lead to misuse

methadone and other opioids, before they can receive
naltrexone. 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.

(MINOR REVISION) There is no recommended time
limit for pharmacological treatment with methadone.
Patients who discontinue methadone treatment should
be made aware of the risks associated with opioid over-
dose, and especially the increased risk of overdose death if
they return to illicit opioid use. Treatment alternatives
including buprenorphine (see Part 5) and naltrexone (see
Part 6), as well as opioid overdose prevention with nalox-
one (see part 13), should be discussed with any patient
choosing to discontinue treatment.

and diversion. OTP regulations require monitored medi-Part 5. Buprenorphine

cation administration until the patient’s clinical response 1.
and behavior demonstrates that prescribing non-moni-
tored doses is appropriate.

(MAJORREVISION) Patients’ psychosocial needs
should be assessed, and patients should be offered o2.
referred to psychosocial treatment based on their indi-
vidual needs, in conjunction with methadone in the
treatment of opioid use disorder. However, a patient’s
decision to decline psychosocial treatment or the absence
of available psychosocial treatment should not preclude 3.
or delay treatment with methadone, with appropriate
medication management. Motivational interviewing or
enhancement can be used to encourage patients to engage
in psychosocial treatment services appropriate for 4.
addressing their individual needs.

(MINOR REVISION) For patients who previously
received methadone for the treatment of opioid use
disorder, methadone should be reinstituted immediately

if relapse occurs or if an assessment determines that the
risk of relapse is high (unless contraindicated). Re-initi-
ation of methadone should follow the recommendations
above regarding initial dose and titration. 5.

. (MINOR REVISION) Strategies directed at relapse pre-

vention are an important part of addiction treatment and
should be included in any plan of care for a patient
receiving opioid use disorder treatment or ongoing mon-
itoring of the status of their disorder.

. (MINOR REVISION) Transitioning from methadone to

another medication for the treatment of opioid use disorder
may be appropriate if the patient experiences dangerous or
intolerable side effects or is not successful in attaining or 6.
maintaining treatment goals through the use of methadone.

. (MINOR REVISION) Patients transitioning from metha-

done to buprenorphine in the treatment of opioid use
disorder should ideally be on low doses of methadone
before making the transition. 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 expe-
rience significant discomfort in transitioning medications.
(MINOR REVISION) Patients transitioning from meth-
adone to naltrexone must be completely withdrawn from

(NEW) Buprenorphine is a recommended treatment for
patients with opioid use disorder, who are able to give
informed consent and have no specific contraindication
for this treatment.
(MINOR REVISION) For patients who are currently
opioid dependent, buprenorphine should not be initiated
until there are objective signs of opioid withdrawal to
reduce the risk of precipitated withdrawal. (See discus-
sion).
(MAJORREVISION) Once objective signs of with-
drawal are observed, initiation of buprenorphine should
start with a dose of 2—4 mg. Dosages may be increased in
increments of 2—8 mg.
(MAJOR REVISION) The setting for initiation of bupre-
norphine should be carefully considered. Both office-based
and home-based initiation are considered safe and effective
when starting buprenorphine treatment. Clinical judgement
should be used to determine the most appropriate setting for
a given patient and may include consideration of the
patient’s past experience with buprenorphine and assess-
ment of their ability to manage initiation at home.
(MAJOR REVISION) Following initiation, buprenor-
phine dose should be titrated to alleviate symptoms.
To be effective, buprenorphine dose should be sufficient
to enable patients to discontinue illicit opioid use. Evi-
dence suggests that 16 mg per day or more may be more
effective than lower doses. There is limited evidence
regarding the relative efficacy of doses higher than 24 mg
per day, and the use of higher doses may increase the risk
of diversion’®

The FDA recently approved several new bupre-
norphine formulations for treatment of opioid use disor-
der (see Table 1). As data regarding the effectiveness of
these products are currently limited, clinicians should use
these products as indicated and be mindful of emerging
evidence as it becomes available.
(MAJORREVISION) Patients’ psychosocial needs
should be assessed, and patients should be offered or
referred to psychosocial treatment based on their indi-
vidual needs, in conjunction with buprenorphine in the
treatment of opioid use disorder. However, a patient’s
decision to decline psychosocial treatment or the absence
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10.

11.

12.

13.

14.

of available psychosocial treatment should not preclude
or delay buprenorphine treatment, with appropriate med-
ication management. Motivational interviewing or 3.

who metabolize naltrexone more rapidly, may benefit from
dosing as frequently as every 3 weeks.
(MAJORREVISION) Oral naltrexone is not recom-

enhancement can be used to encourage patients to engagemended except under limited circumstances (see Part 6

in psychosocial treatment services appropriate for
addressing their individual needs. 4.
(MINOR REVISION) Clinicians should take steps to
reduce the chance of buprenorphine diversion. Recom-
mended strategies may include frequent office visits (e.g.,
weekly in early treatment); drug testing, including testing
for buprenorphine and metabolites; and recall visits for
medication counts. Refer tASAM’s Sample Diversion
Control PO|iC¥ for additional strategies to reduce the risk
for diversion™®

(MINOR REVISION) Drug testing should be used to
monitor patients for adherence to buprenorphine and.
use of illicit and controlled substances. For additional
guidance se&he ASAM Appropriate Use of Drug Testing

in Clinical Addiction Medicine™*

(MINOR REVISION) Patients should be seen frequently
at the beginning of treatment until they are determined tab.
be stable.

When considering a transition from buprenorphine to nal-
trexone, providers should note that 7—14 days should
typically elapse between the last dose of buprenorphine
and the start of naltrexone to ensure that the patient is not
physically dependent on opioids before starting naltrexone.
(MINOR REVISION) When considering a transition
from buprenorphine to methadone, there is no required
time delay because the transition to a full mu-opioid
agonist from a partial agonist does not typically result in
an adverse reaction.

(MINOR REVISION) There is no recommended time
limit for pharmacological treatment with buprenorphine.
Patients who discontinue buprenorphine treatment
should be made aware of the risks associated with opioid.
overdose, and especially the increased risk of death if
they return to illicit opioid use. Treatment alternatives
including methadone (see Part 4) and naltrexone (see Part
6), as well as opioid overdose prevention with naloxone
(see part 13) should be discussed with any patient choos-
ing to discontinue treatment.

(MINOR REVISION) Buprenorphine taper and discon-
tinuation is a slow process and close monitoring is

for more details).

(MAJOR REVISION) Patients’ psychosocial needs should
be assessed, and patients should be offered or referred to
psychosocial treatment based on their individual needs, in
conjunction with extended-release naltrexone. A patient's
decision to decline psychosocial treatment or the absence of
available psychosocial treatment should not preclude or delay
naltrexone treatment, with appropriate medication manage-
ment. Motivational interviewing or enhancement can be used
to encourage patients to engage in psychosocial treatment
services appropriate for addressing their individual needs.
(MINOR REVISION) There is no recommended length of
treatment with naltrexone. Dation depends on clinical
judgment and the patient’s individual circumstances. Because
there is no physical dependenasaciated with naltrexone, it
can be stopped abruptly without withdrawal symptoms.
(MINOR REVISION) Transitioning from naltrexone to
methadone or buprenorphine should be planned, consid-
ered, and monitored. Transitioning from an antagonist such
as naltrexone to a full agonist (methadone) or a partial
agonist (buprenorphine) is generally less complicated than
transitioning 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 transitioned from naltrexone to
buprenorphine or methadone will not have physical depen-
dence on opioids and thus the initial doses of methadone or
buprenorphine should be low. Patients should not be tran-
sitioned until a significant amount of the naltrexone is no
longer in their system, about 1 day for oral naltrexone or
28 days for extended-release injectable naltrexone.
(MINOR REVISION) Patients who discontinue naltrexone
treatment should be made aware of the increased risks
associated with opioid overdose, and especially the increased
risk of overdose death, if they return to illicit opioid use.
Treatment alternatives including methadone (see Part 4) and
buprenorphine (see Part 5), as well as overdose prevention
with naloxone (see part 13) should be discussed with any
patient choosing to discontinue treatment.

recommended. Buprenorphine tapering is generallyPart 7: Psychosocial Treatment in Conjunction
accomplished over several months. Patients should beith Medications for the Treatment of Opioid
encouraged to remain in treatment for ongoing monitor-Use Disorder

ing past the point of discontinuation. 1.

Part 6: Naltrexone

1.

(MAJOR REVISION) Extended-release injectable nal-
trexone is a recommended treatment for preventing relapse
to opioid use disorder in patients who are no longer
physically dependent on opioids, able to give informed
consent, and have no contraindications for this treatment.
(MAJOR REVISION) Extended-release injectable nal-
trexone should generally be administered every 4 weeks
by deep IM injection in the gluteal muscle at the set dosage
of 380mg per injection. Some patients, including those

2020 American Society of Addiction Medicine

(MAJOR REVISION) Patients’ psychosocial needs should
be assessed, and patients should be offered or referred to
psychosacial treatment, based on their individual needs, in
conjunction with any pharmacotherapy for the treatment
of, or prevention of relapse to, opioid use disorder. How-
ever, a patient’s decision to decline psychosocial treatment
or the absence of available psychosocial treatment should
not preclude or delay pharmacological treatment of opioid
use disorder, with appropriate medication management.
Motivational interviewing or enhancement can be used to
encourage patients to engage in psychosocial treatment
services appropriate for addressing their individual needs.
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2.

Treatment planning should include collaboration with
qualified behavioral healthcare providers to determine

the optimal type and intensity of psychosocial treatment 9.

and for renegotiation of the treatment plan for circum-
stances in which patients do not adhere to recommended
plans for, or referrals to, psychosocial treatment.

10.

Part 8: Special Populations: Pregnant Women

1.

14

(NEW) The first priority in evaluating pregnant women

for opioid use disorder should be to identify emergent orl1.
urgent medical conditions that require immediate referral
for clinical evaluation.

(MINOR REVISION) Treatment with methadone or
buprenorphine is recommended and should be initiated
as early as possible during pregnancy. 12.

. (MAJOR REVISION) Pregnant women who are physi-

cally dependent on opioids should receive treatment
using methadone or buprenorphine rather than with-
drawal management or psychosocial treatment alone.

. (MAJORREVISION) A medical examination and psy- 13.

chosocial assessment are recommended when evaluating
pregnant women for opioid use disorder. However, com-
pletion of all assessments should not delay or preclude
initiating pharmacotherapy for opioid use disorder. If not
completed before initiating treatment, assessments
should be completed as soon as possible thereafter.
Obstetricians and gynecologists, and other healthcare
providers that care for pregnant women, 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, expd4.
rience poor weight gain, or exhibit signs of withdrawal

or intoxication.

. (MAJOR REVISION) The psychosocial needs of preg-

nantwomen being treated for opioid use disorder should be
assessed and patients should be offered or referred to
psychosocial treatment based on their individual needs.
Awoman’s decision to decline psychosocial treatment or
the absence of available psychosocial treatment should not
preclude or delay pharmacological treatment, with appro-
priate medication management, during pregnancy. Moti-
vational interviewing or enhancement can be used tdl5.
encourage patients to engage in psychosocial treatment
services appropriate for addressing their individual needs.
Counseling and testing for HIV should be provided (in
accordance with state law). Tests for hepatitis B and CL6.
and liver enzymes are also suggested. Hepatitis A and B
vaccinations is recommended for those whose hepatitis
serology is negative.

(MINOR REVISION) Drug and alcohol testing should be

Use of Drug Testing in Clinical Addiction Medicine
guidance documerif'

(MINOR REVISION) Care for pregnant women with
opioid use disorder should be comanaged by a clinician
experienced in obstetrical care and a clinician experi-
enced in the treatment of opioid use disorder.
Hospitalization during initiation of methadone or bupre-
norphine may be advisable due to the potential for
adverse events, especially in the third trimester.
(MAJOR REVISION) Methadone should be initiated at a
dose range of 10—-30 mg. Incremental doses of 5-10mg
is recommended every 3—6hours, as needed, to treat
withdrawal symptoms, to a maximum fist day dose of 30-
40mg.

(MAJOR REVISION) After initiation, clinicians should
increase the methadone dose by no more than 10mg
approximately every 5 days. The goal is to maintain the
lowest dose that controls withdrawal symptoms and
minimizes the desire to use additional opioids.

(MINOR REVISION) Clinicians should be aware that
the pharmacokinetics of methadone are affected by preg-
nancy. With advancing gestational age, plasma levels of
methadone progressively decrease and clearance
increases. Increased and/or split doses may be needed
as pregnancy progresses. 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 OTP. After childbirth, doses may need to
be adjusted (typically reduced) based on changes in
weight and metabolism.

(MAJOR REVISION) If a woman becomes pregnant
while she is receiving naltrexone, it may be appropriate
to discontinue the medication if the patient and clinician
agree that the risk of relapse is low. A decision to remain
on naltrexone during pregnancy should be carefully
considered by the patient and her clinician and should
include a discussion on the insufficiency of research on
risks (if any) of continued use of naltrexone. If the patient
chooses to discontinue treatment with naltrexone and is at
risk for relapse, treatment with methadone or buprenor-
phine should be considered.

(MINOR REVISION) Use of naloxone challenge (see
glossary) to test for opioid dependence and risk of
precipitated withdrawal is not recommended for pregnant
women with opioid use disorder.

(MINOR REVISION) Unless otherwise contraindicated
(see Part 8), mothers receiving methadone or buprenor-
phine for treatment of opioid use disorders should be
encouraged to breastfeed.

used to monitor patients for adherence to medication andPart 9: Special Populations: Individuals with
for use of illicit and controlled substances. This should bePain

done with informed consent from the mother, realizing 1.
that there may be adverse legal and social consequences
for substance use. State laws differ on reporting sub-
stance use during pregnancy. Laws that penalize women
for substance use and for obtaining treatment serve to
prevent women from obtaining prenatal care and worsen
outcomes. For further clarity see TASAM Appropriate

(MINOR REVISION) For all patients with pain, it is
important that the correct diagnosis is made and that
pain is addressed. Alternative treatments including non-
opioid medications with pain modulating properties,
behavioral approaches, physical therapy, and procedural
approaches (e.g., regional anesthesia) should be consid-
ered before prescribing opioid medications for pain.
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(MINOR REVISION) If pharmacological treatment is
considered, non-opioid analgesics, such as acetamino-
phen and NSAIDs, and non-opioid medications with pain
modulating properties should be tried first.

(MINOR REVISION) For patients with pain who have an 11.
active opioid use disorder but are not in treatment,
methadone or buprenorphine should be considered.
The patient’s opioid use disorder and pain should be
stabilized and managed concurrently.

(MAJOR REVISION) For patients taking methadone or
buprenorphine for the treatment of opioid use disorder,12.
temporarily increasing the dose or dosing frequency (i.e.
split dosing to maximize the analgesic properties of these
medications) may be effective for managing pain. (Titra-
tion of methadone should follow the guidance in Part 4 of
this guideline)

(MAJOR REVISION) For patients taking methadone for
the treatment of opioid use disorder who have acute pain
refractory to other treatments and require additional
opioid-based analgesia, adding a short acting full agonist

13.

as described for acute pain above. The initial dose and
titration should typically be determined by the prescriber.
In general, pre-surgery daily doses of these medications
canberesumed ifthey were withheld for less than 2-3 days.
(MINOR REVISION) Patients on naltrexone may not
respond to opioid analgesics in the usual manner. There-
fore, it is recommended that mild pain be treated with
non-opioid analgesics, and moderate to severe pain be
treated with higher potency NSAIDs (e.g. ketorolac) on a
short-term basis.

(MINOR REVISION) Oral naltrexone should be discon-
tinued 72hours before surgery and extended-release
injectable naltrexone should be discontinued 30 days
before an anticipated surgery. (Reinitiation of naltrexone
should follow the guidance in Part 6 of this guideline)
(NEW) Naltrexone’s blockade of the mu opioid receptor
can often be overcome when necessary with high potency full
agonist opioids. In these instances, patients should be closely
monitored in an emergency piartment or hospital setting.

opioid to their regular dose of methadone can be considPart 10: Special Populations: Adolescents

ered to manage moderate to severe acute pain. The doge
of additional full agonist opioid analgesic prescribed is
anticipated to be higher than the typical dose necessary to
achieve adequate analgesia in opioidweaindividuals. 2.
(NEW) Patients receiving buprenorphine for opioid use
disorder who have moderate to severe acute pain refrac-
tory to other treatments and require additional opioid-
based analgesia may benefit from the addition of as-
needed doses of buprenorphine. 3.

. (MAJOR REVISION) The addition of a short-acting full

agonist opioid to the patient’s regular dose of buprenor-
phine can be effective for the management of severe acute
pain in supervised settings, such as during hospitaliza-
tion. The dose of additional full agonist opioid analgesic
prescribed is anticipated to be higher than the typical
dose necessary to achieve adequate analgesia in opioid-
nave individuals. Because of a lack of evidence, the
committee was unable to come to consensus on whether
this adjunct treatment can be safely prescribed in ambu-
latory care settings.

(MAJOR REVISION) Discontinuation of methadone or
buprenorphine before surgery is not required. Higher4,
potency intravenous full agonists opioids can be used
perioperatively for analgesia.

(MINOR REVISION) Decisions related to discontinuing

or adjusting the dose of buprenorphine prior to a planned
surgery should be made on an individual basis, througls.
consultation between the surgical and anesthesia teams
and the addiction treatment provider when possible.
(MAJOR REVISION) If it is decided that buprenorphine

Clinicians should consider treating adolescents who have
opioid use disorder using the full range of treatment
options, including pharmacotherapy.

(MINOR REVISION) Opioid agonists (methadone and
buprenorphine) and antagonists (naltrexone) may be con-
sidered for treatment of opioid use disorder in adolescents.
Federal laws and FDA approvals should be considered when
recommending pharmacotherapy for adolescent patients.
(MAJOR REVISION) Psychosocial treatment is recom-
mended in the treatment of adolescents with opioid use
disorder. The risk benefit balance of pharmacological
treatment without concurrent psychosocial treatment
should be carefully considered and discussed with the
patient and her or his parent or guardian as appropriate.
A patient’s decision to decline psychosocial treatment or
the absence of available psychosocial treatment should not
preclude or delay pharmacological treatment of opioid use
disorder, with appropriate medication management. Moti-
vational interviewing or enhancement can be used to
encourage patients to engage in psychosocial treatment
services appropriate for addressing their individual needs.
(MINOR REVISION) Concurrent practices to reduce
infection (e.g., risk behavior reduction interventions) are
recommended as components of comprehensive treatment
for the prevention of blood-borne viruses (infections related
to injection practices) and sexually transmitted infections.
Adolescents may benefit from treatment in specialized
treatment programs that provide multidimensional ser-
vices (SeeThe ASAM Criteriaguidelinesy

or methadone should be discontinued before a plannefart 11: Special Populations: Individuals with
surgery, this may occur the day before or the day of surgeryCo-occurring Psychiatric Disorders

based on surgical and anesthesia team recommendatioris.
Higher-potency intravenous full agonists opioids can be
used perioperatively for analgesia. Methadone or bupre-
norphine can be resumed post-operatively when the need
for full opioid agonist analgesia has resolved, with addi-
tional considerations for post-operative pain management

2020 American Society of Addiction Medicine

(MINOR REVISION) A comprehensive assessment includ-
ing determination of mental health status and suicide
risk should be used to evaluate whether the patient is stable.
Patients with suicidal or homicidal ideation should
be referred immediately for treatment and possibly hospitali-
zation.
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Management of patients at risk for suicide should4.
include reducing immediate risk, managing underlying
factors associated with suicidal intent, and monitoring
and follow-up.

(MINORREVISION) All patients with psychiatric
disorders should be asked about suicidal ideation and
behavior. Patients with a history of suicidal ideation or
attempts should have adherence for opioid use disorder
and psychiatric disorder medications monitored more5.
closely.

(MINOR REVISION) Assessment for psychiatric disorder
should occur at the onset of agonist or antagonist treat-
ment. However, completion of all assessments should not
delay or preclude initiating pharmacotherapy for opioid
use disorder. If not completed before initiating treatment,

(MAJOR REVISION) Initiation or maintenance of phar-
macotherapy for the treatment of opioid use disorder is
recommended for individuals within the criminal justice
system (including both jails and prisons). Criminal justice
staff should coordinate care and access to pharmacother-
apy to avoid interruption in treatment. Patients should not
be forced to transition from agonist (methadone or bupre-
norphine) to antagonist (naltrexone) treatment.

(MAJOR REVISION) Individuals in the criminal justice
system who have opioid use disorder or who are experienc-
ing opioid withdrawal should be offered a combination of
pharmacotherapy and psychosocial treatment (based on an
assessment of their individual psychosocial needs). A
patient’s decision to decline psychosocial treatment or
the absence of available psychosocial treatment should

assessments should be completed as soon as possible not preclude or delay pharmacological treatment of opioid

thereafter. Reassessment using a detailed mental status
examination should occur after stabilization with metha-
done, buprenorphine, or naltrexone.

(MAJORREVISION) Pharmacotherapy in conjunction
with psychosocial treatment should be offered to patients.
with opioid use disorder and a co-occurring psychiatric
disorder. A patient's decision to decline psychosocial
treatment or the absence of available psychosocial treat-
ment should not preclude or delay pharmacological treat-
ment of opioid use disorder, with appropriate mediation?7.
management. Motivational interviewing or enhancement
can be used to encourage patients to engage in psychoso-
cial treatment services appropriate for addressing their
individual needs.

. Clinicians should be aware of potential interactions

between medications used to treat co-occurring psychiat-
ric conditions and opioid use disorder.

Assertive community treatment should be considered for
patients with co-occurring schizophrenia and opioid useB.
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

1. (NEW) All FDA approved medications for the treatment Part 13: Naloxone for the Treatment of Opioid
of opioid use disorder should be available to individualsOverdose

16

receiving healthcare within the criminal justice system.1.
The treatment plan, including choice of medication,
should be based on the patient’s individual clinical needs2.
(MINOR REVISION) Continuation of treatment after
release results in a substantial reduction in all-cause and
overdose mortality. Treatment should be individualized,3.
and patients should receive complete information to make
informed decisions in consultation with a medical and
treatment team.

. (NEw) Individuals entering theréminal justice system

should not be subject to forced opioid withdrawal.
Patients being treated for opioid use disorder at the time
of entrance into the criminal justice system should con-4.
tinue their treatment. Patients with opioid use disorder
who are not in treatment should be assessed and offered
individualized pharmacotherapy and psychosocial treat-
ment as appropriate.

use disorder, with appropriate medication management.
Motivational interviewing or enhancement can be used to
encourage patients to engage in psychosocial treatment
services appropriate for addressing their individual needs.
(NEw) If an OTP is not accessible, providers may need to
transition individuals from methadone to buprenorphine.
Effectively transitioning from methadone to buprenor-
phine can be challenging but can be achieved safely if
managed by a provider experienced in the procedure.
(MAJOR REVISION) Risk for relapse and overdose is
particularly high in the weeks immediately following
release from prison and jails. Patients being treated for
opioid use disorder while in prison or jail should be
stabilized on pharmacotherapy (methadone, buprenor-
phine or naltrexone) and continue in treatment after their
release. Patient care on reentry to the community should be
individualized and coordinated with treatment providers in
the community.

(NEW) Naloxone kits should be available within correc-
tional facilities. Individuals with opioid use disorder
should receive a naloxone kit prior to release, and indi-
viduals and families should be educated in how to
administer naloxone.

(MAJOR REVISION) Naloxone should be administered in
the event of a suspected opioid overdose.

(MINOR REVISION) Naloxone may be administered to
pregnant women in cases of overdose to save the mother’s
life.

(MINOR REVISION) Patients who are being treated for
opioid use disorder (as well as people with a history of
opioid use disorder leaving incarceration) and their family
members/significant others should be given naloxone kits
or prescriptions for naloxone. Patients and family mem-
bers/significant others should be trained in the use of
naloxone in overdose.

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 carry and
administer naloxone.
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INTRODUCTION treatment of opioid dependence (using DSM, 4th Edition
[DSM-4] terminology), is also FDA-approved for the treat-
Purpose ment of alcohol dependence (DSM%).
The American Society of Addiction Medicine (ASAM) ASAM encourages clinicians, researchers, educators,

developed th&lational Practice Guideline for the Treatment of and policy makers to use the term “addiction involving __ "
Opioid Use Disorder(the Practice Guideling to provide regardless of whether the patient’s condition at a given pointin
information on evidence-based treatment of opioid use disorits natural history seems to more prominently involve opioid
der. This guideline is intended to assist clinicians in the deciuse, alcohol use, nicotine use, or engagement in addictive
sion-making process for prescribing pharmacotherapies anoehaviors such as gambling. However, given the widespread
psychosocial treatments to patients with opioid use disorderNorth American application of the DSM’s categorization of
Specifically, thePractice Guideline disorders, thiractice Guidelinewill, for the sake of brevity
and convention, use the term opioid use disorder.

Identifies current practices and outstanding questions

regarding the safe and effective use of medications folEpidemiology

the treatment of opioid use disorder. In 2018, an estimated 10.3 million people in the United

Uses a methodology that integrates evidence-based pra&tates misused opioids (representing 3.7% of the population

tices and expert clinical judgment to develop recommen-aged 12 or older), including 9.9 million pain reliever misusers

dations on best practices in opioid use disorder treatmentind 808,000 heroin users. The 2018 National Survey of Drug

Presents best practices in a cohesive document for cliniJse and Health (NSDUH) found that 2.0 million persons in

cians’ use to improve the effectiveness of opioid useAmerica met DSM 5 criteria for opioid use disorddmpor-

disorder treatment. tantly, nonmedical use of prescription opioids has been shown
to be associated with the initiation of heroin use. In a study
Background on Opioid Use Disorder pooling data from the NSDUH from 2002 to 2012, the

Opioid use disorder is a brain disorder that can range inncidence of heroin use was 19 times greater among individ-
severity from mild to severe. Diagnosis of this disorder is basedials who reported prior nonmedical use of prescription
on a checklist of symptoms defined in tldiagnostic and opioids compared to individuals who did not report prior
Statistical Manual of Mental Disorders, 5th EditigdSM-5)  nonmedical prescription opioid usé.
developed by the American Psychiatric Association.

ASAM defines addiction as “a treatable, chronic medi- Mortality and Morbidity
cal disease involving complex interactions among brain cir- Opioid misuse is associated with increased mortality. In
cuits, genetics, the environment, and an individual’s lifethe United States, more than 70,200 people died from drug
experiences. People with addiction use substances or engageerdoses in 2017; 47,600 of these deaths involved opft8ids.
in behaviors that become compulsive and often continuélhese deaths include overdose from both illicit and prescrip-
despite harmful consequences.” Addiction is a serious biopsytion drugs. The sharpest increase occurred for deaths related
chosaocial illness, meaning that biological, psychological, ando fentanyl and fentanyl analogs (other synthetic narcotics)
social factors can all contribute to both the development ofwhich accounted for 28,400 overdose deaths in 2017. Drug
and recovery from, this diseas&éhe ASAM Criteria(dis- overdose deaths involving heroin rose from 1,960 in 1999 to
cussed in Part 1) provide a framework for assessing how5,482 in 2017, and drug overdose deaths from prescription
diverse biopsychosocial factors contribute to an individualopioids rose from 3,442 in 1999 to 17,029 in 2017.
patient’s addiction and the type and intensity of treatment Risky behaviors associated with opioid misuse increase
needed to support their recovery. ASAM views addiction ashe risk of exposure to HIV, viral hepatitis, and other infectious
fundamentally a neurological disease involving brain rewardagents through contact with infected blood or body fluids (e.g.,
motivation, memory, and related circuitry, and recognizes thasemen) that results from sharing syringes and injection para-
there are unifying features in all cases of addiction, includingphernalia, or through unprotected sexual contadearly one
substance-related addiction and nonsubstance-related addio- 10 new HIV diagnoses occur among people who inject
tion. In this context, the preferred term by ASAM for this drugs!® Importantly, injection drug use (IDU) is the highest-
disorder isaddiction involving opioid use risk behavior for acquiring hepatitis C virus. More than 41,000

A variety of substances commonly associated withAmericans were newly diagnosed with acute hepatitis C in
addiction work on specific receptors and neurotransmitte2016 with most new infections driven by ID49.
systems in the nervous system. Pharmacological agents used Estimates of the total United States economic burden
in the treatment of addiction exert their effects via actions orresulting from the opioid crisis vary widely. One estimate
specific receptors. Hence, the medications used in the treasuggested an economic cost of $78.5 billion per year and
ment of addiction have efficacy based on their own moleculaincluded costs related to health care, lost productivity, addic-
structure and the particular neurotransmitter receptorsion treatment, and criminal justice involvemerit.?®
affected by that medication. Medications developed for theAnother estimate, from the Council of Economic Advisors,
treatment of addiction involving opioid use may have benefitsfound an economic cost of $696 billion in 2018 alone
in the treatment of addiction involving an individual's use of including the value of lost lives, as well as increases in
other substances. For instance, naltrexone, which is approvdgtalthcare and substance abuse treatment costs, increases
by the U.S. Food and Drug Administration (FDA) for the in criminal justice costs, and reductions in productivity.
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Scope of Guideline has been in use, off label, in clinical settings for over
This Practice Guidelinewas developed to assist clini- 25 years.
cians in the evaluation and treatment of opioid use disorder. ASAM recognizes that withdrawal management and
Although there are existing guidelines for the treatment ofwithdrawal management medications could be potential
opioid use disorder, multiple new formulations of medicationstopics for future comprehensive guideline development.
used for its treatment have been approved over the last feddSAM will regularly review its published guidelines to
years. Moreover, few of the existing guidelines address theletermine when partial or full updates are needed (see
needs of special populations such as pregnant women, ind2019 Focused Update section below). The emergence of
viduals with co-occurring psychiatric disorders, individuals newly approved medications, medical devices and new
with pain, adolescents, or individuals involved in the criminal research will be considered as part of this process. Since first
justice system. publication of this guideline, ASAM developed a consensus
Overall, thePractice Guidelinecontains recommenda- document that addresses topics discussed in Phigtice
tions for the evaluation and treatment of opioid use disorderGuideline (The ASAM Appropriate Use of Drug Testing in
opioid withdrawal management, psychosocial treatment, speClinical Addiction Medicinef® For this, and any new ASAM
cial populations, and opioid overdose. guidelines published before a full update to thHsactice
Guideling itis to be assumed that the recommendations in the
Part 1: Contains guidelines on the evaluation of opioid latter documents will take precedence until th#sactice

use disorder Guidelineis updated.

Part 2: Provides recommendations regarding treatment

options Intended Audience

Part 3: Describes the management of opioid withdrawal This Practice Guidelinds intended for all clinicians, at
Parts 4-6: Provide guidelines on medications for treating any level, involved in evaluating for, and/or providing, opioid
opioid use disorder use disorder treatment in the United States. The intended

Part 7: Describes psychosocial treatment used in conjuncaudience falls into the following broad groups:
tion with medications
Parts 8-12: Provide guidelines for treating special pop- 1. Clinicians, including physicians, nurse practitioners

ulations and circumstances (NPs), physician assistants (PA), clinical nurse specialists,
Part 13: Describes the use of naloxone in treating certified registered nurse anesthetists, and certified nurse
opioid overdose midwives involved in the assessment, diagnosis, and treat-
ment of opioid use disorder. General practice clinicians
Included and Excluded Medications (including those providing primary care, family practice,
The medications covered in this guideline include the pediatric, obstetric, gynecologic, emergency, and urgent
following: care services) are often first-line providers of medical care
related to opioid use disorder and are also a key audience
1. Methadone (part 4) for the guideline.
2. Buprenorphine (part 5) 2. Clinicians involved with the completion of health assess-
3. Naltrexone (part 6) ments and delivery of health services to special popula-
4. Naloxone (part 13) tions.
5. Clonidine (part 3) 3. Clinicians involved in making an initial assessment and
6. Lofexidine (part 3) offering psychosocial treatments in conjunction with med-

ications to treat opioid use disorder.

Methadone, buprenorphine, naltrexone, and naloxond. Clinical case managers responsible for clinical
all act directly upon opioid receptors, particularly the mu-  care support, coordinating hi#arelated and social ser-
subtype. Methadone is a mu-receptor agonist; buprenorphine vices, and tracking of pati¢mdherence to the treatment
is a partial mu-receptor agonist; and naltrexone is an antago- plan.
nist. Buprenorphine and naltrexone are also kappa opioid
receptor antagonists which may contribute to their therapeutiQualifying Statement
effects?*?® Naloxone is a fast-acting antagonist used to The ASAM Practice Guidelinds intended to aid clini-
reverse opioid overdose, a condition that may be life-threateians in their clinical decision-making and patient manage-
ening. Because of the differing actions of these medications anent. The document strives to identify and define clinical
the receptor level, they can have very different clinical effectsdecision-making junctures that meet the needs nufst
during treatment. patientsin most circumstanced he ultimate judgment about

Clonidine and lofexidine for the management of care of a particular patient must be made together by the
opioid withdrawal are described in Part 3: Treating clinician and the patient in light of all the circumstances
Opioid Withdrawal of this Practice Guideline. Lofexidine presented by the patient. As a result, situations may arise in
has been used for the management of opioid withdrawalvhich deviations from th@ractice Guidelinemay be appro-
for many years and was approved for this indication bypriate. Clinical decision-making should involve consideration
the FDA in May 2018. Clonidine is not FDA-approved of the quality and availability of expertise and services in the
for opioid withdrawal syndrome in the United States butcommunity wherein care is provided.
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In circumstances in which th@ractice Guidelineis  and other entities among members of the Guideline Commit-
being used as the basis for regulatory or payer decisionsee. All QIC members, committee members, and external
improvement in quality of care should be the goal. Finally, reviewers of the guideline were required to disclose all current
prescribed courses of treatment contained in recommendaelated relationships, which are presented in Appendices V-X.
tions in this Practice Guidelineare effective only if the The 2015 Guideline Committee was composed of 11
recommendations, as outlined, are followed. Because lackxperts and researchers from multiple disciplines, medical
of patient understanding and adherence may adversely affespecialties, and subspecialties, including academic research,
outcomes, clinicians should make every effort to engage thinternal medicine, family medicine, addiction medicine,
patient's understanding of, and adherence to, prescribed aratidiction psychiatry, general psychiatry, obstetrics/gynecol-
recommended pharmacological and psychosocial treatmentsgy, and clinical neurobiolog.Physicians with both allo-
Patients should be informed of the risks, benefits, and alterpathic and osteopathic training were represented on the
natives to a particular treatment and should be shared partigduideline Committee. The 2015 Guideline Committee was
to decision-making whenever feasible. ASAM recognizes thatissisted by a technical team of researchers from the Treatment
there are challenges to implementation of these guidelines iResearch Institute (TRI) affiliated with the University of
certain communities and settings, particularly in relation toPennsylvania and worked under the guidance of Dr. Kyle
the availability of all FDA approved medications for the Kampman who led the TRI team as Principal Investigator in
treatment of opioid use disorder and access to psychosociahplementing the RAM. The 2019 focused update Guideline
treatment in all settings. However, this guideline aims to seCommittee under the guidance of the Committee Chair Dr.
the standard for best clinical practice, providing recommen-Kyle Kampman and Co-Chair Dr. Stephen Wyatt and assisted
dations for the appropriate care of patients with opioidby RTI International (see section below titled 2019 Focused
use disorder in diverse settings. Recommendations in thiflpdate for methods specific to the focused update). The RAM
Practice Guidelinedo not supersede any Federal or stateprocess is a deliberate approach encompassing review of
regulation. existing guidelines, literature reviews, appropriateness rat-

ings, necessity reviews, and document development. The
METHODOLOGY steps are summarized in the flow chart in Exhibit 1 Method-
ology.
Overview of Approach

These guidelines were developed using the RAND/2015 Guideline Development
UCLA Appropriateness Method (RAM}-a process that com-
bines scientific evidence and clinical knowledge to determineTask 1: Review of Existing Guidelines
the appropriateness of a set of clinical proceddfeShis
process is particularly appropriate for these guidelines for twdReview of Existing Clinical Guidelineg:or the 2015 publi-
reasons. First, there are few randomized clinical trials (RCTsgation, all existing clinical guidelines that addressed the use of
directly comparing the approved medications for the treatmedications and psychosocial treatments in the treatment of
ment of opioid use disorder. Second, evidence supporting thepioid use disorders including special populations (e.g., preg-
efficacy of the individual medications reflects varying years nant women, individuals with pain, and adolescents), and that
of research and varying levels of evidence (e.g., nonrandomwere published during the period from January 2000 to April
ized studies, retrospective studies). The RCT is the gol®014, were identified and reviewed. In total, 49 guidelines
standard for evidence-based medicine. When data are lackingere identified and 34 were ultimately included in the analy-
from RCTs, other methods must be used to help cliniciansis. See Appendix | for a list of the guidelines that were
make the best choices. In addition, these guidelines are uniqueviewed. The included guidelines offered evidence-based
in that they include all three of the medications approved arecommendations for the treatment of opioid use disorder
present by the FDA in multiple formulations, and they addressising methadone, buprenorphine, and/or naltrexone, as well
the needs of special populations such as pregnant womeas treatment of opioid overdose with naloxone.
individuals with pain, adolescents, individuals with co-occur- Most existing clinical guidelines are based on system-
ring psychiatric disorder, and individuals in the criminal atic reviews of the literature including appropriateness criteria
justice system. Such special populations are often excludedsed in the RAM. Therefore, the aim of this exercise was not
from RCTs, making the use of RCT data even more difficult.to re-review all of the research literature, but to identify within
The RAM process combines the best available scientifiche existing clinical guidelines common questions or consid-
evidence combined with the collective judgment of expertserations that clinicians are likely to raise in the course of
to yield statements about the appropriateness of specifideciding whether and how to use medications as part of the
procedures that clinicians can apply to their everyday practicereatment of individuals with opioid use disorder, and how

ASAM's Quality Improvement Council (QIC) was the they have been addressed.
oversight committee for guideline development. The QIC
appointed a Guideline Committee to participate throughoutAnalysis of Clinical GuidelineOn the basis of the previously
the development process, rate treatment scenarios, and assistiewed existing clinical guidelines, an analytic table was
in writing. In selecting the committee members, the QIC madecreated and populated to display the identified key compo-
every effort to avoid actual, potential, or perceived conflicts ofnents. This table served as the foundation for development of
interest that may arise as a result of relationships with industrjnypothetical statements. The hypothetical statements were
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sentences describing recommendations derived from the anal- ~ An appropriateness score of 1 meant that the statement
ysis of the clinical guidelines. was highly inappropriate. An appropriateness rating of 9
meant that the statement was highly appropriate. These
Preparation of Literature Review on Psychosocial Interven-appropriateness ratings were meant to identify consensus,
tions. For the 2015 publication, a review of the literature on or a lack thereof, in existing guidelines and research literature.
the efficacy of psychosocial treatment delivered in conjunc-
tion with medications for the treatment of opioid use disorderGuideline Committee Meetinglpon completion and collec-
was conducted. This review was partially supported by fundtion of the individual Guideline Committee member ratings,
ing from the National Institute on Drug Abuse. Articles were 201 out of the 245 hypothetical statements were identified as
identified for inclusion in the review through searches con-meeting the criteria for consensus. The remaining 44 state-
ducted in two bibliographic databases (e.g., PsycINFO andhents had divergent ratings. On September 15, 2014, the
PubMed) using predefined search terms and establishe@uideline Committee met in Washington, District of Colum-
selection criteria. Titles and abstracts were reviewed foibia, to discuss the hypothetical clinical statements. At this
inclusion by two members of the research team. meeting, the committee came to consensus on the hypotheti-
To increase the overall relevance of the review, thecal statements. After the meeting, the information gathered
search was limited to articles in the 6-year period fromwas used to revise several of the statements; and the Guideline
January 2008 to December 2014. If the article reflected aCommittee was asked to re-rate the revised statements.
secondary analysis of data from a relevant study, the original
study was included in the literature review. In addition, Literature ReviewA supplementary literature review was also
findings from three prominent systematic reviews (i.e.,conducted to identify relevant studies that might resolve
2007 review on psychosocial interventions in pharmacotherstatements that had resulted in divergent ratings during the
apy of opioid dependence prepared for the Technical DevelGuideline Committee meeting. Information relating to the
opment Group for the World Health Organization, Guidelinesvast majority of these divergent ratings was subsequently
for Psychosocially Assisted Pharmacotherapy of Opioidfound within the existing guideline data set, and consequently
Dependence, and two 2011 Cochrane reviews examiningcluded in the first draft of théPractice Guideline
psychosocial and pharmacological treatments for opioid with- For the topics and questions for which answers were not
drawal management and psychosocial interventions comfound in the existing guideline data set, a full literature review
bined with agonist treatment) were summariz&d® was conducted. The topics and questions for which no further
The literature search yielded 938 articles. The titles anctlarification was found in the literature were considered gaps
abstracts were reviewed to determine if the study met thehat require additional research before inclusion in this guide-
inclusion/exclusion criteria, and those that did net/{787) line. These gaps in the literature were: urine drug testing;
were removed. The remaining 151 articles were then reviewegatients using cannabis; the safety of delivering injectable
for inclusion, and 27 articles were ultimately retained for usenaltrexone doses to patients with high metabolism every 3
in the literature review as the others did not meet the preweeks; and the safety of adding full agonists to treatment with
determined inclusion/exclusion criteria. These articles, alonguprenorphine for pain management.
with the relevant systematic reviews of the literature, are

described in the literature review in the next section. Creation and Revision of Guideline Outlin&ll the identified

appropriate/uncertain hypothetical statements and supporting
Task 2: Identification of Hypothetical Statements research were incorporated into an outline defining each
and Appropriateness Rating specific section to be included in the findtactice Guideline

The draft outline, review of existing guidelines, and literature
RAND/UCLA Appropriateness Methodhe first step in the review were all sent to the Guideline Committee members for
RAM is to develop a set of hypothetical statements, whichreview and discussion during two web teleconferences and
were derived from the guideline analysis and literature reviewthrough private communication. Two teleconferences were
described in the previous section, for appropriateness ratingield to ensure full participation from members of the Guide-
The analysis and literature review generated a list of 249ine Committee.
hypothetical statements that reflected recommended medical or
psychosocial treatment. Each member of the Guideline ComTask 3: Comparative Analysis, Review, and
mittee reviewed the guideline analysis and literature reviewNecessity Rating
and privately rated 245 hypothetical clinical statements on a 9-
point scale of appropriateness. In the context of Bhiactice ~ Committee Review and Ratirithe Guideline Committee then
Guideling the meaning of appropriateness was defined as: re-rated the 211 appropriate hypothetical statements for neces-
A statement, procedure or treatment is considered to beity. When rating for necessity, the Guideline Committee
appropriate if the expected health benefit (e.g., increasednembers were asked to adhere to the following guidance:
life expectancy, relief of pain, reduction in anxiety, A statement was consideratecessarywhen all the
improved functional capacity) exceeds the expected negdollowing criteria were met:
tive consequences (e.g., mortality, morbidity, anxiety, pain)
by a sufficiently wide margin that the procedure is worth 1. Not providing the service would be considered improper
doing, exclusive of cost care.
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2. Reasonable chance exists that this procedure and/or ser-  The methods used to search the literature and subse-

vice will benefit the patient. (A procedure could be guently develop guideline statements were consistent with the
appropriate if it had a low likelihood of benefit, but few gam methodology employed for the 2015 publicatibi?
risks; however, such procedures would not be necessarygyiteria for inclusion in the focused update included new
3. The benefit to the patient is of significance and certainty.eyidence and guidelines that were considered a) clinically
(A procedure could be appropriate if it had a minor but meaningful and applicable to a broad range of clinicians
almost certain benefit, but it would not be necessary.) treating addiction involving opioid use (including those
Necessity is a more stringent criterion than appropri-related to comments received by ASAM from ASAM mem-
ateness. If a procedure is necessary, this means that thgrs), and b) urgently needed to ensure the guideline reflects

expected benefits outweigh the expected harms (i.e., it is
appropriate), and that they do so by such a margin that the

provider must recommend the service. Of course, 0%atients
may decline to follow their provider's recommendatioris.

Of the 211 rated statements, 184 hypothetical state-
ments met the criteria for being both appropriate and neces
sary and were incorporated in the guideline.

Final Draft Outline. The final draft outline highlighted hypo-

Review of existing guidelines
49 existing guidelines were
identified; 34 guidelines were
included in the RAM process. The
2019 focused update added an
additional 11 guidelines and 35
systematic reviews to the RAM
process

thetical statements that had been determined to rise to th
level of necessity.

Literature reviewon psychosocial
treatment

Task 4. Drafting the National Practice Guideline

Draft and ReviewA first draft of thePractice Guidelinevas
created using the Guideline Committee’s recommendations
resulting from supporting evidence and the appropriatenes:
and necessity ratings discussed above. The first draft of the
Practice Guidelinewvas sent to the Guideline Committee for
review and electronic comment. During a subsequent tele-
conference in January 2015, the Guideline Committee dis-
cussed the comments received via first review. Revisions wer¢
made to the draft, which went again through subsequen
reviews by the Guideline Committee and the ASAM QIC
throughout February and March 2015.

Task 5: External Review

External ReviewWASAM sought input from ASAM members,
patient and caregiver groups, and other stakeholders includin
experts from the criminal justice system, government agen-
cies, other professional societies, and hospitals and healt
systems. ASAM also made the document and a qualitative
review guide available to ASAM members and the general
public for a 2-week period of review and comment. The final
draftPractice Guidelinavas submitted to the ASAM Board of
Directors in April 2015.

2019 Focused Update New

Between September 2018 and July 2019, ASAM
reconvened an independent committee (see page 2) to oversi
a focused update of thRractice Guideling The purpose of
the focused update was to develop new and revised recon
mendations based on a targeted review of new evidence an
evolving clinical practice guidance. A full update of the
guideline is scheduled to beginin 2021. ASAM’s QIC worked
with a technical team from RTI International (a not-for-profit
research institution based in the Research Triangle Park ir
North Carolina) to develop and oversee the scope of work for
the focused update.
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Exhibit 1.

Development of hypothetical
statements
Using the existing clinical guidelines
and literature from the psychosocial
literature review, 245 hypothetical
statements were created and sent to
the Guideline Committee to rate for
their appropriat . 30 stat it
were generated during the 2019
focused update

Initial appropriateness rating
The C the
245 hypothetical statements for
appropriateness. Out ofthe 245
statements, 201 reached consensus for
appropriateness and 44 had divergent
ratings. 7 ofthe 30 focused update
statements had divergent ratings

Guideline committee meeting

The Guideline Committee met to
discuss the appropriateness of the
remaining 44 gent hypothetical
statements and then was asked to re-
rate the statements for their
appropriateness. For the focused
update, the quideline commitee
discussed the 7 divergent statements
along with several other statements that
required updating but did not have
divergent ratings

Secondary appropriateness rating
The C itt T d the 44
hypothetical statements for
appropriateness. Out ofthese 44, 10
were deemed appropriate. A total of211
hypothetical statements were deemed
appropriate to include in the guideline. 24
statements from the focused updale
were deemed appropriate

v

Necessity rating
The Guideline Committee reviewed the
211 hypothetical statements for
necessity. Ofthe 211, atotal of 184
hypothetical statements were deemed
both appropriate and necessary to

include in the guideline. The focused
update resulted in 13 new

recommendations, 35 major revisions
to existing statements,and 57 minor
revisions to existing statements

Methodology and Disposition of Results.
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the current state of the science on the existing recommenda-  As with the 2015 guideline development process, sup-
tions, aligns with other relevant practice guidelines, andplementary literature searches were conducted to identify
reflects newly approved drugs and formulations. Relevantiterature to help resolve differences among committee mem-
evidence and current practices not meeting these criteria wibbers during the statement rating process and to update key
be reviewed and incorporated into the full update. background information such as opioid use disorder statistics,
A search of Medline’s PubMed database from Januaryecent changes to prescribing regulations, and FDA approvals.
1, 2014 to September 27, 2018 was conducted to identify newx handful of key systematic reviews and guidelines were
practice guidelines and relevant systematic reviews addresseleased in the summer of 2019. These are referenced in places
ing the use of medications and psychosocial treatments in thi® support the updated guidelines but were not available during
treatment of opioid use disorders, including in special popthe RAM appropriateness and necessity rating process.
ulations. The archives of the Clinical Guideline Clearing-
house, and key agency and society websites, including the PART 1: ASSESSMENT AND DIAGNOSIS OF
Substance Abuse and Mental Health Services Administration OPIOID USE DISORDER
(SAMHSA), the Agency for Healthcare Research and Quality,
and the National Institute of Mental Health were also searche€omprehensive Assessment
for additional guidelines. The FDA website was searched for ASAM has published guidance on conducting assess-
recent relevant drug approvals and mandated label changesents and diagnosing opioid use disorder in bbtle ASAM
since publication of thisPractice Guidelinein 2015. A  Criteria and the ASAMStandards of Care for the Addiction
predefined set of inclusion and exclusion criteria (consistenSpecialist Physiciar{the ASAM Standards}?° The ASAM
with the 2015 process but meeting the above criteria for theCriteria provides comprehensive guidance on conducting a
focused update) were applied to identify practice guidelinesnultidimensional assessment and determining the appropriate
and systematic reviews for inclusion in tf#19 Focused level of care for a given patient. Assessments are structured
Update Included guidelines and systematic reviews were notround six dimensions that provide a common language of
independently (i.e. outside of what was performed by theholistic, biopsychosocial evaluation and treatment across
authors) assessed for risk of bias. substance use, physical health, mental health, and broad issues
The literature search identified 210 unique practicerelevant to recovery. These dimensions include:
guidelines and systematic reviews (208 were identified

through initial searches on September 27, 2018; one addt.
tional systematic review was identified through a review of 2.
included guidelines; and a newly published systematic revieva.

from the Institute for Clinical and Economic Review (ICER)

was added on October 26, 2018). Following dual review of4.
titles and abstracts, 67 publications were retrieved for full-text.
review. Eleven practice guidelines and 35 systematic reviews.

met criteria for inclusion in the focused update. See Appendix
| for a list of included practice guidelines and systematic
reviews employed.

acute intoxication

biomedical conditions and complications

emotional, behavioral, or cognitive conditions or compli-
cations

readiness for change

continued use or continued problem potential
recovery/living environment

The ASAM Standards also describe the importance of

comprehensive assessment. Though the assessment process is

Key evidence from the identified practice guidelines; ongoing for the patient with substance use disorder, a com-
key findings from the systematic reviews; and newly approvecprehensive assessment is “a critical aspect of patient engage-
FDA drugs, formulations and mandated label changes werment and treatment planning” and should be conducted
abstracted and mapped to the existing ASAM recommendaduring the initial phase of treatmefit. The assessment does
tion statements to identify new and evolving clinical practicenot necessarily need to occur in the first visit; it is critical,
guidance, evidence, and recommendations. Using the RAMjowever, to determine emergent or urgent medical problems.
hypothetical statements were developed and presented, aloRgtients with opioid use disorder often have other physiologi-
with supporting evidence, to the focused update Guidelinesal or psychiatric conditions that may complicate their treat-
Committee first for appropriateness rating and later, followingment. These concomitant medical and psychiatric conditions
revision, for necessity rating. Thirty statements were genermay need immediate attention and require transfer to a more
ated for the first round of appropriateness rating. Followingintensive level of care (see Part 11: Special Populations:
round one, statements were revised, and 24 were presented fodividuals with Co-occurring Psychiatric Disorders).

a second round of appropriateness and then necessity rating.  The assessments discussed in this section are critical for
The 24 newly generated statements for the focused updatmmprehensive treatment planning. However, since patients
along with a review of the language in existing statementawith opioid use disorder are at risk for significant harm —
resulted in major revisions to 32 existing recommendationsncluding overdose and overdose death — a delay in comple-
and the addition of 13 new recommendations. In addition, 53ion of each assessment should not delay or preclude the
statements underwent minor edits that did not change thaitiation of pharmacotherapy for opioid use disorder.
substantive meaning of the original recommendation.

Exhibit 1 describes the methodology employed andMedical History
presents the disposition of results for both the original and The patient’s medical history should include screening
focused update guideline development process. for concomitant medical conditions and routine identification
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of medications, allergies, pregnancy, family medical history,use (IDU) by the presence of new or older puncture marks.
and so on. Particular attention should be paid to the followingCommon injection sites are inside the elbow (cubital fossa)
history of infectious diseases such as viral hepatitis, HIV, andind forearm, but other sites on the extremities, the neck (i.e.,
TB; acute trauma; history of injection drug use and relatedexternal jugular), and the groin (i.e. femoral vein) may be
infections (e.g. infective endocarditis, septic arthritis, osteo-used. Transition to injection in the neck, groin, and other sites
myelitis, abscesses, cellulitis, etc.); psychiatric, substancenay occur when the patient has exhausted more peripheral
use, addictive behavior, and addiction treatment historysites or when the patientis attempting to hide the signs of IDU.

and any previous history of pharmacotherapy. Classical physical signs are not always clear, it may take time
(and subsequent visits) to establish whether a patient has an
Physical Examination opioid use disorder.

As part of the comprehensive assessment of patients
with opioid use disorder, a physical examination may beAssessment and History Considerations
completed by the prescriber him/herself (the clinician autho-Specific to Females
rizing the use of a medication for the treatment of opioid use Use of contraception and determination of pregnancy are
disorder) or another member of the clinician’s health systemfactors in choosing treatment options for women with opioid
The responsible clinician should assure that a current physicaise disorder. Women of childbearing potential should be tested
examination (in accordance with the ASAM Standards  for pregnancy, and all women of childbearing potential should
contained within the patient medical record before (or soorbe queried regarding methods of contraception. Contraception
after) a patient is started on a new medication for the treatmerdand reproductive health are topics of discussion within the
of his/her opioid use disorder. assessment process of female patients who are considering

The examination should include identifying objective opioid use disorder treatment. Case management plans may
physical signs of opioid intoxication or withdrawal. Table 2 need to include referral to gynecological services for female
lists common signs of intoxication and withdrawal. In addi- patients*® An in-depth discussion of the treatment of opioid use
tion, the examination should evaluate objective signs ofdisorderin pregnant women is described later in Part 8: Special
substance use disorders. See Table 3 for a list of physic&opulations: Pregnant Women.
signs of substance use disorders (including opioid use disor-
der). Laboratory Tests

The examination should also look for common physical Initial laboratory testing should include a complete
signs of opioid use disorder (see Table 3), and physical healthlood count, liver enzyme tests, and tests for TB, hepatitis
problems associated with substance use disorders includirgjand C, and HIV. Testing for sexually transmitted infections
sleep disorders, infectious diseases (see Laboratory Testbould be strongly considered. Hepatitis A and B vaccination
section below), pain, cardiovascular disease, and liver diseasshould be offered, if appropriate. A complete blood count and
Special attention should be given to identifying injection drugliver enzyme studies should be conducted to screen for liver
dysfunction, infection, and other medical conditions. Abnor-
mal results may require further investigation or referral.

TABLE 2. Common Signs of Opioid Intoxication and

Withdrawal Assessment for Mental Health Status and

Intoxication Signs Withdrawal Signs Psychiatric Disorder

Drooping eyelids Restlessness, irritability, anxiety Pa’FientS bei_ng Qvaluateq for opioid use disorde_r, _and/or

Constricted pupils Insomnia for possible medication use in the treatment of opioid use

gedl:Cﬁ_d regjplrazor%,r?te _ leass) X%\&V”'ng | diarth disorder, should undergo an evaluation of possible co-occur-

cratching ue to histamine release ominal cramps, diarrnea, H H H H H H H P

Head nodding vomiting ring psychiatric disorders, including behavioral addictions
Dilated pupils (e.g. gambling disorder, gaming disorder, etc.). During the
Sweating assessment process and physical examination, it is important
Piloerection for the clinician to assess for mental health status consistent

with the ASAM Standards.

TABLE 3. Objective Physical Signs in Substance Use Disorders

System Findings

Dermatologic Abscesses, rashes, cellulitis, thrombosed veins, jaundice, spider angioma, palmer erythema, scars, track marks,
pock marks from skin popping

Ear, nose, throat, and eyes Pupils pinpoint or dilated, yellow sclera, conjunctivitis, ruptured eardrums, otitis media, discharge from ears,
rhinorrhea, rhinitis, excoriation or perforation of nasal septum, epistaxis, sinusitis, hoarseness, or laryngitis

Mouth Poor dentition, gum disease, abscesses

Cardiovascular Murmurs, arrhythmias

Respiratory Asthma, dyspnea, rales, chronic cough, hematemesis

Musculoskeletal and extremities Pitting edema, broken bones, traumatic amputations, burns on fingers, gynecomastia

Gastrointestinal Hepatomegaly, hernias
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In the ASAM Standards, 1.1 indicates that the physicianhypnotic, or anxiolytic intoxication or withdrawal. Alcohol
“assures that an initial comprehensive, multicomponentor sedative, hypnotic, or anxiolytic withdrawal may result in
assessment is performed for each patient, either by performinggizures, hallucinosis, or delirium, and may represent a medical
it her/himself or by assuring it is conducted in full or in part by emergency. Likewise, concomitant use of alcohol and seda-
another qualified professional within the system in which shetives, hypnotics, or anxiolytics with opioids may contribute to
he is working.?° A thorough medical and psychiatric history respiratory depression. While the combined use of these drugs
and family history is indicated as a component of this sameand opioids increases the risk of serious side effects, the harm
standard. Patients who are identified as exhibiting urgent ocaused by untreated opioid use disorder can outweigh these
emergent psychiatric conditions, or who are psychiatricallyrisks. Co-occurring substance use disorders should be
unstable and represent a danger to themselves or othemddressed concomitantly. Patients with significant co-occur-
should be referred to the appropriate level of care for theiring substance use disorders, especially severe alcohol or
safety and the safety of others. Further specialty evaluatiosedative, hypnotic, or anxiolytic use, may require a higher
may be warranted depending on the severity of indicators fotevel of care. When evaluating patients with opioid use disorder,
psychiatric instability. Indicators of psychiatric instability or the clinician should also consider assessing for misuse of other
disorder include acute suicidal or homicidal ideation, acutemedications not traditionally considered (e.g. gabapentin). A

psychosis, and delirium. 2017 systematic review reported that increasing numbers of

patients are self-administering higher than recommended doses

Assessment for Substance Use and Treatment of gabapentinoids (gabapentin and pregabalin) to achieve

History euphoric highs. Among opioid users the reported prevalence
A careful evaluation of current and past use of drugs,of gabapentinoid misuse ranged from 3% to 68%.

including alcohol and nonmedical use of prescription medi- An evaluation of past and current substance use should be

cations, is required to diagnose opioid use disorder. Becausmnducted to determine whether addiction involving other sub-
opioid use disorder may co-occur with other substance usstancesis present. Forinformation on drug testing se&ABAd
disorders, the evaluator should assess frequency and quantifyppropriate Use of Drug Testing in Clinical Addiction Medicine
of substance use. guidance documerif. Concurrent use of other drugs or active
Completing a history of opioid misuse with a patient engagement in other addictive behaviors should lead to consid-
who has been identified as using opioids should focus on theration of other treatment plan components for the patient. The

following: presence of co-occurring substance use disorders should provoke
a reevaluation of the level of care in which the patient is treated.

1. type and amount of opioid(s) used recently; However, if a more intensive level of care is not available or if a

2. route of administration; patient is unable or unwilling to engage in a more intensive level

3. last use; of care, that should not preclude or delay treatment initiation,

4. treatment history; and including medications. In most cases, co-occurring substance use

5. problems resulting from drug use. will not represent a medical emergency. In such cases, patients

can begin treatment for both their opioid use disorder and co-

The amount of drug being consumed will impact the occurring alcohol or substance use disorders.
likelihood and severity of withdrawal symptoms when the Evidence suggest that individuals who are actively
drug is stopped, so it is useful to obtain an estimate of thaising other substances durin% opioid use disorder treatment
amount used (each time and number of times per day)may have a poorer prognosis.>*The Guideline Committee
Prescription Drug Monitoring Programs (PDMPs) offer infor- cautioned against excluding patients from treatment for their
mation about use of controlled prescription medicationsopioid use disorder because they are using cannabis or other
including opioids. They can serve as important resourcepsychoactive substances. All co-occurring substance misuse
for clinicians’ use in completing full patient clinical assess- should be addressed. While more research is needed, evidence
ments of opioid and other controlled substance use histor\demonstrates that patients in treatment have better outcomes
and it is recommended that they be utilized. As of June 201%han those not retained in treatmént>’ Suspension of
Missouri is the only U.S. state without a statewide PDMP.opioid use disorder treatment may increase the risk for death
PDMPs vary with respect to how they are administered, who ifrom overdose, accidents, or other health problems. Contin-
granted access, and which medications are monitored. ued use of cannabis or other psychoactive substances may

In addition, a history of outpatient and inpatient treat- impede treatment for opioid use disorder; thus, an approach
ment for alcohol and other substance use disorders should hieat addresses all unprescribed substances is likely to result in
collected. Clinicians should ask for information about the typethe best outcomes. Further research is needed on the outcomes
and duration of treatment and outcomes. of patients in opioid use disorder treatment who are continu-

ing the nonmedical use of other psychoactive substances.

Assessment for Co-occurring Substance Use

Opioid use disorder often co-occurs with alcohol, nico- Assessment for Nicotine Use
tine, and other substance use disorders. Therefore, evaluationof  Nicotine use should be queried, and the benefits of
co-occurring alcohol, nicotine, and substance use (includingessation should be promoted routinely with patients present-
prescription medication misuse) is recommended. Cliniciansng for evaluation and treatment of opioid use disorder.
should assess signs and symptoms of alcohol or sedativBeveral studies have demonstrated that smoking cessation

24 2020 American Society of Addiction Medicine



Adopted by the ASAM Board of Directors December 18, 2019 NPG for the Treatment of Opioid Use Disorder

improves long-term outcomes among individuals receivingamounts of opioids or diminished effect with continued

treatment for substance use disord&rs® use at the same amounrtas long as the patient is not taking
opioids under medical supervision; and (11) withdrawal

Assessment of Psychosocial and Environmental manifested by charactetis opioid withdrawal syndrome

Factors or taking opioids to relieve or avoid withdrawal symptoms

Clinicians should conduct an assessment of the patient’as long as the patient is not taking opioids under medical
social history, readiness for change, and social and envirorsupervisiorr.
mental factors (as outlined ilfthe ASAM Criteriaand the More detail about diagnosing opioid use disorder is
ASAM Standards) to identify facilitators and barriers to available in the American Psychiatric Association: Diagnostic
addiction treatment and long-term recovery, including phar-and Statistical Manual of Mental Disorders, Fifth Edition.
macotherapy:?° In developing a comprehensive treatmentArlington, VA, American Psychiatric Association, 2013.
plan for the patient with opioid use disorder, the patient should
receive a multidimensional assessment (as describdhén Withdrawal Scales
ASAM Criteria) The ASAM Criteriauses six dimensions to There are several useful opioid withdrawal scales that
create a holistic biopsychosocial assessment of an individualan assist the clinician in evaluating patients with opioid use
to be used for service planning and treatment as describedisorder by identifying and quantifying the severity of opioid
above? The use of medications for patients with opioid usewithdrawal symptoms. The Objective Opioid Withdrawal
disorder can be appropriate across all levels of care. Pharm&cale (OOWS), which relies on clinical observation, is useful
cotherapy is not a level of care in addiction treatment, but onen measuring and documenting the objectively measurable
component of multidisciplinary treatment. ASAM recom- symptoms of opioid withdrawal. The Subjective Opioid
mends that the use of medications in the treatment of addicWithdrawal Scale (SOWS) records the patient's rating of
tion be part of a comprehensive treatment plan appropriate topioid withdrawal on a 16-item scaf@.The Clinical Opioid
the patient's needs and to the resources available in th@/ithdrawal Scale (COWS) includes 11 items, and contains
patient's community. The use of medication(s) is only onesigns and symptoms of opioid withdrawal, which are both

component of overall treatment. objective and subjective in natuf8.Finally, The Clinical
Institute Narcotic Assessment (CINA) also includes 11 items
Diagnosing Opioid Use Disorder and can help determine the severity of symptdms.

Opioid use disorder is primarily diagnosed on the basis
of the history provided by the patient and a comprehensivddrug and Alcohol Testing
assessment that includes a physical examination and labora-  Urine drug testing, or other reliable biological tests for
tory testing, including drug testing. Corroborating informa- the presence of drugs and alcohol, can be used in the process
tion reported by significant others can be used to confirm theof assessment and diagnosis to validate patient self-reported
diagnosis, especially when there is lack of clarity or incon-information and identify poly-substance use. Testing should
sistency in information. Other clinicians may make a diagno-also be used to monitor patients for adherence to medication
sis of opioid use disorder; however, prescriber confirmation ofand for use of illicit and controlled substances during treat-
the diagnosis is required before medications are prescribednent. A variety of toxicology tests are available, some with

greater and lesser reliability and validity. The person who is

DSM-5 Criteria for Diagnosis interpreting these labs should be very familiar with the

The diagnosis of opioid use disorder is based ommethodology and the reliability. Little research exists on
criteria outlined in the DSM-5. The criteria describe a the optimal frequency of testing. The recommendations given
problematic pattern of opioid use leading to clinically sig- below are based on the consensus opinion of the Guideline
nificant impairment or distres. There are 11 diagnostic Committee. The frequency of drug testing will be determined
criteria and severity is speddfd as either mild (presence by a number of factors, including the stability of the patient,
of 2-3 symptoms), moderate (presence of 4-5 symptoms) athe type of treatment, and the treatment setting. Providers
severe (presence of 6 or more symptoms) within a 12-montkhould also look to the test’'s detection capabilities and
period. Opioid use disorder requires that at least two of thavindows of detection to help determine the frequency of
following 11 criteria be met within a 12-month period: (1) testing. Patients will likely require more testing early in
taking opioids in larger amounts or over a longer period oftreatment or during periods of relapse. Patients participating
time than intended; (2) having a persistent desire or unsudn treatment for opioid use disorder at OTPs are mandated by
cessful attempts to reduce or control opioid use; (3) spendingtate regulations and the Federal fato receive a minimum
excess time obtaining, using m¥covering from opioids; (4) of eight drug tests per year, but may be tested more frequently
craving for opioids; (5) continuing opioid use causing based on clinical need. A 2017 consensus statement by ASAM
inability to fulfill work, home, or school responsibilities; states that the eight drug tests per year currently required
(6) continuing opioid use despiteaving persistent social or should be viewed as a minimum. Many patients will require
interpersonal problems; (7) lack of involvement in social, more frequent testing, and determinations about optimal
occupational or recreational activities; (8) using opioids infrequency are best made on an individualized b&siSor
physically hazardous situation®) continuing opioid use in  more information on drug testing see The ASAM Appropriate
spite of awareness of persistent physical or psychologicalse of Drug Testing in Clinical Addiction Medicine guidance
problems; (10) tolerance, @huding need for increased document.
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In general, opioids, and most other substances of interl0- (MAJOR REVISION) The use of benzodiazepines and
est, are detectable in the urine for 1-3 days after use. A
negative test does not rule out opioid use disorder or physical
dependence. Urine, or other body fluid, testing is also helpful
to identify use of other psychoactive substances.

Summary of Recommendations

Assessment Recommendations 1S5RS
The first clinical priority should be given to identifying 11. (MINOR REVISION) A nicotine use query should be

1.

26

and making appropriate referral for any urgent or emer-
gent medical or psychiatric problem(s), including drug-
related impairment or overdose.

. (NEwW) Comprehensive assessment of the patient is
critical for treatment planning. However, completion of 12

all assessments should not delay or preclude initiating
pharmacotherapy for opioid use disorder. If not com-
pleted before initiating treatment, assessments should be
completed soon thereafter.

(MINOR REVISION) Completion of the patient’s medi-
cal history should include screening for concomitant
medical conditions, including psychiatric disorders,
infectious diseases (viral hepatitis, HIV, and tuberculosis
[TB]), acute trauma, and pregnancy.

other sedative-hypnotics should not be a reason to with-
hold or suspend treatment with methadone or buprenor-
phine. While the combined use of these medications
increases the risk of serious side effects, the harm caused
by untreated opioid use disorder can outweigh these risks.
A risk-benefit analysis should be conducted, and greater
support should be provided including careful medication
management to reduce risks.

completed routinely for all patients and counseling on
cessation of the use of tobacco products and electronic
nicotine delivery devices (e.g. vaping) provided if indi-
cated.

. (MINOR REVISION) As part of comprehensive care the

patient should receive a multidimensional assessment (as
described inThe ASAM Criterig, including an assess-
ment of social and environmental factors to identify
facilitators and barriers to addiction treatment and
long-term recovery (including pharmacotherapy). Addic-
tion is a complex biopsychosocial illness, for which the
use of medication(s) is only one component of compre-
hensive treatmertt.

(MINOR REVISION) A physical examination should be Diagnosis Recommendations . _
completed as a component of the comprehensive assesk- (MINOR REVISION) Other clinicians may diagnose opi-

ment process. The prescriber (the clinician authorizing
the use of a medication for the treatment of opioid use
disorder) should ensure that a current physical examina-

tion is contained within the patient medical record before2.

(or soon after) a patient is started on pharmacotherapy.

. (MINOR REVISION) Initial laboratory testing should
include a complete blood count, liver enzyme tests,3-

and tests for TB, hepatitis B and C, and HIV. Testing
for sexually transmitted infections should be strongly

considered. Hepatitis A and B vaccinations should be-

offered, if appropriate.

(MINOR REVISION) Women of childbearing potential
should be tested for pregnancy, and all women of child-
bearing potential should be queried regarding methods
of contraception.

. (MINOR REVISION) Patients being evaluated for opioid

use disorder, and/or for possible medication use in the
treatment of opioid use disorder, should undergo (or have

oid use disorder, but confirmation of the diagnosis must be
obtained by the prescriber 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.
(MINOR REVISION) Validated clinical scales that mea-
sure withdrawal symptoms may be used to assist in the
evaluation of patients with opioid use disorder.

(MINOR REVISION) Drug testing is recommended
during the comprehensive assessment process, and
during treatment to monitor patients for adherence to
prescribed medications and use of alcohol, illicit, and
controlled substances. The frequency of testing is deter-
mined by several factors including stability of the patient,
type of treatment, and treatment setting. For additional
information see The ASAM Appropriate Use of Drug
Testiqg in Clinical Addiction Medicine guidance docu-

completed) an assessment of mental health status and ment.

possible psychiatric disorders (such as is outlinetitie

ASAM Criteriaand The ASAM Standarl$?° Areas for Further Research

(MINOR REVISION) Opioid use disorder is often co- 1.

occurring with other substance use disorders. Evaluation
of a patient with opioid use disorder should include a

detailed history of other past and current substance us2.

and substance use disorders.
(MINOR REVISION) The use of cannabis, stimulants,
alcohol, and/or other addictive drugs should not be a

reason to withhold or suspend opioid use disorder treat3.

ment. However, patients who are actively using substan-
ces during opioid use disorder treatment may require
greater support including a more intensive level of care
(seeThe ASAM Criteriaand The ASAM Standarjl§°

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 alcohol, cannabis, and/or other psychoactive substan-
ces.

Assessment and diagnosis of OUD is occurring increas-
ingly in nontraditional settings, including hospital emer-
gency departments and primary care. Implementation
research is needed to determine the most effective tools
and models for assessment and diagnosis in these settings.
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PART 2: TREATMENT OPTIONS approvals for these medications have primarily been for
‘opioid dependence’ as defined in prior versions of the
Introduction DSM, and not necessarily the definition contained in the

Once the diagnosis of opioid use disorder has beewurrent version of the manual, the DSM-5. DSM-5 combined
established, and the patient is determined to be medically andpioid abuse and opioid dependence criteria from prior
psychiatrically stable, the next task is to decide on a course ofersions of the DSM and included them in the new definition
treatment. Treatment options include pharmacotherapy witlof opioid use disorder. As a result, pharmacologic treatment
one of three medications — methadone, buprenorphine, anay not be appropriate for all patients along the entire opioid
naltrexone — and psychosocial treatment. Withdrawal manuse disorder continuum (i.e. for individuals with new onset,
agement alone can be the first step but is not a treatment fanild opioid use disorder). In a study comparing opioid
opioid use disorder and should only be considered as a part ofependence from DSM-4 and opioid use disorder from
a comprehensive and longitudinal plan of care. DSM-5, optimal concordance occurred when four or more

Behavior change is an important part of recovery, thatDbSM-5 criteria were endorsed (i.e., the DSM-5 threshold for
may be facilitated by psychosocial treatment. However, thesenoderate opioid use disordér).
treatments take time to be effective. Medications work The medications discussed in titigactice Guidelinall
quickly to reduce the risk for overdose and overdose deatthave evidence supporting their safety and efficacy. While
Thus, the combination of pharmacotherapy and psychosociather medications have been used off-label to treat opioid use
treatments, tailored to the individual's needs, is the recomdisorder the Guideline Committee has not issued recommen-
mended standard of care. Medications work rapidly to restorelations on the use of these medications, with some exceptions
balance to the brain circuits impacted by addiction, reducingclearly noted in the text). Cost efficacy was not a consider-
cravings and withdrawal symptoms and enabling patients tation in the development of thiBractice Guideline
address the psychosocial factors that contribute to their Each medication will be discussed in detail in subse-
disease and establish healthier patterns of behavior to suppaytient sections:
long-term recovery.

The choice among available treatment options should bd. Methadone (mu-agonist) for opioid use disorder treatment
a shared decision between the clinician and the patient. A and opioid withdrawal management (part 4).
number of factors should be considered in deciding wha®. Buprenorphine (partial mu-agonist) for opioid use disorder
treatment(s) to choose. Among the first considerations are the treatment and opioid withdrawal management (part 5).
priorities of the patient, for instancés the patient open to 3. Naltrexone (antagonist) for opioid use disorder relapse
pharmacotherapy? Does the patient have access to an OTP? prevention (part 6).

What type of treatment setting does the patient prefer? Doe4. Naloxone (antagonist) to reverse an opioid overdose
the patient understand the pros and cons of the treatment (part 13).

medication options?A patient's past experiences with treat- 5. Lofexidine (alpha-2 adrenergic agonist) for opioid with-
ment for opioid use disorder should be considered as well. Of drawal management (Part 3)

course, above all, evidence supporting the potential efficacy. Clonidine (alpha-2 adrenergic agonist) for opioid with-
and safety of the various treatments is critically important. drawal management (Part 3)

For most patients with opioid use disorder, the use of Since the 2015 publication of thizractice Guidelingin
medications (combined with psychosocial treatment) is supeMay 2018, the FDA approved the alpha-2 adrenergic agonist,
rior to psychosocial treatment on its own; this is true forlofexidine, as a treatment for withdrawal symptoms when
agonist, partial agonist, and antagonist medications. Evidencepioids are abruptly discontinuéd.Lofexidine will be cov-
suggests that both methadone and buprenorphine maintenaneeed in “Part 3: Treating Opioid Withdrawal”. The only
treatments are superior to withdrawal management alone andedication that is not FDA-approved for the treatment of
both significantly reduce illicit opioid us&3° Further, mor-  opioid use disorder that will be covered in thizractice
tality is lower in patients on methadone or buprenorphine, assuidelineis another alpha-2 adrenergic agonist, clonidine,
compared to those not undergoing treatniettMethadone commonly used off-label for the treatment of opioid with-
and buprenorphine also lower the risk of acquiring or spreaddrawal (see Part 3: Treating Opioid Withdrawal).
ing HIV infection**=*® In clinical studies, evidence favors Key outcomes in evaluating the efficacy of the various
buprenorphine, compared to no treatment, in decreasingharmacotherapies include, decreased mortality, abstinence
heroin use and improving treatment retentiort’ Evidence ~ from opioids, and retention in treatment. In regards to these
also supports the efficacy of extended-release injectabl&ey outcomes, a 2016 Cochrane Collaboration meta-analysis
naltrexone versus placebo for prevention of relapse to opioidound no difference between methadone and buprenorphine in

use disordef®>° retaining patients in treatment, reducing illicit opioid use or in
reported adverse everts.A 2016 systematic review con-
Pharmacotherapy Options ducted by the Canadian Agency for Drugs and Technologies

The medications covered in thiBractice Guideline in Health (CADTH) found methadone and buprenorphine/
include those that have been approved by the FDA for thaaloxone equally effective in reducing mortality, found that
treatment of opioid use disorder. (See Appendix Ill for anpatients on buprenorphine/naloxone were more likely to
overview of the main pharmacotherapy options and Appendiabstain from opioid use, and found that more patients on
IV for a summary of available formulations). The FDA methadone were retained in treatméhfThe same review
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found that higher doses of both medications were more Methadone and buprenorphine can also be administered
effective than lower dose¥.An earlier Cochrane Collabora- by non-waivered clinicians in emergency department and
tion meta-analysis also found methadone more effective thahospital settings under limited circumstances. Any clinician
buprenorphine in retaining patients in treatment when buprewith the prescribing authority can provide either of these
norphine doses are flexible but found that at fixed medium omedications in a hospital inpatient setting:

high doses (16 mg and above), buprenorphine was as effective

as methadone in retaining patients in treatm@n As noted for withdrawal management or maintenance pharmaco-
earlier, there is strong evidence supporting the superiority of therapy for a patient as an adjunct to treatment for another
methadone and buprenorphine/(with or without naloxone) medical condition (other than a substance use disorder);
over medication-free treatment for reducing mortality, reduc- to patients who have already been prescribed one of these

ing opioid use, and promoting treatment retenttor” medications and are admitted to the hospital, or treated in
the emergency department;

Opioid Dosing Considerations: Opioid Use In medical emergencies buprenorphine or methadone

Disorder Versus Chronic Pain can be ordered and administered by non-waivered clinicians

Guidelines for morphine milligram equivalents (MME) for no more than 3-days to treat acute withdrawal symptoms
for opioid dosing for chronic pain are not applicable to thewhile arranging for the patient’s referral for treatment as long
treatment of opioid use disorder. Higher MME dosage ofas not more than one day’s medication is administered or
medications used in the treatment of opioid use disorder argiven to a patient at one tint&.
necessary and clinically indicated for effective treatment. The Naltrexone can be prescribed in any setting by any
Centers for Disease Control and Prevention specifically advielinician with the authority to prescribe medications. It is
ces against misapplication of the Guideline for Prescribingnot listed among Federal or state-controlled substances sched-
Opioids for Chronic Pain for patients receiving or starting ules, and there are no regulations of facilities or prescribers for
medication for opioid use disordet.See ASAM's public  the use of naltrexone in the treatment of opioid use disorder
policy statement orMorphine Equivalent Units/Morphine (such that there are for OTP and OBOT).

Milligram Equivalentsfor additional detailS® Clinicians should consider a patient's psychosocial situa-
tion, co-occurring disorders, and opportunities for treatment
Efficacy Considerations retention versus risks of diversion when determining whether
OTP or OBOT is most appropriate. Patients with active co-
Treatment Setting occurring alcohol, sedative, hypnotic, or anxiolytic use disorder

The treatment setting described as Level 1 treatmefttén  (orwho are in treatment for addiction involving the use of alcohol
ASAM Criteriamay be a general outpatient location such as ar other sedative drugs, including benzodiazepines or benzodi-
clinician’s practice site. The setting described as Level Zlie  azepine receptor agonists) may need a more intensive level of
ASAM Criteriamay be an intensive outpatient treatment or partialcare than can be provided in an office-based setting; this may also
hospitalization program housedarspecialty addiction treatment be true for persons who are regularly using alcohol or other
facility, a community mental hdth center, or another settinfhe  sedatives, but do not meet the diagnostic criteria for a substance
ASAM Criteriadescribes Level 3 or Level 4 treatment, respec-use disorder related to that class of drugs. However, OBOT
tively, as a residential addiction treatment facility or hospital. ~ services should not be withheld if the patient does not have access

In accordance with Federal laws and regulations derivedo or is unwilling to participate in a more intensive level of care.
from the Harrison Act and Congressional exceptions to thain these cases, the patient should be carefully monitored.

1914 law, the venue in which treatment for opioid use disorder The use of benzodiazepines and other sedative-hyp-
is provided is as important a consideration as is the specifiotics should not be a reason to withhold or suspend treat-
medication selected (methadone vs. buprenorphine vs. nament. According to the FDA, while the combined use of these

trexone)>’ OTPs are subject to both Federal and state lawsirugs increases the risk of serious side effects, the harm
that have implications for patient treatment. Federal and statecaused by untreated opioid use disorder can outweigh these
licensed OTPs dispense and offer daily supervised dosing afsks. A risk-benefit analysis should be conducted, and greater
methadone. Some OPTs also offer the option of daily supersupport should be provided including careful medication

vised dosing of buprenorphine. management to reduce risks. The prescribing of benzodiaze-

In accordance with Federal law 21 CFR 81306.07,pines or other sedative-hypnotics should be used with caution
physicians, NPs, PAs and other qualifying practitioners, inin patients with opioid use disorder, and particularly for
private practices, or various other types of private and publigatients who are prescribed methadone or buprenorphine.
sector clinics, can be authorized to prescribe the partial opioid
agonist buprenorphine. Buprenorphine, but not methadond?harmacology
can be prescribed via regular outpatient prescriptions filled in Differences in efficacy may also arise from differences
a retail pharmacy (OBOT). This flexibility to provide OBOT in pharmacology; whereas methadone is a full agonist at the
is discussed more in Part 5: Buprenorphine. Existing regumu-opioid receptor and produces higher levels of physiologi-
lations governing buprenorphine do not address the treatmectl dependence; buprenorphine is a partial agonist associated
facilities, but rather the individual clinician who prescribes with less physiological dependence. As discussed, methadone
buprenorphine (see Part 5: Buprenorphine for clinician qualand buprenorphine (at sufficient doses) appear equally effec-
ifications associated with OBOT). tive in reducing mortality, retaining patients in treatment and in
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reducing opioid usé>°° Evidence supports the efficacy of Further study is needed on the relative effectiveness of
extended-release injectable naltrexone for relapse preventioextended-release naltrexone in reducing mortality compared
compared to a placebo contit*°A recent study comparing with methadone or buprenorphine. A recent retrospective
extended-release naltrexone to sublingual buprenorphine/natohort study including data from more than 17,000 adults
oxone found it was more difficult to initiate treatment with without cancer who survived an opioid overdose found
extended-release naltrexone resulting in a higher rate of earlgecreased all-cause mortality and opioid-related mortality
relapse among those randomized to extended-release naltremong patients treated with buprenorphine but could not
one compared with those randomized to buprenorphine/naloxdraw any conclusions about the effect of naltrexone on
one®® Notably however, for those who successfully initiated mortality due to uncertainty in the estimat®s.

treatment, extended-release naltrexone and buprenorphine/nal-

oxone were similarly effective. Fatal overdose, non-fatal overContraindications and Precautions

dose, and other serious adverse events did not differ between  The following section describes the major indications,
treatment group& Similarly, a 12-week open-label RCT contraindications, and precautions for methadone, buprenor-
found extended-release naltrexone was similar to buprenophine, and naltrexone. This section is a summary and is not
phine/naloxone in maintaining short-term abstinence froman exhaustive description of medication information
illicit opioids following successful initiatior?” (Table 4).

TABLE 4. Contraindications and Precautions for Pharmacotherapy Options®®3%4

Medication Contraindications Warnings and Precautions

Methadone 1. Hypersensitivity
2. Respiratory depression
3. Severe bronchial asthma or hypercapnia
4. Paralytic ileus

. Head injury and increased intracranial pressure

. Liver disease

Respiratory insufficiency

. Cardiac conduction effects

. Drug interactions with medications metabolized by cytochrome p450 enzymes
principally CYP34A, CYP2B6, CYP2C19, and to a lesser extent by CYP2C9and
CYP2D6

6. Drugs co-administered with methadone, especially anti-retrovirals (including
PrepP), anti-convulsants, and rifampin, should be evaluated for interaction
potential

. Diversion and misuse are possible

. Physical dependence

. Risk of life-threatening respiratory depression and death when used in association
with benzodiazepines or other CNS depressants including alcohol, other opioid,
and illicit drugs

10. Interaction with antidepressants and migraine medicines can cause a serious

CNS reaction called serotonin syndrome
11. Addison’s disease, a rare, but serious condition in which the adrenal glands do
not produce adequate amounts of the hormone cortisol
12. Neonatal withdrawal after use of methadone during pregnancy

arwN R

© 00~

Buprenorphine (all Hypersensitivity 1. Not recommended for patients with severe hepatic impairment
formulations) 2. May cause sedation

3. Physical dependence

4. Risk of life-threatening respiratory depression and death when used in association
with benzodiazepines or other CNS depressants including alcohol, other opioids,
and illicit drugs

5. Precipitated withdrawal if used in patients physically dependent on full agonists
opioids before the agonist effects have worn off

6. Interaction with antidepressants and migraine medicines can, in rare cases, cause
a serious CNS reaction called serotonin syndrome

7. Addison’s disease, a rare, but serious condition in which the adrenal glands do
not produce adequate amounts of the hormone cortisol

8. Diversion and misuse are possible

9. Neonatal withdrawal after use of buprenorphine during pregnancy

Naltrexone (oral 1. Hypersensitivity reactions to naltrexone, 1. Vulnerability to overdose

and injectable or for injectable previous hypersensitivity 2. Injection site reactions associated with injectable naltrexone
formulations) reactions to polylactide-co-glycolide 3. Precipitated opioid withdrawal
carboxymethylcellulose, or any other 4. Administer IM injections with caution to patients with thrombocytopenia or a
constituent of the diluent coagulation disorder
2. Active hepatitis (hepatitis or if LFTs 5. Risk of hepatotoxicity
are> 3x normal) 6. Patient should be monitored for the development of depression and suicidality
3. Patients currently physically dependent 7. Emergency reversal of opiate blockade may require special monitoring in a
on opioids, including partial agonists critical care setting
4. Patients receiving opioid analgesics 8. Eosinophil pneumonia has been reported in association with injectable naltrexone
5. Patients in acute opioid withdrawal 9. Insufficient evidence of safety during pregnancy
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Methadone

tions:
1.

2.

3.
4.
ing conditions:
1.

2.
3.

starting methadone are as follows:

1.

disorder and is not recommended. Ongoing maintenance

Methadone is frequently used to manage opioidsmedication, in combination with psychosocial treatment
withdrawal symptoms and is recommended for pharmacoappropriate for the patient’s needs, is the standard of care
logical treatment of opioid use disorder (see Part 4. Methafor treating opioid use disorder.

done).
Methadone is contraindicated for the following condi- advised about the risk of relapse and other safety concerns,

If the decision is made to taper, patients should be

including increased risk obverdose and overdose death.

Insufficient evidence is available on the relative effectiveness
Patients with known hypersensitivity to methadone hydro-of different rates of tapering the buprenorphine dose. One

chloride.

trial did find that longer courses of buprenorphine with

Patients experiencing respiratory depression (in thgradual tapering were superior to rapid tapering for with-
absence of resuscitative equipment or in unmonitoredirawal®’

settings).

Buprenorphine is contraindicated for the following

Patients with acute bronchial asthma or hypercapnia (alsoonditions:

known as hypercarbia).
Patients with known or suspected paralytic ileus. 1.

Methadone should be used with caution for the follow-

Patients with decompensated liver disease (e.g., jaundice,
ascites) due to increased risk of hepatic encephalopathy.
Patients with respiratory insufficiency.
Patients with concomitant substance use disorders,
particularly patients with sediae, hypnotic, or anxiolytic
use disorders. Interacts between methadone and
hypnotics, sedatives, or anxiolytics may be life-threaten-1.
ing.
Patients with concomitant psychiatric diagnoses that
impair their ability to maintain daily attendance at an OTP.
Patients with low levels of physical dependence to opioids
should be started with low doses of methadone.
Significant medication interactions to consider before?-

3.

Methadone may prolong the QT interval and should be
used in caution with other agents that may also prolong the
QT interval. These include class | or class Il anti-arrhyth-

mic drugs, calcium channel blockers, some antipsychotics,

Patients with hypersensitivity to buprenorphine or any
component of the formulation.

2. Patients with severe liver impairment are not good can-

didates for office-based treatment with buprenorphine.
(Patients with hepatitis C infection who do not have severe
liver impairment may, however, be considered for office-
based buprenorphine treatment.)

Buprenorphine should be used with caution for the

following conditions:

Patients with current or previous hepatic dysfunction. A
direct comparison of the fiects of buprenorphine
and methadone, however, showed no evidence of liver
damage during the initial 6 months in either treatment
groups®® Monitoring liver enzymes in patients at
increased risk for hepatotoxicity may be considered.
Patients who, at present, have an alcohol use or sedative,
hypnotic, or anxiolytic use disorder.
Patients with hypovolemia, severe cardiovascular disease,
or taking drugs that may exaggerate hypotensive effects.
Buprenorphine may cause hypotension, including ortho-
static hypotension and syncope.

Significant medication interactions to consider before

and some antidepressants. (See Figure A for discussion §tarting buprenorphine include the following:

cardiac risk management)
Methadone is metabolized through the cytochrome P45€I'
enzyme pathway. Many agents interact with this pathway

including alcohol, anticonvulsants, antiretrovirals, and2
macrolide antibiotics. :

Buprenorphine

Buprenorphine is a partial mu opioid receptor agonist

available in a variety of formulations, several which have been
newly approved by the FDA since publication of the 2015

practice guideline (see Table 1). Buprenorphine is recom-
mended for pharmacological treatment of opioid use disorder
(see Part 5: Buprenorphine).

Buprenorphine is also an efféve treatment for opioid

Alcohol and sedatives, hypnotics, or anxiolytics may
enhance the central nervous system (CNS) depressive
effect of buprenorphine.
Buprenorphine is metabolized to nor-buprenorphine
primarily by cytochrome CYP3A4; therefore, potential
interactions may occur when buprenorphine is
given concurrently with agents that affect CYP3A4
activity. The concomitant use of buprenorphine with
CYP3A4 inhibitors (e.g., azole antifungals such as
ketoconazole, macrolide antibiotics such as erythromy-
cin, and HIV protease inhibitors) should be monitored
and may reqeuire dose reduction of one or both
agentse.3'65'66' 9

In 2016, based on literature reviews involving the

withdrawal with efficacy similar to methadone, and superiorentire class of opioid pain medications and a review of
to lofexidine or clonidine in opioid withdrawal manage- reported adverse events, the FDA required the addition
ment’57:65:8%0pjoid withdrawal mangement (i.e. detoxi- of warnings on all opioid product labels (including
fication) on its own, without ongoing treatment for opioid methadone and buprenorphine). Required warnings include
use disorder, is not a treatment method for opioid usehe following:
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1. Thereis arisk of life-threatening respiratory depression and Naltrexone is contraindicated in patients:
death with concomitant use of methadone or buprenorphine

with benzodiazepines or other CNS depresséhts. 1. with hypersensitivity reactions to naltrexone.

2. Opioids (including methadone and buprenorphine) camp  who have previously exhibited hypersensitivity to naltrex-
interact with antidepressants and migraine medicines to  gne, polylactide-co-glycolide, carboxymethyl-cellulose,
cause a serious CNS reaction called serotonin syndrome, or any other components of the diluent (for extended-
in which high levels of the chemical serotonin build up in  release injectable naltrexone).
the brain and cause tQXICIfB}- . 3. with current physical dependence on opioids, including

3. Use of opioids (including methadone and buprenorphine) partial agonists.
may lead to Addison’s disease, arare, but serious condition. in acute opioid withdrawal.

in which the adrenal glands do not produce adequaté, \ho have failed the naloxone challenge test (see Glossary)
amounts of the hormone cortistl. or who test positive for opioids.

4. Long-term use of opioids (including methadone and Naltrexone should be used with caution under the
buprenorphine) may be associated with decreased S&%llowing conditions:

hormone levels and symptoms such as decreased libido,

impotence, or infertility” N 1. All patients should be warned of the risk of hepatic injury
In September 2017, the FDA released an additional drug  and advised to seek medical attention if they experience
safety communication stating that based on additional review, symptoms of acute hepatitis. Hepatic injury is a concern if
the “FDA is advising that the opioid addiction medications very high doses are used, for example, 200—300 mg per
buprenorphine and methadone should not be withheld from  gay Use of naltrexone should be discontinued in the event

patients taking benzodiazepines or other drugs that depress of ‘symptoms and/or signs of acute hepatitis. Cases of
the CNS. The combined use of these drugs increases the risk hepatitis and clinically significant liver dysfunction were

of serious side effects; however, the harm caused by untreated gpserved in association with naltrexone exposure during

opioid addiction can outweigh these risks. Careful medication  the clinical development program and in the postmarket-
management by health care professionals can reduce these ing period. Transient, asymptomatic hepatic transaminase

risks. . . . elevations were also observed in the clinical trials and
While acknowledging the seriousness of each of these postmarketing period.

warnings, the Guideline Committee notes that when methay patients who are pregnant or breastfeeding. Clinicians
done and buprenorphine are used as prescribed and when should discuss the paucity of research on the risks (if
treatment is carefully monitored by clinicians, these adverse  any) of naltrexone on fetal development.

events are rare and treatment benefits outweigh the risks & patients with liver impairment should complete liver

no treatment. enzyme tests before and during treatment with naltrexone
to check for additional liver impairment.
Naltrexone 4. Patients who experience injection site reactions should be

Extended-release injectable naltrexone, administered monitored for pain, redness, or swelling. Incorrect admin-

every 3-4 weeks, is recommended for patients who are no jstration may increase the risk of injection site reactions.
longer physically dependent on opioids for preventing relapse - Reactions have occurred with extended-release injectable
in opioid use disorder (see Part 6: Naltrexone). Naltrexone is  ngjtrexone.

an opioid antagonist that blocks the effects of opioids and i patients with co-occurring psychiatric disorders should be
used to prevent relapse in patients who are no longer depen- monjtored for adverse events. Suicidal thoughts, attempted
dent on opioids. Naltrexone causes immediate withdrawal gyicide, and depression have been reported.

symptoms (precipitated withdrawal) in a person with active Significant medication interactions to consider before
physical dependence on opioids. There are oral and extendegfarting naltrexone include the following:

release injectable formulas of naltrexone. Oral naltrexone

often lacks effectiveness due to poor medication adhe?éncel_ Naltrexone should not be used with methylnaltrexone
and in a meta-analysis was not found to be superior to placebo naloxegol.

or to no pharmacological treatments in treatment retention 0 - jajtrexone blocks the effects of opioid analgesics because
illicit opioid use reductior’? Oral naltrexone should only be it is an opioid antagonist.

used under limited circumstances. For example, if taken dailyg Glyburide may increase serum concentration of naltrex-

oral naltrexone can be effective in patients who are highly ™ gne “Monitor for increased toxicity effects of naltrexone
motivated or legally mandated to receive treatment, and/or (e.g. liver enzyme elevations).

when taking the medication is closely supervised. Clinicians

may therefore want to reserve using oral naltrexone for

patients who are able to comply with special techniques tdMedication Management

enhance their adherence. While extended-release injectable  Medication management should be provided in conjunc-

naltrexone formulation may improve the adherence limita-tion with pharmacotherapy. Medication management services
tions of the oral formulation, studies suggest that adherence ttocus on the appropriateness, effectiveness, and safety of
extended-release naltrexone is lower than that of buprenomedications for a given patient. These services include moni-
phine/* toring and evaluating the patient's response to medication

2020 American Society of Addiction Medicine 31



White et el.

Adopted by the ASAM Board of Directors December 18, 2019

(including ongoing misuse of substances) and medication
adherence; dose titration as clinically indicated; education to
ensure the patient understands their treatment plan, how to take
their medications, and the importance of adherence; and pro-
vision of recommendations for other treatment and recovery

support services as indicated. These services are intended t4-

promote ongoing engagement in treatment, optimize the
patient’s medication response, and prevent relapse.

While some of the components of medication manage-
ment, such as dose titration, should be performed by the
prescriber, other components can be performed by other
members of the patient’s care team, either within the program
or through referral. Medication management services as well
as other services designed to improve treatment outcomes and
prevent relapse should be coordinated across all providers
involved in the patient’s care.

PDMP Monitoring

Accessing PDMP data is advisable to check for other 3.

medications that the patient may be receiving. Due to varia-
tion in state PDMP laws, clinicians are encouraged to be
familiar with the legal requirements associated with PDMPs
and prescribing of controlled substances in their state. In
addition, drug testing in combination with a patient’s self-
reported information about substance use is recommended as
a monitoring tool during treatment. Note that medications
dispensed through an OTP or other treatment program subject
to the substance use disorder confidentiality regulations (42
CFR Part 2) and are typically not captured in state PDMPs.

Length of Treatment

While there is limited research on optimal length of
addiction treatment, available research generally suggests that
longer duration of treatment results in better outcomes. The
National Institute on Drug Abuse’s Principles of Drug Addiction
Treatment notes that individuals progress through addiction
treatment at various rates and positive outcomes are contingent
on adequate treatment duratiohGenerally, treatment partici-
pation for less than 90 days is of limited effectiveness, and
treatment lasting significantly longer is associated with more
positive long-term outcomes. For patients treated with metha-
done, 12 months is considered the minimum, and some patients
will continue to benefit from this treatment for many yeats.

Summary of Recommendations — Treatment

Options

1. (MAJOR REVISION) All FDA approved medications for 9.

the treatment of opioid use disorder should be available to
all patients. Clinicians should consider the patient’'s
preferences, past treatment history, current state of ill-
ness, and treatment setting when deciding between the
use of methadone, buprenorphine, and naltrexone.

2. (NEW) There is no recommended time limit for
pharmacological treatment.

3. (MAJORREVISION) Patients’ psychosocial
should be assessed, and patients should be offered or
referred to psychosocial treatment based on their indi-
vidual needs. However, a patient’s decision to decline
psychosocial treatment or the absence of available

32

needs 10.

psychosocial treatment should not preclude or delay phar-
macotherapy, with appropriate medication management.
Motivational interviewing or enhancement can be used to
encourage patients to engage in psychosocial treatment
services appropriate for addressing individual needs.
(MINOR REVISION) The venue in which treatment is
provided should be carefully considered. Methadone can
only be provided in opioid treatment programs (OTPs) and
acute care settings (under limited circumstances). Bupre-
norphine can be prescribed by waivered clinicians in any
setting, including OTPs and office based opioid treatment
(OBOT) in accordance with the Federal law (21 CFR
§1301.28). Naltrexone can be prescribed in any setting
by any clinician with the authority to prescribe medication.
Clinicians should consider a patient’s psychosocial situa-
tion, co-occurring disorders, and risk of diversion when
determining which treatment setting is most appropriate
(seeThe ASAM Criterigfor additional guidance).

(MINOR REVISION) Patients with active co-occurring
alcohol use disorder or sedative, hypnotic, or anxiolytic
use disorder (or who are in treatment for a substance use
disorder involving use of alcohol or other sedative drugs,
including benzodiazepines or benzodiazepine receptor ago-
nists) may need a more intensive level of care than can be
provided in an office-based setting. Persons who are regu-
larly using alcohol or other sedatives, but do not meet the
criteria for diagnosis of a specific substance use disorder
related to that class of drugs, should be carefully monitored.

6. (MAJORREVISION) The prescribing of benzodiaze-

pines or other sedative-hypnotics should be used with
caution in patients who are prescribed methadone or
buprenorphine for the treatment of an opioid use disorder.
While the combined use of these drugs increases the risk
of serious side effects, the harm caused by untreated
opioid use disorder can outweigh these risks. A risk-

benefit analysis should be conducted when deciding
whether to co-prescribe these medications.

7. 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.

8. (NEw) Opioid dosing guidelines developed for chronic

pain, expressed in morphine milligram equivalents
(MME), are not applicable to medications for the treat-
ment of opioid use disorders.

(MINOR REVISION) Oral naltrexone for the treatment of
opioid use disorder is often adversely affected by poor
medication adherence and should not be used except under
very limited circumstances. Clitians should reserve its use

for patients who would be able to comply with special
technigues to enhance their adherence, for example, observed
dosing. Extended-release injectable naltrexone reduces, but
does not eliminate, issues with medication adherence.
(MINOR REVISION) The Prescription Drug Monitoring
Program (PDMP) should be checked regularly for
the purpose of confirming medication adherence and
to monitor for the prescribing of other controlled sub-
stances.
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11. (NEW) Naloxone, for the reversal of opioid overdose, wjthdrawal are similar to those of spontaneous withdrawal,
should be provided to patients being treated for, or with &yt the time course is different, and symptoms may be much
history of, opioid use disorder. Patients and family mem-mqre severe. Review of postmarketing cases of precipitated
bers/significant others should be trained in the use ofypjoid withdrawal in association with treatment with naltrex-

naloxone in overdose. one has identified cases with symptoms of withdrawal severe
enough to require hospital admission, and in some cases,
Areas for Further Research management in an intensive care uffit®

1. Further research is needed to compare the advantages The timing of maximal precipitated withdrawal usually
of agonists and antagonists in the treatment of opioicoccurs in the following scenarios:
use disorder. Whereas methadone, buprenorphine, and
extended-release injectable naltrexone are all superior t@. Within 1 minute for intravenously administered naloxone.
no treatment in opioid use disorder, less is known aboup. Several minutes after IM naloxone.
their relative advantages. 3. Up to 90 minutes after sublingual buprenorphine.
2. Further research is needed to compare extended-release far- Up to several hours after extended-release injectable nal-
mulations in treatment of opith use disorder (extended- trexon&?®
release naltrexone vs extended-release buprenorphine). The duration of withdrawal depends on the half-life and
3. Further research is needed on the comparative effectiveiose of the partial agonist or antagonist. Naloxone-precipitated
ness of various health care settings and delivery systemgithdrawal typically lasts for 30—60 minutes, whereas bupre-
(e.g., integrated delivery systems, health maintenanc@orphine or naltrexone-precipitated withdrawal may last for
organizations, preferred provider organizations, point ofseveral days. The ability to accurately assess patients for opioid
service care etc.) for treatment of opioid use disorder. gependence isimportant to avoid precipitated withdrawal when
4. Across a variety of sub-populations, further research igntroducing antagonists and partial agonists medications.
needed to better understand and characterize the effective-  \wjithdrawal management can make withdrawal from
ness of and adherence to the different pharmacotherapypioids more comfortable. Given the high rate of relapse,
options to treat opioid use disorder. opioid withdrawal management on its own, without ongoing
pharmacotherapy, is not an effective treatment for opioid use
PART 3: TREATING OPIOID WITHDRAWAL disorder and is not recommend®lf withdrawal manage-
ment alone, or withdrawal management followed by psycho-
Background social treatment alone, is proposed the patient should be
Opioid withdrawal syndrome refers to the wide range ofinformed of the high risks of subsequent relapse, and the
symptoms that occur after stopping or dramatically reducindncreased risk for overdose and overdose death, as compared
the dose of opioid drugs after heavy and prolonged use. Fab ongoing treatment with opioid agonists. Withdrawal man-
short-acting opioids such as heroin and oxycodone, symptomggement is not necessary or recommended for patients being
usually emerge within 12 hours of the last opioid use, peakeferred for treatment with methadone or buprenorphine.
within 24—48 hours, and diminish over 3-5 days. For long-
acting opioids such as methadone, withdrawal symptomé\ssessment of Patients for Opioid Withdrawal
generally emerge within 30hours of the last methadone  Assessment of a patient undergoing opioid withdrawal
exposure and may last up to 10 days. Opioid withdrawashould include a thorough medical history and physical
syndrome is rarely life-threatening, but deaths have beegxamination focusing on signs and symptoms associated with
reported’® However, abrupt discontinuation of opioids is opioid withdrawal. There are various scales available to assess
not recommended because it may precipitate withdrawal, lea@pioid withdrawal. Objective signs, when present, are more

to strong cravings, and result in relapse to drug use. reliable, but subjective withdrawal features can also be sensi-
Symptoms of opioid withdrawal may include any of the tive measures of opioid withdrawal. These scales may be used

following: to measure opioid withdrawal symptoms during the initial

assessment to make the diagnosis of opioid withdrawal. In

1. Muscle aches 8. Insomnia addition, clinicians can assess the effectiveness of withdrawal

2. Increased tearing 9. Sweating management by repeating these scales intermittently as they

3. Runny nose 10. vawning . treat withdrawal symptoms

4. Dilated pupils 11. Abdominal cramping :

5. Piloerection 12. Nausea

6. Agitation 13. Vomiting Obijective Opioid Withdrawal Scale (OOWShan objective

7. Anxiety 14. Diarrhea measure in which the clinician checks for 13 signs of opioid

withdrawal (e.g., yawning, perspiratioff}.

Opioid withdrawal generally results from the cessation Clinical Opioid Withdrawal Scale (COWS3 a clinical
or a dramatic reduction in the dose of opioids, which is assessment for 11 medical signs and symptoms of opioid
referred to as spontaneous withdrawal. Opioid withdrawal withdrawal (e.g., gastrointestinal distre&s).
can also be precipitated when a patient who is physically Subjective Opioid Withdrawal Scale (SOWS&a measure
dependent on opioids is administered an opioid antagonist of 16 subjective symptoms of withdrawal, in which the
such as naloxone or naltrexone, or a partial opioid agonist patient rates their experience on a 5-point scale (e.g., | feel
such as buprenorphine. Signs and symptoms of precipitated restless)'*
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a mix of subjective and objective measures assessing 1dijther in an outpatient or an inpatient setting. None of the
common signs and symptoms of opioid withdraw/al. available forms of buprenorphine are specifically FDA-

Opioid withd | i in eith approved for withdrawal management, but they may be used
pioid withdrawal management may occur in €iner ¢, ;e purpose. None of the products have shown superiority

inpatient or outpatie.nt settings. Tr_]ere i_:s a lack of evidencgt ver another for this purpose. In the remainder of this section,
d%[tﬁémlnelthe relative si[aflety ?.f ",:pa.tt're]gt verlsus outpatienty e erm buprenorphine refers to the monotherapy and
withdrawal management. Inpatient withdrawal managemeng ...~ “formulations.

has higher rates of completion compared to outpatient with- Buprenorphine is a partial mu-opioid receptor agonist

drawal management; however, there is no demonstrable dI(/'vithahigheraf'ﬁnityforthe mu-receptor than mostfull agonists
ference in relapse following inpatient versus outpatient

ithd | 8 tients with sianificant such as heroin and oxycodone. Therefore, it is important that
withdrawal managemerit. ~or patients with significant or buprenorphine not be started until a patient is exhibiting
unstable physical or mental health issues, treatment in a

inpatient setting with monitored withdrawal may be preferred.?vti)tjﬁ g:g’v?/alslgg‘;i gitj Ov?/:?r:gr;vvcgld rjg/\L/;I”)t/o o?:\(lzﬂlrds F:Jr;‘ C{gltitzefi

Medications in Ovioid Withdrawal 18hours after the last dose of a short-acting agonist such as
For th P t of onioid withd [t . heroin or oxycodone, and up to 24—48 hours after the last dose
or i€ management of opiold withdrawal, two mamfof a long-acting agonist such as methadone. Providers could

strategies have evolved. The first involves the provision of.,,qjqer sooner dosing of buprenorphine in an inpatient setting
gradually tapering doses of opioid agonists, typically metha-

done or buprenorphine. The other strategy involves the use o
alpha-2 adrenergic agonists (FDA-approved lofexidine, an%ave

off-label use of clonidine) along with other non-narcotic buprenorphine should be modified for patients regularly using

medications to reduce withdrawal symptoms. Both strategies . ; . . d
have advantages and disadvantages, and both are superiorﬁh'tg)s or other high potency opioids. Fentanyl is short acting but

. : . s along half-life (8-10 hours) and a relatively high affinity for
placebo with respect to withdrawal severity and treatment, | m-opioid receptof® Some clinicians have recommended
complet]!fon.t_ Me_thad(éne. anttjh bupren?rphlnef are %ene.trr?"%aiting until patients are in at least moderate withdrawal
gmre Ie ec 'V? In re uc;ngt e syr‘(;ﬁdoms ? opioid wi 't(COWS score of 13 or higher) before initiating buprenorphine.

rawal, in retaining patents in withdrawal management, . ever, there is little existing evidence addressing this issue.
and in supporting the completlon of Wlth(_zlrawal management. Withdrawal management with buprenorphine should
With respect to withdrawal severity, recent evidenceg .+ \yith an initial dose of 2-4 mg, titrated up as needed to
fro_m systematic reviews suggests that methqdom_a tapers g[]ppress withdrawal (generally 4—16 mg per day). As noted
using alpha-2 adrenergic agonists for opioid withdrawaly, e “onigid withdrawal management on its own, without

results in similar severity of withdrawal symptoﬁ?SBup(e— ongoing pharmacotherapy, is not a treatment method for

loha-2-ad . icts in & £ withd | .ta5bi0id use disorder and is not recommended. If the decision
alpha-z-adrenergic agonists in t€rms of withdrawal SEVerilyiq 5 e 1o taper, patients should be advised about the risk of
duration, and treatment completifHowever, if treatment

ith nalt i< ol d . ithd | with aloh relapse and other safety concerns, including increased risk of
with naitrexon€ 1S planned, managing withdrawal With alpha-, o qose and overdose death. Insufficient evidence is avail-
2-adrenergic agonists may enable a more rapid initiation

Buprenorphine and methadone appear to be similarly effe able on the reIa_tive effectiveness o_f different rates of tapering
tive althouah data are limited y Cthe buprenorphine dose. The duration of the tapering schedule
9 ' can be as brief as 3—5 days or over 30 days. Studies examining
the relative efficacy of long versus short-duration tapers are
Withdrawal Management with Opioid Agonists not conclusive, and the Guideline Committee was unable to
Methadone and buprenorphine are both recommenderkach a consensus on this issue. One trial did find that longer
for management of opioid withdrawal and while comparativecourses of buprenorphine with gradual tapering were superior
evidence remains limited, they appear to have comparableo rapid tapering for withdraw&® Clinicians should be
results in terms of reducing withdrawal severity and improv-guided by patient response in determining the optimum
ing treatment retention and opioid abstinence. Withdrawalduration of the taper.
management with methadone must be done in an OTP or
inpatient setting. As noted above, opioid withdrawal manageWithdrawal Management with Alpha-2
ment on its own, without ongoing pharmacotherapy, is not dAdrenergic Agonists
treatment method for opioid use disorder and is not recom- Because opioid withdrawal results largely from over-
mended. Ongoing maintenance medication, in combinatiomactivity of the brain’s noradrenergic system, alpha-2 adrener-
with psychosocial treatment appropriate for the patient'sgic agonists have a long history of off-label use for the
needs, is the standard of care for treating opioid use disordetteatment of opioid withdrawal in the U.S. In May 2018,
If the decision is made to taper, patients should be advisethe FDA approved lofexidine for the mitigation of symptoms
about the risk of relapse and other safety concerns, includingssociated with abrupt withdrawal from opioids. Lofexidine is
increased risk of overdose and overdose death. Methadorsiministered orally typically at a dose of three 0.18-mg tablets
tapers generally start with doses in the range of 20—30 mg pef times daily and can be continued for up to 14 days with
day and are completed in 6—10 days. dosing guided by symptoms. Lofexidine treatment should be

here the patient can be closely monitored.
With the increasing prevalence of fentanyl, concerns
been raised about whether the protocol for initiation onto
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discontinued with a gradual dose reduction over 2 to 4 daysZ-
Clonidine is generally used at doses of 0.1-0.3 mg every 6—
8 hours, with a maximum dose of 1.2 mg daily. Its hypotensive
effects often limit the amount that can be used.

Clonidine is often combined with other non-narcotic
medications targeting specific opioid withdrawal symptoms
such as benzodiazepines for anxiety, loperamide or bismuth-
salycilate for diarrhea, acetaminophen or nonsteroidal anti-
inflammatory medications (NSAIDs) for pain, various med-
ications for insomnia, and ondansetron for nausea. Alpha-3-
adrenergic agonists are more effective than placebo in reduc-
ing severe withdrawal and in improving rates of treatment
retention and completion. These medications can also be used
concurrently with medications used to treat opioid use disor4-
der. Alpha-2 adrenergic agonists can be used to treat with-
drawal when patients taper off buprenorphine or methadone,
and they can be used in preparation for initiation of extended-
release naltrexon®

Comparative data are limited but lofexidine and cloni-
dine appear to be similarly effective in the treatment of opioid5-
withdrawal with hypotension occurring less frequently with
lofexidine®® Lofexidine should therefore be the preferred
choice for withdrawal management in an outpatient setting
where monitoring of blood pressure and management of
hypotension is more difficult. Other agents in the same
pharmacological family as clonidine, such as guanfacine
(available in the U.S.) can also be used off-label as safe
and effective agents in the management of opioid withdrawal6-

Anesthesia-Assisted Withdrawal Management

Anesthesia-assisted opioid detoxification or UROD uses
large doses of naloxone to precipitate acute opioid withdrawal
in the patient who is under general anesthesia. Patients are
anesthetized, then intubated and mechanically ventilated. A
diuretic is used to enhance excretion of the opioid. Patient<-
experience mild withdrawal symptoms for about 6 days after
awakening from anesthesia, compared with similar withdrawal
symptoms on a 20-day methadone tapéf

ASAM recommends against the use of UROD in the
treatment of opioid withdrawal and stated these same recom-
mendations in a policy statement. ASAM’s position is in
accordance with other guidelines. Serious complications

(MINOR REVISION) Opioid withdrawal management
(i.e. detoxification) on its own, without ongoing treatment
for opioid use disorder, is not a treatment method for opioid
use disorder and is not recommended. Patients should be
advised about the risk of relapse and other safety concerns,
including increased risk of overdose and overdose death.
Ongoing maintenance medication, in combination with
psychosocial treatment appropriate for the patient’s needs,
is the standard of care for treating opioid use disorder.
(MINOR REVISION) Assessment of a patient undergoing
opioid withdrawal management should include a thorough
medical history and physical examination, focusing on
signs and symptoms associated with opioid withdrawal.
(MINOR REVISION) By regulation, opioid withdrawal
management with methadone must be done in an OTP or
an acute care setting (under limited circumstances). For
patients withdrawing from short acting opioids the initial
dose should typically be 20-30 mg per day and the patient
may be tapered off in approximately 6-10 days.

(MAJOR REVISION) Opioid withdrawal management
with buprenorphine should not be initiated until there
are objective signs of opioid withdrawal. (See Part 3 for
more information on the timing of initiating buprenor-
phine.) Once signs of withdrawal have been objectively
confirmed, a dose of buprenorphine sufficient to suppress
withdrawal symptoms is given (an initial dose of 2-4 mg
titrated up as needed to suppress withdrawal symptoms).
(MAJOR REVISION) Alpha-2 adrenergic agonists (e.g.,
FDA-approved lofexidine and off-label clonidine) are safe
and effective for management of opioid withdrawal. How-
ever, methadone and buprenorphine are more effective in
reducing the symptoms of opioid withdrawal, in retaining
patients in withdrawal management, and in supporting the
completion of withdrawal management.

Opioid withdrawal management using ultra-rapid opioid
detoxification (UROD) is not recommended due to high
risk for adverse events or death. Naltrexone-facilitated
opioid withdrawal management can be safe and effective
but should be used only by clinicians experienced with this
clinical method, and in cases in which anesthesia or
conscious sedation are not employed.

including cardiac arrest and death have been reported withAreas for Further Research

anesthesia-assisted withdrawal managefiéfihe Centers 1.
for Disease Control and Prevention issued a warning in 2013

Further study is needed on methods to accelerate the
withdrawal process and facilitate the introduction of

about severe adverse events including death from anesthesia- antagonists. Recently, researchers have begun to investi-

assisted withdrawal managemé&ftFurthermore, a system-
atic review of five randomized trials concluded that the lack of
benefit, potential serious harms, and costs of heavy sedation
or anesthesia do not support its {Se.

Summary of Recommendations — Treating Opioid

Withdrawal

1. (MINOR REVISION) Using methadone or buprenorphine
for opioid withdrawal management is recommended over
abrupt cessation of opioids. Abrupt cessation of opioids
may lead to strong cravings, and/or acute withdrawal
syndrome which can put the patient at risk for relapse 2-
overdose, and overdose death.

2020 American Society of Addiction Medicine

gate the use of combinations of buprenorphine and low
doses of oral naltrexone to rapidly detoxify patients and
facilitate the accelerated introduction of extended-release
injectable naltrexoné.Although these techniques seem
promising, more research is needed before these can be
accepted as standard practice. Similarly, there are insuffi-
cient data to determine whether opioid antagonists (nal-
trexone, naloxone or both) in combination with alpha-2
adrenergic agonists (lofexidine and clonidine) reduce
withdrawal duration or increase rates of retention in
ongoing treatment with naltrexorf8.

Further research is needed to make recommendations on
the optimal duration of a buprenorphine taper, and to
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compare the effectiveness of short versus long tapers withedications known to prolong the QT interval. While there

buprenorphine withdrawal management. _are no clear data on the threshold dose of methadone that
3. Further research is needed to evaluate the safety of inpaypnfers risk for QT interval prolongation, the consensus of the

tient as compared to outpatient withdrawal managementeommittee is that ECG should be considered for patients
4. Further research is needed to address whether the protoo@lceiving over 120mg per d&. However, there is no

for buprenorphine initiation should be modified forpgti_ents research on the use of ECG data for improving patient out-

regularly using fentanyl and other high potency opioids. comes. See Adverse Effect section below and “Part 2: Treat-

ment Options: Contraindications and Precautions” for
PART 4. METHADONE additional informatiorp*

Background COURSE OF TREATMENT
Methadone, a slow-acting opioid agonist, is an effective

treatment for opioid withdrawal management and the treatinitiation

ment of opioid use disorder. Methadone is taken orally so that The previous version of these guidelines used the term
it reaches the brain slowly, dampening the rewarding effecinduction instead of initiation. While the meaning is the same
that can occur with other routes of administration whilein this context, the guideline committee noted that this
preventing withdrawal symptoms. Methadone has been usednguage did not align with the terminology used for other
since the 1960s to treat heroin addiction and remains afedical conditions and can make the process sound more
effective treatment option. Many studies have demonstrategifficult and complex than it is.

its superiority to medication-free approacti€sn the United Initial dosing of methadone depends on the level of
States, Methadone is only available through approved OTP$hysical dependence. The recommended initial dose ranges
where it is dispensed to patients on a daily or almost dailyfrom 10 to 30 mg, with reassessment as clinically indicated,
basis in the initial stages of treatment, and in acute caréypically in 2—4 hours when peak levels have been reached.
settings (under limited circumstances). Federal and state lawgeassessment in this time frame may not always be feasible,
allow take-home doses for patients who have demonstratefdr example, when treatment initiation begins late in the day.
treatment progress and are judged to be at low risk foln these cases, it may be more practical to reassess first thing
diversion, and for whom the therapeutic benefits of take-in the morning. Timing of reassessment should not be a barrier
home doses outweigh the risks. to initiation of methadone.

Given the risk of overdose in the first 2 weeks, tolerance
PATIENT SELECTION AND TREATMENT GOALS s an important safety consideration. Federal law mandates
Treatment with methadone at an OTP is recommendeghat the initial dose cannot exceed 30 mg and the total dosage
for patients who have opioid use disorder, are able to giveyn the first day cannot exceed 40 rifgFor individuals with
informed consent, and have no specific contraindications foho or low opioid tolerance (e.g. patients transitioning from
this treatment. Treatment with methadone has the followinthaltrexone, patients re-entering the community after residen-

four goals: tial treatment or incarceration [with no agonist treatment],
patients re-initiating methadone after relapse), use a lower-
1. suppress opioid withdrawal; than-usual dose (2.5 to 10 mg). Increase the dose slowly and
2. block the effects of illicit opioids; with careful monitoring for all patients, with particular atten-
3. reduce opioid craving and stop or reduce the use of illicitiion to patients who have not used opioids for 5 or more days,
opioids; do not use opioids daily, or use less potent opioids (e.g.,

4. promote and facilitate patient engagement in recoverycodeine)?® Avoid using automated dosing increases to protect
oriented activities including psychosocial interventions. against the risk of overdose. Particular caution should be
exhibited with patients with active cardiac disease or who
Precautions have been prescribed other medications associated with QT
interval prolongation.
Arrhythmias
Patients should be informed of the potential risk of Titration
arrhythmia when they are dispensed methadone. It is recom-  Methadone has along half-life and care must be taken to
mended to get a history of structural heart disease, arrhythmiavoid too rapid dose increases during the first 1—3 weeks of
or syncope. In addition, the clinician should assess the patienteatment to avoid increasing the dose before the full effect of
for other risk factors for QT-interval prolongation. An elec- the last dose has been realized. Doses do not correlate well
trocardiogram (ECG) should be conducted for patients withwith blood levels. Dosing should be based on the patient’s
significant risk factors including any prior ECG demonstrat- response and can vary widely between patients. Methadone
ing a QTc> 450 milliseconds, or a history suggestive of prior should generally not be increased every day but rather
ventricular arrhythmia. ECG should also be considered wheincreased no more than 10 mg approximately every 5 days
other risk factors for QT interval prolongation are presentbased on the patient's symptoms of opioid withdrawal or
including when high doses of methadone are being employededation. For example, 10 mg increases at intervals of 5 days
patient or family history of cardiac risk factors, abnormal liver or 5 mg increases at intervals of 2-3 days as symptoms persist.
enzymes, electrolyte abnormalities, or the patient is takindlrough and peak plasma levels of methadone (or methadone
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blood levels) may be used in addition to clinical evaluation to
assess the safety and adequacy of a patient’s dose, particularly

2. A risk stratification plan, which can include the following:
a. Conduct an ECG for patients with significant risk factors at

in patients who seem to be rapid metabolizers and may need a
split dose?* 98 A relatively low dose of methadone (e.g.,
<30 mg per day) can lessen acute withdrawal but is often not
effective in suppressing craving. Patients should be educated
to understand that the full benefits of methadone treatment
take time and that it is common to feel unwell during the first
few days of methadone titration.

Maintenance
Though a few patients respond to a maintenance dose of
30-60 mg per day, most patients fare better if their initial dose

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 modifiable
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 interval, eliminating other risk
factors, and, if necessary, switching to buprenorphine. Include
follow-up ECG monitoring.

. Consider providing routine universal ECG screening if feasible,

although there is insufficient evidence to formally recommend

is gradually raised to a maintenance level of 60—120 mg per doing so.”

day, which typically creates sufficient tolerance to minimize a

euphoric response if patients self-administer additional

opioids. Multiple randomized trials found that patients have )

better outcomes, including retention in treatment, with highef”Sychosocial Treatment _ o

doses (80—100mg per day) than lower doSe€° Though Because qp|0|d adQ|ct|on is a chronic relapsm_g disease,
not well studied, doses above 120 mg per day are being usedrategies specifically dlrecteo! at relapse prevention are an
with some patients as blockade of opioid effects is becomingMPortant part of comprehensive treatment and can include
increasingly more difficult due to the increased availability of counseling and/or other psychosocial treatments. Patients’

high potency opioids including fentanyl and other syntheticPSychosocial needs should be assessed, and patients should
opioids®? be offered or referred to psychosocial treatment based on their

individual needs. However, there may be instances when
Adverse Effects pharmacotherapy alone results in positive outcomes. A

Higher methadone doses may be associated witipatient’s decisic_)n to decline psychosocial treatment or the
increased risk of adverse effects, including prolongation ofibsence of available psychosocial treatment should not pre-
the QT interval and arrhythmias (torsades des pointes), whicRlude or delay pharmacological treatment of opioid use
in some cases have been fatal (see Precautions sectigiporder, with appropriate medication management. Motiva-
above)'®! The FDA issued a safety alert for methadonet'or?a| interviewing or enhanceme.nt can be used to encourage
regarding these cardiac everfé.Clinicians, in consultation ~Patients to engage in psychosocial treatment services appro-
with patients, may need to consider the relative risk of advers@riate for addressing their individual needs. )
events due to QT prolongation with methadone as compared ~ Family involvement in treatment can provide strong
to the risk of morbidity and mortality of an untreated opioid SuPpOrt for patient recovery; and family members may also
use disordet®® Changing to buprenorphine or naltrexone benefit. The concept of family _should be expandeq to include
maintenance should be considered when risks of QT protfembers of the patient’s social network (as defined by the
longation are high as these medications do not seem tgatient), including significant others, close friends, clergy,
significantly prolong the QT interval. While there is limited €Mployers, and case managers.
evidence on effective screening strategies for preventing
cardiac morbidity and mortality in patients treated with Monitoring Treatment
methadone, the Guideline Committee concurs with the Federal and state-approved OTPs dispense and supervise
recommendations from SAMHSAs TIP 63 which recom- administration of methadone. Treatment monitoring for metha-
mends that OTPs develop a cardiac risk management platione is subject to federal regulations (42 CFR Part 8). These
(Figure A)21104 regulations include requirements for medication administration,
dispensing and use, as well as diversion control and drug testing.

Patients are seen daily at the beginning of their treat-
ment for supervised dosing. Once patients are stabilized, take
home doses of methadone may be dispensed based on criteria
defined in the regulations. The stability of a patient is deter-
mined by the medical director based on several indicators

Figure A: Cardiac Risk Management Plan from SAMHSA's TIP 83

“OTPs should consider the following elements in crafting a cardiac risk
management plan:
1. An intake assessment of risk factors, which can include:
a. Family history of sudden cardiac death, arrhythmia, myocardial
infarction, heart failure, prolonged QTc interval, or unexplained

d.

e. Electrolyte assessment (for hypokalemia or hypomagnesemia).

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).

2020 American Society of Addiction Medicine

which may include the absence of problematic alcohol and
illicit drug use, participation in psychosocial treatment and
other recovery-based activities, and productive occupational
and social functioning. The regulations allow stable patients
to be seen less frequently (once per week after six months in
treatment and once every two weeks after a year in treatment).
Treatment should include relapse monitoring with fre-
quent testing for alcohol and other relevant psychoactive
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substances. Testing for methadone metabolites (e.g., EDDP) Patient wants to change and is a candidate for the

is recommended to ensure adherence and detect possible diver- alternative treatment.

sion. Medication transitions should be planned, considered,
Accessing PDMP data is advisable to check for otherand monitored. Particular care should be taken in reducing

medications that the patient may be receiving. Due to thénethadone dosing before transfer to avoid precipitating a

variation in state PDMP laws, clinicians are encouraged to b&elapse. If the patient becomes unstable and appears at risk for

familiar with the legal requirements associated with PDMPs'elapse during the transfer of medications, reinstating metha-

and prescribing of controlled substances in their state. PDM@0ONe may be the best option.

checks in combination with drug testing and a patient's self- L i

reported information is recommended for monitoring sub-Transitioning to Buprenorphine

stance use during treatment (SEiee ASAM Appropriate Use Patients on low doses of methadone (30—40 mg per day
of Drug Testing in Clinical Addiction Medicinguidance or less) generally tolerate the transition to buprenorphine with
document)** minimal discomfort; whereas patients on higher doses of

Patients who discontinue agonist therapy should be mad@ethadone may find that transitioning causes significant
aware of the risks associated with an opioid overdose, andliscomfort. Patients should be closely monitored during
especially the increased risk of overdose death. Patients shougich a transition because there is a risk that stable methadone
also be made aware of other risks associated with intravenous dr@%_ﬂems may become unstable when changing to buprenor-
use including the risk of infectits (HIV, Hepatitis C, endocarditis, Phine.
sepsis, etc.). Treatment alterinas including buprenorphine (see To minimize the risk of precipitated withdrawal, it is
Part 5) and naltrexone (see Part 6), as well as opioid overdog@commended that clinicians use careful initial dosing fol-
prevention with naloxone (see part 13), should be discussed witlwed by rapid titration up to @ appropriate maintenance

any patient choosing to discontinue treatment. dose. Patients should be exjgmcing mild to moderate
opioid withdrawal before theansition. This would typically
Length of Treatment occur up to 24—-48 hours after the last dose of methadone,

There is no recommended time limit for treatment with after a sufficient time has elapsed for there to be minimal risk

methadone. Clinicians should not encourage patients to dighat the first dose of buprenorphine will precipitate
continue medication based on a pre-determined duration gfignificant withdrawal.
treatment. While the optimal duration of treatment with During office-based initiation of buprenorphine, the
methadone has not been established, it is known that relapgtse of the COWS can be helpfuldetermining if patients are
rates are high for most patients who drop out; thus, long-terngxperiencing mild to moderate withdraw®lA COWS score
treatment is often needed. While the research is limitedof 11-12 or more is generally indicative of sufficient with-
available research generally suggests that at longer duratiofrawal to allow a safe and conttable initiation onto bupre-
of treatment result in better outcomes. The National Institutnorphine. For home-based initiation, clinicians should
on Drug Abuse’s Principles of Drug Addiction treatment notesdiscuss with patients the importance of waiting for physical
that individuals progress through addiction Treatment asymptoms of opioid withdrawal (e.g. pupil dilation, goose
various rates and positive outcomes are contingent on adéumps, gastrointestinal discdant, etc.) before taking their
quate treatment duratioff.Generally, treatment participation first dose of buprenorphine to prevent precipitated with-
for less than 90 days is of limited effectiveness, and treatmerfirawal.
lasting significantly longer is associated with more positive An initial dose of 2—4 mg of buprenorphine should be
long-term outcomes. For patients treated with methadonegiven. If withdrawal symptoms improve, the patient can be
12 months is considered the minimum, and some patients wiiven additional 2—-8 mg doses as needed to suppress with-
continue to benefit from this treatment for many years. ~ drawal symptoms. The prescribing doctor should contact the

Treatment duration depends on the response of thgatient later in the day to assess the response to dosing. The
individual patient and is best determined by collaborativelikelihood of precipitating withdrawal on commencing
decision making between the clinician and the patient. Treatbuprenorphine is reduced &se time interval between the
ment should be reinstituted immediately for most patientdast methadone dose and thésf buprenorphine dose
who were previously taking methadone and have relapsed dicreases.
are at risk for relapse.

Transitioning to Naltrexone

TRANSITIONING BETWEEN TREATMENT Patients transitioning from methadone to naltrexone
MEDICATIONS need to be completely withdrawn from methadone and other
Transitioning from methadone to other opioid use dis-0pioids before they can receive naltrexone. This may take up

order treatment medications may be appropriate in the folto 14 days, but can typically be achieved in 7 d&ysA
lowing cases: naloxone challenge (administration of 0.4—0.8 mg naloxone

and observation for precipitated withdrawal) may be useful
1. patient experiences intolerable methadone side effects; before initiating treatment with naltrexone to document the
2. patient has not been successful in attaining or maintainingsence of physiological dependence and to minimize the risk

their treatment goals throughe initially chosen pharmaco- for precipitated withdrawal (see Glossary for more on nalox-
therapy one challenge).
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Summary of Recommendations — Methadone
1. (MINOR REVISION) Methadone is a recommended

treatment for patients with opioid use disorder, who
are able to give informed consent and have no specific
contraindication for this treatment.

. (MAJOR REVISION) The recommended initial dose of
methadone ranges from 10 to 30 mg, with reassessmerO-
as clinically indicated (typically in 2 to 4 hours). Use a
lower-than-usual initial dose (2.5 to 10 mg) in individuals
with no or low opioid tolerance.

. (MAJOR REVISION) Following initial withdrawal sta-
bilization, the usual daily dose of methadone ranges from
60 to 120 mg. Some patients may respond to lower doses
and some may need higher doses. Methadone titratioA1-
should be individualized based on careful assessment of
the patient's response and generally should not be
increased every day. Typically, methadone can be
increased by no more than 10 mg approximately every

5 days based on the patient's symptoms of opioid with-
drawal or sedation.

. The administration of methadone should be monitored
because unsupervised administration can lead to misuse
and diversion. OTP regulations require monitored medi-
cation administration until the patient’s clinical response
and behavior demonstrates that prescribing non-moni-
tored doses is appropriate.
. (MAJORREVISION) Patients’ psychosocial needs 1.
should be assessed, and patients should be offered or
referred to psychosocial treatment based on their indi-
vidual needs, in conjunction with methadone in the
treatment of opioid use disorder. However, a patient’s
decision to decline psychosocial treatment or the absence
of available psychosocial treatment should not preclude
or delay treatment with methadone, with appropriate2.
medication management. Motivational interviewing or
enhancement can be used to encourage patients to engage
in psychosocial treatment services appropriate for
addressing their individual needs.

. (MINOR REVISION) For patients who previously 4.
received methadone for the treatment of opioid use
disorder, methadone should be reinstituted immediately

if relapse occurs or if an assessment determines that the
risk of relapse is high (unless contraindicated). Re-initi-
ation of methadone should follow the recommendations
above regarding initial dose and titration.

. (MINOR REVISION) Strategies directed at relapse pre-
vention are an important part of addiction treatment andBa
should be included in any plan of care for a patient

before making the transition. 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
experience significant discomfort in transitioning med-
ications.

(MINOR REVISION) Patients transitioning from meth-
adone to naltrexone must be completely withdrawn from
methadone and other opioids, before they can receive
naltrexone. 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.

(MINOR REVISION) There is no recommended time
limit for pharmacological treatment with methadone.
Patients who discontinue methadone treatment should
be made aware of the risks associated with opioid
overdose, and especially the increased risk of overdose
death if they return to illicit opioid use. Treatment
alternatives including buprenorphine (see Part 5) and
naltrexone (see Part 6), as well as opioid overdose
prevention with naloxone (see part 13), should be dis-
cussed with any patient choosing to discontinue treat-
ment.

Areas for Further Research

Further research is needed to assess the effectiveness of
specific types of psychosocial treatment in combination
with methadone in OTP or inpatient settings. Treatment
with methadone generally includes some psychosocial
components, however, it is unclear when added psychoso-
cial treatment improves patient outcomes, and which
psychosacial treatments are beneficial to which patients.
Research is needed to evaluate the use of ECG in treatment
with methadone in preventing adverse cardiac events.
Further research is needed on how to determine the opti-
mal length of treatment with methadone for individual
patients.

More research is needed on outcomes following transitions
from methadone to other opioid use disorder treatment
medications. For example, to what extent do different
protocols for medication transitions affect short- and
long-term treatment outcomes.

PART 5: BUPRENORPHINE

ckground
Buprenorphine is recommended for the treatment of

receiving opioid use disorder treatment or ongoing mon-opioid use disorder. Buprenorphine relieves drug cravings
itoring of the status of their disorder. without producing euphoria, and with reduced risk of danger-
(MINOR REVISION) Transitioning from methadone to ous and adverse effects compared with full agonist opioids. In
another medication for the treatment of opioid use disor-addition to its pharmacological properties, an advantage of
der may be appropriate if the patient experiences danbuprenorphine is that it can be prescribed in office-based
gerous or intolerable side effects or is not successful irfreatment settings. The FDA approved buprenorphine in 2002,
attaining or maintaining treatment goals through the usemaking it the first medication eligible to be prescribed by
of methadone. certified physicians through the Drug Addiction Treatment
(MINOR REVISION) Patients transitioning from meth- Act of 2000 (DATA 2000):°° Through DATA 2000, physi-
adone to buprenorphine in the treatment of opioid usecians may apply for waivers to prescribe certain narcotic
disorder should ideally be on low doses of methadoneschedule Ill, IV, or V medications, including buprenorphine,
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from their office settings. This provision of the act expands Bioequivalence information and charts for the various
access to community-based treatment options and mitigatédermulations of buccal and sublingual buprenorphine and
the need to receive treatment through more specialized, anguprenorphine/naloxone products are contained in Appendix
often less available, OTPs. However, buprenorphine may alsb. All information provided in this section is based on dosages
be administered in an OTP setting with similar program andor the generic equivalents of buprenorphine/naloxone sublin-
administration requirements to those for methadone. gual tablets and buprenorphine monoproduct sublingual tab-
Recent legislation has further expanded the types ofets. Because of the possibility of slight differences in
practitioners who can prescribe buprenorphine for the treatbioavailability between the different formulations of buprenor-
ment of opioid use disorder. The Comprehensive Addictionphine, patients transitioning from one form of buprenorphine to
and Recovery Act (CARA) signed into law in July 2016 another should be monitored for efficacy and adverse effects.
extended the authority to prescribe buprenorphine to qualify-
ing NPs and PAs who obtain a waivéf. The SUPPORT for Patient Selection and Treatment Goals
Patients and Community Act (Congress.gov) signed into law Buprenorphine is an effective treatment recommended
in October 2018 further expanded buprenorphine prescribindpr patients who have opioid use disorder, are able to give
privileges (through October 1, 2023) to qualifying clinical informed consent, and have no specific contraindications
nurse specialists, certified registered nurse anesthetists, afat this treatment. Treatment with buprenorphine has the
certified nurse midwives®’ following four goals:

Formulations of Buprenorphine 1. suppress opioid withdrawal;

For thisPractice Guidelinerecommendations using the 2. block the effects of illicit opioids;
term buprenorphine will refer generally to both the bupre-3. reduce opioid craving and stop or reduce the use of illicit
norphine only (monoproduct) and the combination buprenor-  opioid;
phine/naloxone (combination product) formulations. When4. promote and facilitate patient engagement in recovery-
recommendations differ by formulation it will be noted. oriented activities including psychosocial intervention.

This Practice Guidelinegenerally recommends using There is ample evidence for the efficacy of buprenor-
combination buprenorphine/naloxone for both withdrawalphine for the treatment of opioid use disord€rBuprenor-
management and treatment of opioid use disorder, witlphine poses significantly lower risk for overdose compared to
special considerations for pregnant and breastfeeding womefall agonist opioids due to the ceiling effects of buprenorphine
(See Part 8: Special Populations: Pregnant Women). Combfer respiratory depression at higher doses. Consequently,
nation products contain naloxone (an opioid receptor antagdsuprenorphine has been approved for OBOT.
nist), which is included to discourage intravenous use of
buprenorphine. If a patient who is physically dependent orPrecautions
a full agonist opioid injects buprenorphine/naloxone, the
naloxone will induce withdrawal symptoms. These with- Alcohol or Sedative, Hypnotic, or Anxiolytic Use
drawal symptoms are generally averted when buprenor- Some studies have shown potential adverse interactions
phine/naloxone is taken as prescribed, however a smalietween buprenorphine and sedatives. While the combined
amount of naloxone may be absorbed sublingually and canse of these drugs increases the risk of serious side effects, the
precipitate withdrawal. Patients dependent upon methadonigarm caused by untreated opioid use disorder can outweigh
or other long-acting opioid products may be more susceptiblehese risks. However, patients with opioid use disorder and
to this effect compared to those on short-acting opioid prodconcurrent alcohol, sedative, hypnotic, or anxiolytic use dis-
ucts. Buprenorphine/naloxone products have not been evalwrders may need more intensive monitoring during office-
ated in adequate and well-controlled studies for initiation inbased treatment with buprenorphine to minimize the risk of
patients who are physically dependent on long-acting opioichdverse events. Patients with these co-occurring disorders
products. For this reason, buprenorphine monotherapy may heay be better treated in a setting with greater supervision
considered in patients taking long-acting opioids. Followingsuch as an OTP. See “Part 2: Treatment Options: Contra-
initiation, the patient may then be transitioned to an extendedindications and Precautions” for additional information.
release or combination formulatiSf.

The FDA has approved numerous buprenorphine andreatment Access
buprenorphine/naloxone formations (see Table 1). Newly The DATA 2000, CARA 2016, and SUPPORT 2018,
approved formulations include tended-releasinjections, laws respectively allow qualifying physicians, NPs, PAs, and
an extended-release subdermal implant, and generic veother qualifying practitioners including clinical nurse special-
sions of sublingual and buccal tablets and films. These neuvists, certified registered nurse anesthetists, and certified nurse
formulations provide a broadt array of treatment options midwives to obtain waivers from SAMHSA to prescribe
and their introduction onto the mleet provides patients and buprenorphine in their office practices or in a clinic set-
clinicians with much needed choice and flexibility when ting.19®-107:109
using buprenorphine for the treaent of opioid use disorder. Both the monoproduct and combination product are
Clinicians should use the meinjectable products as indi- approved by the FDA for the treatment of opioid use disorder
cated and be mindful of emerging evidence as it becomeand can be used in settings outside of an OTP. Providers who
available. wish to prescribe buprenorphine for the treatment of opioid
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use disorder or withdrawal management must obtain a waiver

under DATA 2000. Providers with DATA 2000 waivers may

treat opioid use disorder with approved buprenorphine prod-
ucts in any practice settings in which they are otherwise
credentialed to practice and in which such treatment would

be medically appropriate (this may be subject to additional

state regulations). The SUPPORT 2018 Act also made per-
manent the prescribing authority for PAs and NPs and allows
waivered practitioners to immediately treat 100 patients at a

time if the practitioner is board certified in addiction medicine
or addiction psychiatry; or if the practitioner 1provides bupre-
norphine in a qualified practice settif§”**>***The legisla-
tion also codified SAMHSA's regulations allowing certain
practitioners to treat up to 275 patients. See Exhibit 4 “Clini-
cian Qualifications for OBOT" for further details.

Exhibit 4: Clinician Qualifications for OBOT
To qualify for a DATA 2000 waiver, a physician must hold

a current, valid state medical license and a drug enforcement

agency (DEA) registration number. In addition, the physician
must meet at least one of the following criteria outlined by the
U.S. Department of Health and Human Services, SAMHSA:

physician to treat and manage patients with opioid use
disorder. Any criteria of the Secretary under this subclause
shall be established by regulation. Any such criteria are
effective only for 3 years after the date on which the
criteria are promulgated but may be extended for such
additional discrete 3-year periods as the Secretary con-
siders appropriate for purposes of this subclause. Such
an extension of criteria may only be effectuated through
a statement published in the Federal Register by the
Secretary during the 30-day period preceding the end of
the 3-year period involved.

9. The physician graduated in good standing from an accred-

ited school of allopathic medicine or osteopathic medicine
in the United States during the 5-year period immediately
preceding the date on which the physician submits to the
Secretary a written notification of the intent of the physician
to begin dispensing drugs to patients for maintenance or
detoxification treatment and successfully completed a com-
prehensive allopathic or osteopathic medicine curriculum or
accredited medical residency that included not less than
8 hours of training on treating and managing patients with
opioid use disorder and meets the statutory requirements.
Qualifying NPs and PAs, clinical nurse specialists,

1. The physician holds a subspecialty board certification incertified registered nurse anesthetists, and certified nurse
addiction medicine or addiction psychiatry by The Amer- midwives are required to:

ican Board of Preventive Medicine or the American Board
of Psychiatry and Neurology
2. The physician holds a subspecialty board certification in

addiction psychiatry from the American Board of Medical 2.

Specialties.

3. The physician holds an addiction certification or board
certification from ASAM or the American Board of
Addiction Medicine. (ASAM certification was taken over
by the American Board of Addiction Medicine in 2007.)

4. The physician holds a subspecialty board certification
in addiction medicine from the American Osteopathic
Association.

. The physician has, with respect to the treatment and-
management of patients with opioid use disorder, com-
pleted not less than 8 hours of training (through classroom
situations, seminars at professional society meetings, eleé-

1. be licensed under state law to prescribe schedule Ill, 1V,

or V medications for the treatment of pain;

obtain no fewer than 24 hours of initial training provided
by one of the following organization: ASAM, American
Academy of Addiction Psychiatry, American Medical
Association, American Osteopathic Association, Ameri-
can Nurses Credentialing Center, American Psychiatric
Association, American Association of Nurse Practitioners,
American Academy of Physician Assistants, or any other
organization that the Secretary of Health and Human
Services determines is appropriate;

have such other training or experience as the Secretary
determines will demonstrate the ability of the practitioner
to treat and manage patients with opioid use disorder;
be supervised by, or works in collaboration with, a quali-

fying physician, if required by state law to prescribe
medications for the treatment of opioid use disorder in
collaboration with or under the supervision of a physician.

tronic communications, or otherwise) that is provided by
ASAM, the American Academy of Addiction Psychiatry,
the American Medical Association, the American Osteo-
pathic Association, the American Psychiatric Association,
or any other organization that the Secretary determines ifnitiation
appropriate for purposes of this subclause. The setting for initiation of buprenorphine should be

. The physician has participated as an investigator in one atarefully considered. During initiation, both office-based and
more clinical trials leading to the approval of a narcotic home-based observation is considered safe and effective.
drug in schedule Il1, 1V, or V for maintenance or detoxifi- Initiation within the clinician’s office was traditionally rec-
cation treatment, as demonstrated by a statement submipmmended to reduce the risk of precipitated opioid with-
ted to the Secretary by the sponsor of such approved druglrawal. However, home-based buprenorphine initiation has

. The physician has such other training or experience as thieecome increasingly common in recent years and is consid-
state medical licensing board (of the state in which theered safe and effective under appropriate circumstances.
physician will provide maintenance or detoxification treat- Clinical judgement should be used to determine the most
ment) considered to demonstrate the ability of the physi-appropriate setting for a given patient and may include
cian to treat and manage patients with opioid use disordeconsideration of the patient’s past experience with buprenor-

. The physician has such other training or experience as thghine and assessment of their ability to manage initiation at

Secretary considers to demonstrate the ability of thehome!%2113
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Buprenorphine has a higher affinity for the mu-opioid once-weekly or once-monthly injection. Only a single prior
receptor compared to most full opioid agonists. Becausalose of transmucosal buprenorphine is required prior to
buprenorphine is a partial mu-agonist, the risk of overdosénitiation. Research on the use of the extended release for-
during buprenorphine initiation is low. However, buprenor- mulations is emerging and, therefore, the clinical committee
phine will displace full agonists from the receptor with recommends that clinicians use these products as indicated
resultant reduction in opioid effects. Thus, some patientand be mindful of further evidence as it becomes available.
may experience precipitated withdrawal if insufficient time
has elapsed since their last dose of opioids. After Initiation

Patients who are currently dependent on opioids should Evidence suggests that buprenorphine doses of 16 mg or
wait until they are experiencing mild to moderate opioid more per day or more may be more effective than lower doses
withdrawal before taking the first dose of buprenorphine toat suppressing illicit opioid usE. The FDA generally rec-
reduce the risk of precipitated withdrawal. Clinicians shouldommends dosing to a limit of 24 mg per day, noting that there
use objective signs of opioid withdrawal before initiating is limited evidence regarding the relative efficacy of higher
buprenorphine initiation. Generally, buprenorphine initiationdoses. In addition, the use of higher doses may increase the
should occur at least 6—12 hours after the last use of heroin aisk of diversion.
other short-acting opioids, and 24—72 hours after the last use
of long-acting opioids such as methadone. Adverse Effects

During office-based initiation of buprenorphine, the use Buprenorphine and combinations of buprenorphine and
of the COWS can be helpful in determining if patients arenaloxone are generally well tolerated. Side effects reported
experiencing mild to moderate withdraw®iA COWS score  with these medications include headache, anxiety, constipa-
of 11-12 or more is generally indicative of sufficient with- tion, perspiration, fluid retention in lower extremities, urinary
drawal to allow a safe and comfortable initiation onto bupre-hesitancy, and sleep disturbance. Unlike treatment with meth-
norphine. For home-based initiation, clinicians should discusadone, QT-interval prolongation does not seem to be an
with patients the importance of waiting for physical symp- adverse effect associated with buprenorphine treatment.
toms of opioid withdrawal (e.g. pupil dilation, goose bumps,
gastrointestinal discomfort, etc.) before taking their first dosePsychosocial Treatment
of buprenorphine to prevent precipitated withdrawal. All patients should be assessed for psychosocial needs,

With the increasing prevalence of fentanyl, concernsand patients should be offered or referred to psychosocial
have been raised about whether the protocol for initiation ontdreatment based on their individual needs. The types and
buprenorphine should be modified for patients regularly usingduration of psychosocial treatment will vary, and the topic
this or other high potency opioids. Fentanyl is short acting buis discussed further in Part 7: Psychosocial Treatment in
has a long half-life (8—10 hours) and a relatively high affinity Conjunction With Medications for the Treatment of Opioid
for the mu-opioid receptd® Some clinicians have recom- Use Disorder. However, a patient's decision to decline psy-
mended waiting until patients are in at least moderate with-chosocial treatment or the absence of available psychosocial
drawal (COWS score of 13 or higher) before initiating treatment should not preclude or delay pharmacological
buprenorphine. However, there is little existing evidencetreatment of opioid use disorder, with appropriate medication
addressing this issue. management. Motivational interviewing or enhancement

Treatment decisions for patients transferring fromshould be used to encourage patients to engage in psychoso-
another provider or with previous buprenorphine treatmential treatment or recovery support services appropriate for
experience should be individualized and based on the patientaddressing their individual needs. In the absence of added

medical and treatment history. psychosocial treatment, clinicians may need to further indi-
vidualize treatment plans to address the potential for issues
Dosing related to adherence and diversion.
At Initiation Monitoring Treatment
The risk of precipitated withdrawal can be reduced by Patients should be seen frequently at the beginning of

using a lower initial dose of buprenorphine. An initial dose of their treatment until patients are determined to be stable. The
2—4mg and observation of the patient for signs of precipitatedtability of a patient is determined by an individual clinician
withdrawal is recommended. If 60—90 minutes have passetlased on several indicators which may include abstinence from
without the onset of withdrawal symptoms, then additionalillicit drugs, participation in psychosocial treatment and other
dosing can be done in increments of 2—8 mg. Repeat of theecovery-based activities, and productive occupational and
COWS during initiation can be useful in assessing the effect o§ocial functioning. Stable patients can be seen less frequently.
buprenorphine dose. Once it has been established that the  Accessing PDMP data is advisable to check for other
initial dose is well tolerated, the buprenorphine dose can benedications that the patient may be receiving. Due to varia-
increased fairly rapidly to a dose that provides stable effectsion in state PDMP laws, clinicians are encouraged to be
for 24 hours and is clinically effective. One extended-releasdamiliar with the legal requirements associated with PDMPs
buprenorphine injections that received tentative FDAand prescribing of controlled substances in their state. In
approval in December 2018 is indicated for initiation, stabili- addition, drug testing in combination with a patient’s self-
zation and maintenance treatment when administered as raported information about substance use is recommended as
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a monitoring tool during treatment. Note that medications90 days is of limited effectiveness, and treatment lasting
dispensed through an OTP or other treatment prograrsignificantly longer is assaeated with more positive long-
subject to the substance use disorder confidentiality regulaerm outcomes.
tions (42 CFR Part 2) and are typically not captured in Patients and clinicians should not take the decision to
state PDMPs. terminate treatment with buprenorphine lightly. Buprenor-
Urine drug testingis areasonably practical and reliablephine taper and discontinuation is a slow process and close
method to test for adherence medication and illicit drug  monitoring is recommended. Buprenorphine tapering is gen-
use. However, other reliable biological tests for the presencerally accomplished over several months. Factors associated
of drugs may be used. The frequency of drug testing shoulavith successful termination of treatment with buprenorphine
be determined by a number of factors, including the stabilityare not well described or supported by outcomes. Factors that
of the patient, the type of treatment, and the treatmentnay be taken into consideration or given emphasis in this
setting™ Drug testing is required a minimum of eight times decision include:
per year for patients in OTP. $&8ng may include substances
such as buprenorphine, illicippoids, cocaine, methamphet- 1. employment and financial stability;
amine, cannabis, and controlled prescription medication®. housing stability;
including benzodiazepines, opioids, and amphetamines3. engagement in mutual-help programs, or involvement in
How often and exactly what drugs should be tested to other meaningful activities;
optimize treatment has not been definitively established4. sustained abstinence from opioid and other drugs during
SeeThe ASAM Appropriate Use of Drug Testing in Clinical ~ treatment;
Addiction Medicineguidance document for more informa- 5. positive changes in the psychosocial environment;
tion.* 6. evidence of additional psychosocial supports;
Continued substance use by the patient is not a suffi7. persistent engagement in treatment for ongoing monitor-
cient reason to discontinue buprenorphine treatment. If a ing past the point of medication discontinuation.
patient is continuing to use substances it may reflect the need  Patients who relapse after pharmacotherapy has been
for a change in treatment plan including a change in medicaeiscontinued should be returned to treatment with buprenor-
tion, dosage, or level of care. phine.
Clinicians should take steps to reduce the chance of
diversion. Diversion has been reported with both buprenorTransitioning Between Treatment Medications
phine monotherapy and combination buprenorphine/nalox- Buprenorphine is generally tolerated well by patients.
one* Strategies to reduce the potential of diversion mayTransitioning from buprenorphine to other opioid treatment
include frequent office visits, drug testing including testing medications may be appropriate in the following cases:
for buprenorphine and metabolites, observed dosing, and
recall visits for pill counts. Patients receiving treatment with 1. patient experiences intolerable side effects;
buprenorphine should be counseled to have adequate meansXo patient has not been successful in attaining or maintaining
secure their medications to prevent theft or accidental inges- their treatment goals through the initially chosen pharma-
tion by young children. Unused medication should be dis- cotherapy;
posed of safely? 3. patient wants to change and is a candidate for alternative
Patients who discontinue agonist therapy should be treatment.
made aware of the risks associated with an opioid overdose,
and especially the increased risk of overdose death. Patienfgansitioning to Methadone
should also be made aware of other risks associated with Transitioning from buprenorphine to methadone does
intravenous drug use including the risk of infections (H|V, not typ|ca||y result in any type of adverse reaction since
Hepatitis C, endocarditis, sepsis, etc.). Treatment alternativesoving from a partial opioid agonist to a full agonist does
including methadone (see Part 4) and naltrexone (see Part ot pose a risk for precipitating withdrawal symptoms. No
as well as opioid overdose prevention with naloxone (see pafime delay is required in transitioning a patient from bupre-

13) should be discussed with any patient choosing tthorphine to treatment with methadone.
discontinue treatment.

Transitioning to Naltrexone

Length of Treatment Buprenorphine has a long half-life; 7—14 days should

There is no recommended time limit for treatment with typically elapse between the last dose of buprenorphine and
buprenorphine. Clinicians shalihot encourage patients to the start of naltrexone to ensure that the patient is not
discontinue medication based @ pre-determined duration physically dependent on opioids before starting naltrexone.
of treatment. While the research is limited, available researci\ naloxone challenge (see Glossary) may be useful before
generally suggests that longermdtion of treatment resultsin  starting naltrexone to demonstrate an absence of physical
better outcomes. The National Institute on Drug Abuse’sdependence. Recently, investigators have begun to evaluate
Principles of Drug Addiction Treatment notes that individu- newer methods of rapidly transitioning patients from bupre-
als progress through addicti@reatment at various rates and norphine to naltrexone using repeated dosing over several
positive outcomes are contingent on adequate treatmemays with verg low doses of naltrexone along with ancillary
duration’® Generally, treatment pticipation for less than medications:*® Although the results are promising, it is too
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early to recommend these techniques for general practice, and- (MINOR REVISION) Drug testing should be used to

the doses of naltrexone used may not be readily available to  Monitor patients for adherence to buprenorphine and
most clinicians. use of illicit and controlled substances. For additional

Summary of Recommendations —
1. (NEW) Buprenorphine is a recommended treatment for10-

Buprenorphine

patients with opioid use disorder, who are able to give
informed consent and have no specific contraindication
for this treatment.

. (MINOR REVISION) For patients who are currently
opioid dependent, buprenorphine should not be initiated
until there are objective signs of opioid withdrawal to
reduce the risk of precipitated withdrawal.

. (MAJORREVISION) Once objective signs of with-
drawal are observed, initiation of buprenorphine should
start with a dose of 2—4 mg. Dosages may be increased in
increments of 2—8 mg.

. (MAJOR REVISION) The setting for initiation of bupre-

norphine should be carefully considered. Both office-based-3:

and home-based initiation are considered safe and effective
when starting buprenorphine treatment. Clinical judgement
should be used to determine the most appropriate setting for
a given patient and may include consideration of the
patient’'s past experience with buprenorphine and assess-
ment of their ability to manage initiation at home.

. (MAJORREVISION) Following initiation, buprenor-
phine dose should be titrated to alleviate symptoms.
To be effective, buprenorphine dose should be sufficient

to enable patients to discontinue illicit opioid use. Evi- 14-

dence suggests that 16 mg per day or more may be more
effective than lower doses. There is limited evidence
regarding the relative efficacy of doses higher than 24 mg
per day, and the use of higher doses may increase the risk
of diversion®

12.

guidance se&he ASAM Appropriate Use of Drug Testing
in Clinical Addiction Medicine"*

(MINOR REVISION) Patients should be seen frequently
at the beginning of treatment until they are determined to
be stable.

11. When considering a transition from buprenorphine to nal-

trexone, providers should note that 7—14 days should
typically elapse between the last dose of buprenorphine
and the start of naltrexone to ensure that the patient is not
physically dependent on opioids before starting naltrexone.
(MINOR REVISION) When considering a transition
from buprenorphine to methadone, there is no required
time delay because the transition to a full mu-opioid
agonist from a partial agonist does not typically result in
an adverse reaction.

(MINOR REVISION) There is no recommended time
limit for pharmacological treatment with buprenorphine.
Patients who discontinue buprenorphine treatment
should be made aware of the risks associated with opioid
overdose, and especially the increased risk of death if
they return to illicit opioid use. Treatment alternatives
including methadone (see Part 4) and naltrexone (see Part
6), as well as opioid overdose prevention with naloxone
(see part 13) should be discussed with any patient choos-
ing to discontinue treatment.

(MINOR REVISION) Buprenorphine taper and discon-
tinuation is a slow process and close monitoring is
recommended. Buprenorphine tapering is generally
accomplished over several months. Patients should be
encouraged to remain in treatment for ongoing monitor-
ing past the point of discontinuation.

. (NEW) The FDA recently approved several new bupre-
norphine formulations for treatment of opioid use disor- Areas for Further Research
der (see Table 1). As data regarding the effectiveness ok. Further research is needed on the comparative effective-
these products are currently limited, clinicians should use  ness of newly approved buprenorphine formulations.
these products as indicated and be mindful of emergin@. Further research is needed on how to determine the opti-
evidence as it becomes available. mal length of treatment with buprenorphine for individual
7. (MAJOR REVISION) Patients’ psychosocial needs should ~ patients.
be assessed, and patients should be offered or referred & More research is needed to identify best practices for
psychosocial treatment based on their individual needs, in linking patients to continuing care when buprenorphine
conjunction with buprenorphine in the treatment of opioid IS initiated in an acute care setting.
use disorder. However, a patient’s decision to decline#. Further research is needed to assess the effectiveness of
psychosocial treatment or the absence of available psycho- specific types of psychosocial treatment in combination
social treatment should not preclude or delay buprenorphine  With buprenorphine. Evidence is needed to determine
treatment, with appropriate medication management. Moti- When added psychosocial treatment improves patient out-
vational interviewing or enhancement can be used to comes, and which psychosocial treatments are beneficial
encourage patients to engage in psychosocial treatment to which patients.
services appropriate for addressing their individual needs.
8. (MINORREVISION) Clinicians should take steps to
reduce the chance of buprenorphine diversion. Recom-
mended strategies may include frequent office visits (e.g.Background
weekly in early treatment); drug testing, including testing Extended release injectable naltrexone is a long-acting
for buprenorphine and metabolites; and recall visits foropioid antagonist that may be used to prevent relapse to opioid
medication counts. Refer tASAM’s Sample Diversion use. Naltrexone blocks the effects of opioids if they are used.
Control PO|iC¥ for additional strategies to reduce the risk Naltrexone is available in oral and extended-release injectable
for diversion™® formulations.

PART 6: NALTREXONE
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Formulations of Naltrexone: Oral Versus naltrexone (e.g. patients who may need an opioid analgesic
Extended-Release Injectable within the next month); and (3) patients who may benefit

Exceptunder special circustances, evidence does not from medication to pevent return to llicit drug use but
support the use of oral naltrexone as an effective treatmerdannot or will not take extended-release naltrexone and do
for prevention of opioid use disorder relapse. A meta-analynot wish to be treated with (or do not have access to) opioid
sis of 1,158 participants in I@ndomized trials comparing agonists. Under these limitedrcumstances in which oral
treatment with oral naltreone to either placebo or no naltrexone might be appropriate and following a negative
medication found oral nal&txone was not superior to pla- naloxone challenge, the first oral dose of naltrexone can be
cebo or to no medication inither treatment retention or 25mg, increasing to 50 mg daily from day 2 of treatment.
preventing return to illicit opioid usé?® Studies that found Thosewho tolerate a daily dose of 50 mg may be switched to a
oral naltrexone effective we conducted in situations in 3-day per week regimen (two 100-mg doses, followed by one
which patients were highly motivated, were legally man-150-mg dose) for a total weekly dose of 350 mg. Adherence
dated to receive treatmentn@d/or taking the medication must be closely monitored when reducing to a 3-day per
under the supervision of tire family or significant week regimen.
others’116

Extended-release naltrexone is more effective tharExtended-Release Injectable Naltrexone
placebd’” or no medicatioh®**°in preventing return to As described in “Part 2: Treatment Options”, extended-
illicit opioid use, and while not eliminating, reduces the poor release injectable naltrexone is indicated for the prevention of
adherence observed with the oral formulation. Extendedrelapse to opioid use disorder, following complete opioid
release injectable naltrexone should generally be adminiswithdrawal. It may be useful for patients who have contra-
tered every 4 weeks by deep IM injection in the gluteal musclandications to treatment with buprenorphine or methadone;
at a set dosage of 380mg per injection. Some patientgatients for whom buprenorphine and methadone were not
including those who metabolize naltrexone more rapidly,successful treatment modalities; individuals who are highly
may benefit from dosing as frequently as every 3 weeksmotivated to taper off their current agonist therapy; or patients
One trial found naltrexone to be efficacious in patients withwho do not want to be treated with an agonist.
more than one substance use disorder and using more than one
drug (heroin and amphetamines), which is common in patient®recautions
with opioid use disordef*®

Risk of Relapse and Subsequent Opioid Overdose

Patient Selection and Treatment Goals Patients maintained on naltrexone will have diminished

Extended-release injectable naltrexone and under limtolerance to opioids and may be unaware of the consequent
ited circumstances, oral naltrexone, are effective treatmentmcreased sensitivity to opioids if they stop taking naltrexone.
recommended for patients to prevent relapse to opioid usPatients who discontinue antagonist therapy should be made
disorder, are able to give informed consent, are fully with-aware of this phenomenon. If the patient stops naltrexone and
drawn from opioids, and have no specific contraindicationsresumes use of opioids in doses that do not reflect the degree

for this treatment. to which they have lost tolerance, there is risk of an opioid
Treatment with naltrexone generally has the following overdoseé?* A similar dynamic occurs in patients who
four goals: undergo withdrawal management with no meaningful fol-

low-up treatment, or those who drop out of methadone or
1. prevent relapse to opioid use in patients who have beehuprenorphine treatment.
detoxified and are no longer physically dependent on

opioids; Course of Treatment
2. block the effects of illicit opioids;
3. reduce opioid craving; Initiation
4. promote and facilitate patient engagement in recovery- Before administering naltrexone, itis important that the

oriented activities including psychosocial interventions. patienthas been adequatelyldrawn from opioids andis no
longer physically dependent. Naltrexone can precipitate

Oral Naltrexone severe withdrawal symptoms in patients who have not been

In line with multiple other guidelines and government adequately withdrawn from opioids. As a general rule,
agencies, the Guideline Committee does not recommend thgatients should be free from short-acting opioids for about
use of oral naltrexone except under very limited circum-6 days before starting naltrexone, and free from long-acting
stances. Examples of limited circumstances under whiclopioids such as methadone and buprenorphine for 7—10 days.
treatment with oral naltrexone might be considered includeA naloxone challenge can be used if it is uncertain whether
(1) for highly compliant and motivated patients such as safetythe patient is no longer physically dependent on opioids. In
sensitive workers (e.g. policdirefighters, and healthcare the naloxone challenge, naloxone hydrochloride (a shorter-
professionals) or other individuals with high levels of moni- acting injectable opioid antagonist) is administered and the
toring and knowledge of negative consequences for nonpatientis monitored for signs and symptoms of withdrawal. A
adherence; (2) patients he wish to take an opioid low-dose oral naltrexone dltienge has been used as
receptor antagonist but are unalib take extended-release an alternative.
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Dosing psychosocial treatment, seerP@: Psychosocial Treatment

Extended-release injectable naltrexone can be giveim Conjunction with Medications for the Treatment of Opioid
every 3—4 weeks by deep intramuscular (IM) injection in Use Disorder).
the gluteal muscle at a set dosage of 380mg per injection.

Whereas the injection interval is generally every 4 weeksMonitoring Treatment

some patients may metabolize naltrexone more rapidly. Patients should be seen frequently at the beginning of
Patients may report experiencing break through cravings otheir treatment until they are determined to be stable. The
being able to overcome the opioid receptor blockade at somstability of a patient is determined by an individual clinician
point in the month. While there are no current studies evalubased on several indicators which may include abstinence
ating more frequent dosing, the consensus of the Guidelin&om illicit drugs, participation in psychosocial treatment and
Committee was that some patients, including those whather recovery-based activities, and occupational and social
metabolize naltrexone more rapidly, may benefit from dosingfunctioning. Stable patients can be seen less frequently but
as frequently as every 3 weeks. should be seen at least monthly.

Under the limited circumstances for which oral naltrex- Accessing PDMP data is advisable to check for use of
one is appropriate, it can be dosed at: 50 mg daily or thre®ther prescription medications (note: medications dispensed
times weekly dosing with two 100-mg doses followed by onethrough an OTP, and in some cases those prescribed or
150-mg dose. Oral naltrexone seems to be most useful whetispensed by treatment programs subject to the substance
there is a support person to administer and supervise these disorder confidentiality regulations (42 CFR Part 2) are
medication. A support person may be a family member, clos@ot captured in state PDMPS).

friend, or an employer. In addition, drug testing is recommended. Urine
drug testing is a reasonablyamtical and reliable method
Adverse Effects to test for adherence to rdiation and illicit drug use.

Naltrexone, both oral and extended-release injectable, islowever, other reliable biological tests for the presence of
generally well tolerated. Apart from opioids, it does not drugs may be used. The frequency of drug testing will be
typically interact with other medications. Most common sidedetermined by a number of factors, including the stability
effects in random order can include insomnia, lack of energybf the Patient, the type of treatment, and the treatment
sedation, anxiety, nausea, vomiting, abdominal pain/crampsetting-*Drug testing is required a minimum of eight times
headache, cold symptoms, joint and muscle pain, and injeer year for patients in OTP. Testing may include substan-
tion site reactions specific to extended-release injectablees such as illicit opioids, cocaine, methamphetamine,
naltrexone. To reduce injection site reactions in obeseannabis, and controlled prescription medications includ-

patients, a longer needle size may be u¥ed. ing benzodiazepines, opioids, and amphetamines. How
often and exactly what drugs should be tested for to opti-
Psychosocial Treatment mize treatment has not been ddfively established. (For

The psychosocial needs of patients treated with naldetailed recommendations s€ke ASAM Appropriate Use
trexone should be assessed, and patients should be offeredafrDrug Testing in Clinical Addiction Medicinguidance
referred to psychosocial treatment based on their individuatiocument.3*
needs. Research on extended-released injectable naltrexone
as a standalone therapy withopsychosocial treatment is Length of Treatment
limited. In addition, the types of psychosocial treatments There is no recommended length of treatment with
studied have varied, and there is no clear guidance on whataltrexone. While the research is limited, available research
psychosocial treatment shaube provided in conjunction generally suggests that longer duration of addiction treatment
with naltrexone. Therefore, as with buprenorphine and methresults in better outcomes. The National Institute on Drug
adone, psychosocial treatment should be offered in conjuncAbuse’s Principles of Drug Addiction treatment notes that
tion with naltrexone treatment but a patient’s decision toindividuals progress through addiction treatment at various
decline psychosocial treatment or the absence of availableates and positive outcomes are contingent on adequate
psychosocial treatment should not preclude or delay treattreatment duratior’> Generally, treatment participation for
ment of opioid use disorder with naltrexone, with appropriateless than 90 days is of limited effectiveness, and treatment
medication management. Motivational interviewing or lasting significantly longer is associated with more positive
enhancement can be used to encourage patients to engageg-term outcomes. Duration of treatment should depend on
in psychosocial treatment ougport services appropriate for the response of the individual patient, the patient’s individual
addressing their individualeeds. In the absence of added circumstances, and clinical judgment.

psychosocial treatment, clirians may need to further indi- Patients who discontinue naltrexone treatment should
vidualize treatment plans to address the potential for issuelse made aware of the increased risks associated with opioid
related to adherence. overdose, and especially the increased risk of overdose death,

However, given the paucity of evidence of demon-if they return to illicit opioid use. Treatment alternatives
strated efficacy of extended release naltrexone without psyincluding methadone (see Part 4) and buprenorphine (see
chosocial treatment, mettlane or buprenorphine may be Part 5), as well as overdose prevention with naloxone (see
the preferred pharmacotherapy in the absence of psychospart 13) should be discussed with any patient choosing to
cial treatment (for more recommendations regardingdiscontinue treatment.
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Transitioning Between Treatment Medications

medications may be appropriate in the following cases:

1.
2.

3.

Transitioning from naltrexone to other opioid treatment

patient experiences intolerable side effects;
patient has not been successful in attaining or maintaining
their treatment goals through the initially chosen pharma-
cotherapy;
patient wants to change medications and is a candidate for
alternative treatment.

Transfer of medications should be planned, considered,

and monitored. Transitioning from an antagonist such as
naltrexone to a full agonist (methadone) or a partial agonist
(buprenorphine) is generally less complicated than transition-
ing from a full or partial agonist to an antagonist because there
is no physical dependence associated with antagonist treat-
ment. Patients being transitioned from naltrexone to bupre-
norphine or methadone will not have physical dependence on
opioids and thus the initial doses of methadone or buprenor*-
phine used may be low and titration to the maintenance dose

should be done slowly and carefully. The clinician should

discuss with the patient the potential for sedation, impairment,
and fatigue, and carefully monitor these symptoms during

initiation and titration. Patients should not be transitioned
until a significant amount of the naltrexone is no longer in
their system this varies but is typically about 1 day for

oral naltrexone or 28 days for extended-release injectable

naltrexone, it can be stopped abruptly without withdrawal
symptoms.

6. (MINOR REVISION) Transitioning from naltrexone to

methadone or buprenorphine should be planned, consid-
ered, and monitored. Transitioning from an antagonist
such as naltrexone to a full agonist (methadone) or a
partial agonist (buprenorphine) is generally less compli-
cated than transitioning from a full or partial agonist to an
antagonist because there is no physical dependence asso-
ciated with antagonist treatment and thus no possibility of
precipitated withdrawal. Patients being transitioned from
naltrexone to buprenorphine or methadone will not have
physical dependence on opioids and thus the initial doses
of methadone or buprenorphine should be low. Patients
should not be transitioned until a significant amount of the
naltrexone is no longer in their system, about 1 day for oral
naltrexone or 28 days for extended-release injectable
naltrexone.

(MINOR REVISION) Patients who discontinue naltrex-
one treatment should be made aware of the increased risks
associated with opioid overdose, and especially the
increased risk of overdose death, if they return to illicit
opioid use. Treatment alternatives including methadone
(see Part 4) and buprenorphine (see Part 5), as well as
overdose prevention with naloxone (see part 13) should
be discussed with any patient choosing to discontinue
treatment.

Areas for Further Research

naltrexone.
Summary of Recommendations — Naltrexone 1.
1. (MAJORREVISION) Extended-release injectable nal-

trexone is arecommended treatment for preventing relapse
to opioid use disorder in patients who are no longer
physically dependent on opioids, able to give informed
consent, and have no contraindications for this treatment.
(MAJOR REVISION) Extended-release injectable nal-
trexone should generally be administered every 4 weeks
by deep IM injection in the gluteal muscle at the set dosage
of 380 mg per injection. Some patients, including those3-
who metabolize naltrexone more rapidly, may benefit from
dosing as frequently as every 3 weeks.
(MAJORREVISION) Oral naltrexone is not recom-
mended except under limited circumstances (see Part .
for more details).

(MAJOR REVISION) Patients’ psychosocial needs should
be assessed, and patients should be offered or referred o
psychosocial treatment based on their individual needs, in
conjunction with extended-release naltrexone. A patient'sd-
decision to decline psychosocial treatment or the absence
of available psychosocial treatment should not preclude or
delay naltrexone treatment, with appropriate medication
management. Motivational interviewing or enhancement

Further research is needed to test the relative effectiveness
of extended-release injectable naltrexone as compared to
agonist treatment, including methadone and extended-
release injectable buprenorphine, in terms of treatment
retention, substance use outcomes, and mortality.
Further research is needed on optimal withdrawal man-
agement and initiation protocols to initiate treatment with
naltrexone and minimize the risk of precipitated with-
drawal.

Further research is needed on outcomes related to admin-
istering extended-release injectable naltrexone every
3 weeks for individuals who metabolize naltrexone at
higher rates.

Further research is needed on how to determine the opti-
mal length of treatment with naltrexone for individual
patients.

Further research is needed on the safety and efficacy of
naltrexone for pregnant women.

Further research is needed to develop more effective
strategies for improving adherence to extended-release
injectable naltrexone.

PART 7: PSYCHOSOCIAL TREATMENT IN

can be used to encourage patients to engage in psychosé>ONJUNCTION WITH MEDICATIONS FOR THE

cial treatment services appropriate for addressing their
individual needs.

TREATMENT OF OPIOID USE DISORDER

(MINOR REVISION) There is no recommended length of Background

treatment with naltrexone. Duration depends on clinical

Psychosocial treatment can help patients manage crav-
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judgment and the patient's individual circumstances.ings, reduce the likelihood of relapse, and assist them in
Because there is no physical dependence associated witi®ping with the emotional and social challenges that often
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accompany substance use disorders. Psychosocial treatmenbfs long-acting reversible contraception), etc., should be

available in a variety of outpatient and inpatient settings, buttonsidered and incorporatedt® a patient’s treatment plan

most studies have focused on outpatient treatment. Psychas appropriate.

social treatment is provided using a variety of approaches in

various milieus, including social skills training; individual, Efficacy of Psychosocial Treatments in Opioid

group, and couples counseling; cognitive behavioral therapytJse Disorder

motivational interviewing; and family therapy. Determining The systematic review of psychosocial interventions

level of need and best approach to psychosocial treatmemionducted as part of the 2015 guideline development process

should be individualized to each patient. Mutual help andfound that in general psychosocial therapy in combination

other recovery support services complement professionakith pharmacotherapy appears to improve clinical out-

treatment, but do not substitute for professional treatment. comes:?? The review noted significant gaps in the literature
including a lack of information about which psychosocial

Goals of Psychosocial Treatment for Opioid interventions are most effective in combination with specific

Use Disorder medications. Of note, a systematic review examining the
Although psychosocial treatment options vary, commonefficacy of adding specific, structured psychological treat-

therapeutic goals are to: ments to standard agonist maintenance treatments with stan-

. . o . dard clinician-led medical management and counselling, did
1. modify the underlying processes that maintain or reinforcenot improve treatment retention or decrease illicit opioid use

use behavior; during treatment compared to standard treatment with agonist

2. encourage engagement with and adherence to the treahedicatior?’ This question has not been adequately studied
ment plan, including pharmacotherapy; and for treatment with naltrexone.

3. treat any concomitant psychiatric disorders that either Evidence is available demonstrating the superiority of
complicate a substance use disorder or act as a trigg&ome psychosocial treatments over others. Specifically, a
for relapse. 2008 meta-analysis compared 2,340 participants who

received one of the following interventions: contingency

Components of Psychosocial Treatment for management (CM), relapse prevention, cognitive behavioral

Opioid Use Disorder therapy (CBT), or CBT combined with CM. Participants

Psychosocial treatment should be considered in conreceiving any psychosocial treatment had better outcomes
junction with all pharmacological treatments for opioid usethan participants who did not. Contingency management and
disorder. However, because of the potential harm associatatie combined CM and CBT intervention produced better
with untreated opioid use disorder, a patient’s decision tooutcomes than the other interventiolis.
decline psychosocial treatment or the absence of available  While questions remain about which specific psycho-
psychosacial treatment should not preclude or delay pharmasocial therapies work best with which pharmacological
cological treatment of opioid use disorder, with appropriatetreatments, there is widespread support for recommending
medication management. Motivational interviewing or psychosocial treatment as an important component of a
enhancement can be used to encourage patients to engagatient’s opioid use disorder treatment plan. The clinical
in psychosocial treatment or support services appropriate focommittee recommends that patients routinely be assessed
addressing their individual needs. In the absence of addefbr psychosocial needs and offered or referred to psychoso-
psychosocial treatment, clinicians may need to further indi-cial treatments appropriate to their individual needs as an
vidualize treatment plans to address the potential for issueadjunct to pharmacological treatments, with appropriate
related to adherence and diversion. medication management. Whj a patient’s decision to

At a minimum, the psychosocial treatment componentdecline psychosocial treatmeor the absence of available
of the overall treatment program should include the following: psychosocial treatment should not preclude or delay phar-

macological treatment of opioid use disorder, motivational

1. assessment of psychosocial needs; interviewing or enhancement can be used to encourage
2. individual and/or group counseling; patients to engage in psychosocial treatment or support
3. linkages to existing support systems; and services appropriate for ddressing their individual

4. referrals to community-based services. needs. In the absence of added psychosocial treatment,

clinicians may need to furthendividualize treatment plans

Psychosocial treatment malso include more inten- to address the potential for issues related to adherence,
sive individual counseling and psychotherapy, contingencyand diversion.
management, and mental head#érvices. Broader psychoso-
cial support includes recovery support services, case marReer Support and Mutual-Help Programs
agement, and more specific social needs assistance (e.g., Although not considered by ASAM to be a psychosocial
employment, housing, legal seces, etc.). Furthermore, treatment on their own, peer support services and mutual help
interventions related to the provision of and education aroungirograms are ancillary service that may be an effective
harm reduction services including naloxone distribution,adjunct to treatment. Peers who have successfully maintained
sterile syringe services, saf@éction practices, risky behav- recovery can provide mentoring, advocacy, and connections
ior modification, contraceptio access (including the option to community resources for individuals in treatment for opioid
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use disorder. Peer support services are increasingly offered Bummary of Recommendations — Psychosocial

medical settings to help engage patients in treatment. Mutualfreatment in Conjunction With Medications for

help programs may include 12-step programs such as Alcathe Treatment of Opioid Use Disorder

holics Anonymous (AA), Narcotics Anonymous (NA), and 1. (MAJOR REVISION) Patients’ psychosocial needs should
Medication Assisted Recovery Anonymous (MARA). Other  be assessed, and patients should be offered or referred to
mutual-help groups include Self-Management and Recovery psychosocial treatment, based on their individual needs, in
Therapy (SMART), and Moderation Management. Many conjunction with any pharmacotherapy for the treatment
providers recommend mutual-help programs, but there is of, or prevention of relapse to, opioid use disorder. How-
anecdotal information to suggest that some of these programs ever, a patient’s decision to decline psychosocial treatment
may be less accepting of patients receiving medications for or the absence of available psychosocial treatment should

opioid use disorder. not preclude or delay pharmacological treatment of opioid
use disorder, with appropriate medication management.

Adherence to Psychosocial Treatment Within Motivational interviewing or enhancement can be used to

Overall Treatment encourage patients to engage in psychosocial treatment

Clinicians should determine the optimal type of psy-  services appropriate for addressing their individual needs.
chosocial treatment to which to refer patients based on share?2l Treatment planning should include collaboration with
decision-making with the patient and in consideration of the qualified behavioral healthcare providers to determine
availability and accessibility of area resources. Collaboration the optimal type and intensity of psychosocial treatment
with qualified behavioral health providers is one way for and for renegotiation of the treatment plan for circum-
clinicians to determine the type of psychosocial treatment that stances in which patients do not adhere to recommended
would best fit within a patient’s individualized treatment plan.  plans for, or referrals to, psychosocial treatment.

The ASAM Standarddescribe in standards 111.1 and 111.2 the

role of the clinician in coordinating care and providing Areas for Further Research

therapeutic alternatives. Key concepts within these stand- 1. Further research is needed to identify the comparative
ards speak to the importance of patient education about advantages of specific psychosocial treatments.
alternatives, shared decision-making in selection of therapew?. Further study is needed to evaluate the effectiveness
tic services, and the incumbent responsibility of the clinician  of psychosocial treatment in combination with specific
to assure through the treatment planning and treatment man- pharmacotherapies.

agement processes that psychosocial treatment is beiryy Further research is needed on which concurrent psycho-
offered and that the patient is progressing toward mutually social treatments are most effective for different patient
agreed-upon goals. Treatment plans should be renegotiated populations and treatment settings including primary care.
when patients do not follow through with psychosocial treat-4. Further research is needed on which psychosocial treat-
ment referrals and/or if it is determined that the treatment plan ments can be effectively delivered in primary care settings.

goals are not being advanced. 5. Further research is needed on effective strategies for
engaging patients in treatment, including models incorpo-
Psychosocial Treatment and Treatment with rating peer support.

Methadone, Buprenorphine, or Naltrexone

As noted above, the current body of evidence suggests PART 8: SPECIAL POPULATIONS: PREGNANT
that in general psychosocial treatment in conjunction with WOMEN
pharmacotherapy improves patient outcomes. However, due
to mixed findings, it is unclear which specific components of Background
psychosocial treatment should be recommended. Some stud- Many of the medical risks associated with opioid use
ies have found that the addition of psychosocial treatmentliisorder are similar for both pregnant and nonpregnant
improves adherence and retention in treatéht*®and  women: however, opioid useigbrder carres obstetrical
improves withdrawal management outcomésyhile other  risks for pregnant women. Sena obstetrical complications
studies found no benefit to specific psychosocial treatmtéhts have been associated with opioid use in pregnancy, including
or report mixed finding$/*?’~*?°The consensus of the preeclampsia, miscarriage, premature delivery, fetal growth
committee, as noted above, is that all patients prescribedestriction, and fetal death° It is difficult to establish the
methadone, buprenorphine or naltrexone should be assessextent to which these problems are due to opioid use,
for psychosocial needs and offered or referred to psychosocialithdrawal, or co-occurring usef other drugs. Other factors
treatments appropriate to their individual needs as an adjund¢hat may contribute to obstétal complications include
to pharmacological treatments. A patient’s decision to declineconcomitant maternal medical, nutritional, and psychoso-
psychosocial treatment or the absence of available psychosaial issues.
cial treatment should not preclude or delay treatment of opioid Opioid use is also associated with neonatal abstinence
use disorder with pharmacotherapy, with appropriate medicasyndrome (NAS). NAS is the traditional term used to describe
tion management. However, motivational interviewing orthe constellation of withdrawal signs infants exhibit following
enhancement can be used to encourage patients to engagenatal exposure to substances that typically include opioid
in psychosocial treatment or support services appropriate foagonists. Federal agencies now commonly use the term
addressing their individual needs. neonatal opioid withdrawal syndrome (NOWS) to explicitly
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link in utero opioid exposure to subsequent infant withdrawalvaccination is recommended for those whose viral hepatitis
signs. Both terms are used in this document. serology is negative.

Pregnant women with active opioid use disorder should All pregnant women should be screened for substance
be treated with methadone or buprenorphine as the standard o§e with a validated screening tool. Women who screen
care. Pregnant women with a history of opioid use disorder arpositive for substance use should receive a comprehensive
also candidates for opioid agonist treatment if a return tosubstance use assessment as part of obstetrical best practi-
opioid misuse is possible during pregnancy. Women whaes** Drug testing may be used to detect or confirm suspected
choose a medication-free approach using psychosocial modabpioid and other drug use but should be performed only with

ities should be closely monitored. the patient’s consent and in compliance with state laws (See
ASAM’s Appropriate Use of Drug Testing in Clinical Addic-

Assessment of Opioid Use Disorder in tion Medicineguidance document). State laws differ in terms

Pregnant Women of clinicians’ reporting requirements of identified drug use

As is the case for any patient presenting for assessmeifthrough either drug testing or self-report) to child welfare
of opioid use disorder, the first clinical priority should be to services and/or health authorities. Laws that penalize pregnant
identify any emergent or urgent medical conditions thatwomen for substance use disorders serve to prevent women
require immediate attention. Diagnosing emergent conditiongrom obtaining prenatal care and treatment for opioid use
can be challenging because women may present with symglisorder, which may worsen outcomes for mother and child.
toms that may be related to overdose and/or a complication ifhe American Congress College of Obstetricians and Gyne-
pregnancy. A comprehensive assessment including medicablogists (ACOG) recommends that “in states that mandate
examination and psychosocial assessment is recommendedrigporting, policy makers, legislators, and physicians should
evaluating opioid use disorder in pregnant women. Howevernyvork together to retract punitive legislation and identify and
completion of all assessments should not delay or precludenplement evidence-based strategies outside the legal system
initiating pharmacotherapy for opioid use disorder. If notto address the needs of women with addictioh*Routine
completed before initiating treatment, assessments shouldrine drug testing is not highly sensitive for many drugs and
be completed soon thereafter. The clinician should ask quesnay result in false-positive and negative results that are
tions in a direct and nonjudgmental manner to elicit a detailednisleading and potentially devastating for the patient. Even

and accurate history. with patient consent, urine testing should not be relied upon as
the sole or valid indication of drug use. They suggest that

Medical Examination positive urine screens should be followed with a definitive
drug assay. Similarly, in a study conducted on pregnant

Physical Examination women in Florida, where there is mandatory reporting to

A physical examination should be conducted for preg-health authorities, study authors identified that compliant
nant women who are presenting with potential opioid useclinician reporting of drug misuse was biased by racial
disorder. The examination should include identifying objec-ethnicity and socioeconomic status of the pregnant woman.
tive physical signs of opioid intoxication or withdrawal. The It was their conclusion that any state that regulates for
objective physical signs for patients, including pregnantmandatory urine testing and reporting do so based on medical
women, are described in Part 1: Assessment and Diagnosisiteria and medical necessity of such testiig.
of Opioid Use Disorder. For a pregnant patient with a history of addiction,

Obstetricians and gynecologists, and other healthcarproviders should be aware that the postpartum period is a
providers that care for pregnant women should be alertime of increased vulnerability. Therefore, assessment for
to signs and symptoms of opioid use disorder. Pregnantelapse risk, which may include drug testing with patient
women with opioid use disorder are more likely to seekconsent, should be part of the postpartum Visit.
prenatal care late in pregnancy, miss appointments, expe-
rience poor weight gain, or exhibit signs of withdrawal or Imaging
intoxication. Pregnant wormmewith opioid use disorder, Confirmation of a viable intrauterine pregnancy by
as with non-pregnant individuals, also have a higher risk osonography is sometimes required before acceptance into
HIV and viral hepatitis which can impact pregnancy, an OTP that is tailored specifically to pregnant women.
labor management and recommendations related to breadtmaging is also useful for confirmation of gestational age
feeding. On physical examination, some signs of injectionand assessment of fetal weight if there is concern for fetal
drug use may include puncture marks, abscesses, or cellgrowth abnormalities.
litis.

Psychosocial AssessmeResearch has found that the major-
Laboratory Tests ity of women entering treatment for opioid use disorder have a

Women who use opioids intravenously are at high riskhistory of sexual assault, domestic violence, and/or adverse
for infections related to sharing injection syringes and sexu<hildhood experiences. Therefore, obtaining a psychosocial
ally transmitted infections. Therefore, counseling and testindhistory is important when evaluating pregnant women for
for HIV should be provided to pregnant women with opioid opioid use disorder®> The psychosocial needs of pregnant
use disorder, according to state laws. Tests for hepatitis B andomen being treated for opioid use disorder should be
C and liver enzymes are also suggested. Hepatitis A and Bssessed and patients should be offered or referred to
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psychosocial treatment based on their individual needs. A There is a growing body of evidence comparing out-
woman’s decision to decline psychosocial treatment or the&eomes related to methadone and buprenorphine treatment
absence of available psychosocial treatment should not preturing pregnancy>° Infants born to mothers treated with
clude or delay pharmacological treatment, with appropriatébuprenorphine had shorter hospital stays (10 vs. 17.5 days),
medication management, during pregnancy. Motivationahad shorter treatment durations for NOWS (4.1 vs. 9.9 days),
interviewing or enhancement can be used to encouragand required a lower cumulative dose of morphine (1.1 vs.
patients to engage in psychosocial treatment services appr@9.4 mg) compared to infants born to mothers on treatment
priate for addressing their individual needs. with methadoné3* However, in this trial, mothers treated
with buprenorphine were more likely to drop out of treatment
Opioid Agonist Treatment in Pregnanciecisions to use compared to mothers treated with methadone. Larger studies
opioid agonist medicationim pregnant women with opioid are needed comparing the safety and effectiveness of bupre-
use disorder revolve around balancing the risks and benefitsorphine versus methadone in the obstetric population.
to maternal and infant health. Opioid agonist treatment has
minimal long-term developmental impacts on children rela-Buprenorphine Monoproduct versus Buprenorphine/Nalox-
tive to harms resulting from ntarnal use of heroin or misuse one.While the evidence on the safety and efficacy of naloxone
of prescription opioids. There is a risk of NOWS when opioid in pregnant women remains limitéd>**¢the combination
agonists are used during pregnancy; however, there is nbuprenorphine/naloxone product is frequently used and the
evidence that methadone or buprenorphine taken for opioidonsensus of the guideline committee is that the combination
use disorder in pregnancy results in higher rates of NOW®roduct is safe and effective for this population. Naloxone is
compared to illicit opioid use, and the risk of untreated opioidminimally absorbed when these medications are taken
use disorder to the woman and fetus is much higher than thas prescribed.
risk of NOWS. Therefore, women with opioid use disorder
who are not in treatment should be encouraged to start opioitllaltrexone in Pregnancy.here is insufficient research on the
agonist treatment with methade or buprenorphine as early safety and efficacy of naltrexone during pregnancy. If a
in the pregnancy as possible.rfhermore, pregnant women woman becomes pregnant while she is receiving naltrexone,
who are on agonist treatment should be encouraged not tib may be appropriate to transition to methadone or bupre-
discontinue treatment while they are pregnant or post-parnorphine, or to discontinue the medication if the patient and
tum, when they are at increased risk of relapse. Providerdoctor agree that the risk of relapse is low. A decision to
should also counsel pregnant women who use nicotine thaemain on naltrexone during pregnancy should be carefully
reducin% or stopping smoking can reduce the severity otonsidered by the patient and their clinician and should
NOws133-138 include a discussion on the paucity of information surround-
ing the risks (if any) of continued use of naltrexone. If the
Treatment Management TearRregnancy in women with patient wishes to remain on naltrexone, it is important to
opioid use disorder should be managed by a clinician withobtain consent for ongoing treatment. If the patient decides to
experience in both obstetrical care and treatment of opioid usdiscontinue treatment with naltrexone and they are at risk of
disorder or comanaged by a clinician with experience inrelapse, treatment with methadone or buprenorphine should
obstetrical care and another clinician experienced in thée considered.
treatment of opioid use disorder. Release of information forms
need to be completed to ensure communication amonglaloxone in PregnancyThe use of an antagonist such as
healthcare providers. naloxone to evaluate opioid dependence in pregnant women is
contraindicated because induced withdrawal may precipitate
Opioid Agonists Versus Withdrawal Managemdptegnant  preterm labor or fetal distress. Naloxone should be used in the
women who are physically dependent on opioids shoulctcase of maternal overdose to save the woman's life and can be
receive treatment using agonist medications, in combinatiomsed in the combination buprenorphine/naloxone product for
with psychosocial treatment, rather than withdrawal manageepioid use disorder treatment as the naloxone is minimally
ment or psychosocial treatment alone as these approachabsorbed when taken as prescribed.
may pose a risk to the fetus. Furthermore, withdrawal man-
agement has been found to be inferior in effectiveness oveethadone Initiation
pharmacotherapy with opioid agonists and increases the risk
of relapse without fetal or maternal benefit. Conception While in Treatment with Methado@anceiving
while on methadone has been associated with better drug
Methadone Versus Buprenorphirferoviders should discuss treatment outcomes compared to women who initiate metha-
treatment options as well as risks and benefits with the patierdone during pregnancy. Pregnant women in treatment with
and document the decision in her chart. For women who arenethadone before conception who are not in physical with-
pregnant or breastfeeding, opioid agonist treatment wittdrawal can be continued on methadone as outpatients.
methadone or buprenorphine is the most appropriate treat-
ment, taking into consideration effects on the fetus, neonataliming of Treatment in Pregnancireatment with methadone
abstinence syndrome, and impacts on perinatal care arghould be initiated as early as possible during pregnancy to
parenting of young children. produce the most optimal outcomes. Longer duration of
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treatment with methadone is associated with longer gestatiobuprenorphine. However, there is little existing evidence
and higher birth weight>* NOWS can occur as a result of addressing this issue.
treatment with methadone butis easily treated. Patients should  Drug dosing is similar to that in women who are not
be counseled related to this risk. The NOWS risk to the fetus ipregnant (see Part 5: Buprenorphine for more information).
significantly less than the risk of untreated opioid use disorder.
Data collected on exposure in human pregnancies are conbbosing of Opioid Agonists During Pregnancy
plicated by confounding variables including drug, alcohol,
and cigarette use; poor maternal nutrition; and an increasellethadone Dosingn the second and third trimester, metha-
prevalence of maternal infection but there is no definitivedone doses may need to be increased due to increased
evidence of abnormal development in children exposed tanetabolism and circulating blood volume. With advancing
methadone in utero. Providers should also counsel pregnagestational age, plasma levels of methadone progressively
women who use nicotine that reducing or stopping smokinglecrease and clearance increasés’*? The half-life of
can reduce the severity of NOW&? methadone falls from an average of 22—24 hours in nonpreg-
The optlmum setting for initiation of treatment has not nant women to 8.1 hours in pregnant wontéhAs a result,
been evaluated in this population. Hospitalization duringincreased and/or split methadone doses may be needed as
initiation of methadone may be advisable due to the potentiapregnancy progresses to maintain therapeutic effects. Split-
for adverse events (e.g., overdose and adverse drug interaiing the methadone dose into two 12-hour doses may produce
tions), especially in the third trimester. The decision of more adequate treatment response in this period. A common
whether to hospitalize a patient for initiation of methadonemisconception is that that doses of methadone should
should consider the experience of the clinician as well aglecrease as pregnancy progresses; however, data refute this
comorbidities and other risk factors for the individual patient. misconception. Refer to Part 4 for guidelines on appropriate
This is also an ideal time for the woman to be assessed by methadone initiation and titration including the risk for
social worker and case manager, and to initiate prenatal care dverdose death. The risk and severity of NOWS are not
it has not been initiated earlier. correlated with methadone doses taken by the mother at
Methadone should be initiated at a dose range from 1@he time of delivery and tapering of dose is not indi-
to 30mg. Incremental doses of 5—10 mg can be given evergated***“® After birth, the dose of methadone will likely
3—-6hours as needed to treat withdrawal symptoms, to aeed to be decreased (see Postpartum Treatment discussion
maximum first day dose of 30—40 mg. After initiation, clini- below).
cians should increase the methadone dose by no more than
10mg approximately every 5 days (e.g., 10 mg increases @&uprenorphine DosingThe need to adjust dosing of bupre-
intervals of 5 days or 5mg increases at intervals of 2—3 daysorphine during pregnancy is less common compared with
as symptoms persist), if indicated, to maintain the lowest dosenethadone. Clinicians may consider split dosing in patients
that controls withdrawal symptoms and minimizes the desiravho complain of discomfort and craving in the afternoon and
to use additional opioids. Considerations should be given t@vening. As with methadone, there is a risk of NOWS when
lowering the dose as clinically appropriate based on thébuprenorphine is used during pregnancy; however, there is no
patient’s physiological response (e.g. sedation). evidence that buprenorphine taken for opioid use disorder in
pregnancy results in higher rates of NOWS compared to illicit
Buprenorphine Initiation.Initiation of buprenorphine may opioid use, and the risk of untreated opioid use disorder to the
lead to withdrawal symptoms in patients with physical depenwoman and fetus is much higher than the risk of NOWS.
dence on opioids. To minimize this risk, initiation should Buprenorphine treatment for pregnant women is associated
begin when a woman shows objective, observable signs afith less severe NOWS compared to methadone. Buprenor-
withdrawal, but before severe withdrawal symptoms arephine dose should be determined based on the clinical
evidenced. This usually occurs at least 6—12 hours after theesponse of the patient. The risk and severity of NOWS are
last dose of a short-acting opioid, and up to 24—48 hours aftemot known to be correlated with buprenorphine doses taken by
the use of long-acting opioids. Hospitalization during initia- the mother at the time of delivery and tapering of dose is not
tion of treatment with buprenorphine may be advisable due tandicated. In addition, for pregnant women who use nicotine,
the potential for adverse events, especially in the third tri- reducmg or stoppmg smoking can reduce the severity of
mester. The decision of whether to hospitalize a patient foNOWS™
initiation of methadone should consider the experience of the
clinician as well as comorbidities and other risk factors for thePostpartum Treatmen®harmacological treatment for opioid
individual patient. use disorder should be contimlillowing delivery. If the
With the increasing prevalence of fentanyl, concernsdose of methadone was increasas pregnancy progressed
have been raised about whether the protocol for initiation ontdo maintain therapeutic effects, the dosage will likely need
buprenorphine should be modified for patients regularly usingo be reduced postpartum. Dosages should be titrated as
this or other high potency opioids. Fentanyl is short acting buheeded to prevent sedation. It is less common for pregnant
has a long half-life (8—10 hours) and a relatively high affinity women to require dosage changes for buprenorphine. How-
for the mu-opioid receptor. Some clinicians have recom-ever, the patient should be monitored closely throughout
mended waiting until patients are in at least moderate withpregnancy and the postpartum period and dosages adjusted
drawal (COWS score of 13 or higher) before initiating as needed>°
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The postpartum period can be a vulnerable time for
women with opioid use disorder and research suggests that
women are more likely to relapse during this time than during
pregnancy. Women should routinely be screened for postpar-
tum depression and providers should regularly evaluate thed-
patient’'s needs for different or additional psychosocial treat-
ments and support services.

Breastfeeding Mothers receiving methadone or buprenor-
phine (including both the monoproduct and combination
product) for the treatment of opioid use disorders should
be encouraged to breastfeed in the absence of other contrab-
indications. Guidelines from the Academy of Breastfeeding
Medicine encourage breastfeeding for women treated with
methadone who are enrolled in methadone progrétfSome

of the benefits include improved maternal-infant bonding and
favorable effects on NOW&'®14°lt is not clear whether the
favorable effects of breastfeeding on NOWS are related to the
breast milk itself or the act of breastfeeditty:**°In a study

of buprenorphine and breastfeeding, it was shown that the
amount of buprenorphine metabolites secreted in breast milk
are so low that they pose little risk to breastfeeding infdnts.

Insufficient research exists on the risks (if any) of
naltrexone for breastfeeding infants. There is limited data /-
indicating that naltrexone is minimally excreted into breast-
milk.*2 The decision to continue breastfeeding while taking
naltrexone should be based on a mother’s individual circum-
stances and preference. Clinicians should discuss this decision
with the mother including a discussion on the risk of relapse, 8.
benefits of breastfeeding, and the risk to the infant of mini-
mum exposure to naltrexone, noting that the data are unclear
as to whether or not an actual risk exists. Consider monitoring
the infant for exposure. If the infant is being treated for NOWS
consider use of oral naltrexone instead of extended release
naltrexone since the treatment can be more rapidly adjusted if
there are signs of exposure.

Specialty advice should be sought for women with
concomitant physical illnesses or other substance use disor-
ders. Contraindications to breastfeeding include HIV-positive
mothers. In addition, precautions and tailored advice are
necessary for mothers who use alcohol, cocaine or amphet9-
amine-type drugs.

Summary of Recommendations — Special
Populations: Pregnant Women
1. (NEW) The first priority in evaluating pregnant women
for opioid use disorder should be to identify emergent or
urgent medical conditions that require immediate referralll.
for clinical evaluation.
2. (MINOR REVISION) Treatment with methadone or
buprenorphine is recommended and should be initiated
as early as possible during pregnancy. 12.
3. (MAJORREVISION) Pregnant women who are physi-
cally dependent on opioids should receive treatment
using methadone or buprenorphine rather than with-
drawal management or psychosocial treatment alone.
4. (MAJORREVISION) A medical examination and psy- 13.
chosocial assessment are recommended when evaluating
pregnant women for opioid use disorder. However,

10.
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completion of all assessments should not delay or pre-
clude initiating pharmacotherapy for opioid use disorder.
If not completed before initiating treatment, assessments
should be completed as soon as possible thereafter.
Obstetricians and gynecologists, and other healthcare
providers that care for pregnant women, 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, expe-
rience poor weight gain, or exhibit signs of withdrawal
or intoxication.

(MAJOR REVISION) The psychosocial needs of preg-
nantwomen being treated for opioid use disorder should
be assessed and patients should be offered or referred to
psychosocial treatment based on their individual needs.
A woman'’s decision to declmpsychosocial treatment

or the absence of availablpsychosocial treatment
should not preclude or delay pharmacological treat-
ment, with appropriate meditan management, during
pregnancy. Motivational interviewing or enhancement
can be used to encourage patients to engage in psycho-
social treatment serviceappropriate fo addressing
their individual needs.

Counseling and testing for HIV should be provided (in
accordance with state law). Tests for hepatitis B and C
and liver enzymes are also suggested. Hepatitis A and B
vaccinations is recommended for those whose hepatitis
serology is negative.

(MINOR REVISION) Drug and alcohol testing should be
used to monitor patients for adherence to medication and
for use of illicit and controlled substances. This should be
done with informed consent from the mother, realizing
that there may be adverse legal and social consequences
for substance use. State laws differ on reporting sub-
stance use during pregnancy. Laws that penalize women
for substance use and for obtaining treatment serve to
prevent women from obtaining prenatal care and worsen
outcomes. For further clarity see TAR&GAM Appropriate
Use of Drug Testing in Clinical Addiction Medicine
guidance documerit'

(MINOR REVISION) Care for pregnant women with
opioid use disorder should be comanaged by a clinician
experienced in obstetrical care and a clinician experi-
enced in the treatment of opioid use disorder.
Hospitalization during initiation of methadone or bupre-
norphine may be advisable due to the potential for
adverse events, especially in the third trimester.
(MAJOR REVISION) Methadone should be initiated at a
dose range of 10—30mg. Incremental doses of 5-10mg is
recommended every 3—6hours, as needed, to treat with-
drawal symptoms, to a maximum fist day dose of 30—40 mg.
(MAJOR REVISION) After initiation, clinicians should
increase the methadone dose by no more than 10mg
approximately every 5 days. The goal is to maintain the
lowest dose that controls withdrawal symptoms and
minimizes the desire to use additional opioids.

(MINOR REVISION) Clinicians should be aware that
the pharmacokinetics of methadone are affected by preg-
nancy. With advancing gestational age, plasma levels of
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methadone progressively decrease and clearanageneral Considerations for All Patients With

increases. Increased and/or split doses may be needgshjn

as pregnancy progresses. Twice-daily dosing is more For all patients with pain, it is important that the correct
effective and has fewer side effects than single dosingjiagnosis of pain etiology be made and that a suitable pain
but may not be practical because methadone is typicallyreatment be identified. Nonpharmacological treatments (e.g.,
dispensed in an OTP. After childbirth, doses may need tg)sychosocial treatments, physical therapy) have been shown
be adjusted (typically reduced) based on changes it he effective for many types of pain and should be consid-
weight and metabolism. ered.

14. (MAJORREVISION) If a woman becomes pregnant If pharmacological treatment is considered, then non-
while she is receiving naltrexone, it may be appropriateppioid analgesics such as acetaminophen and NSAIDs and
to discontinue the medication if the patient and clinician pther medications with pain-modulating properties, such as
agree that the risk of relapse is low. A decision to remaingabapentinoids, tricyclic antidepressants, norepinephrine-
on naltrexone during pregnancy should be carefullyserotonin reuptake inhibitors, and dissociative anesthetics
considered by the patient and her clinician and shoulde ¢., ketamine) may be useful and should be considered first.

include a discussion on the insufficiency of research onaqditional non-opioid interventions such as regional anesthe-
risks (if any) of continued use of naltrexone. If the patient iz should also be considered.

chooses to discontinue treatment with naltrexone and is at The presence or history of substance use disorder alone,
risk for relapse, treatment with methadone or buprenorincluding opioid use disorder, should not preclude the use of
phine should be considered. opioids to treat pain. Pain treatment should be coordinated
15. (MINOR REVISION) Use of naloxone challenge (see jth the opioid use disorder treating clinician to help optimize
glossary) to test for opioid dependence and risk ofpain care (e.g., by using split rather than single daily doses of
precipitated withdrawal is not recommended for pregnantyyprenorphine or methadone to maximize the analgesic prop-

women with opioid use disorder. o erties of these medications as discussed below) and reduce the
16. (MINOR REVISION) Unless otherwise contraindicated potential for relapse.
(see Part 8), mothers receiving methadone or buprenor-

phine for treatment of opioid use disorders should bepain Management in Patients with Opioid Use

encouraged to breastfeed. Disorder
Methadone or buprenorphine may be considered for
Areas for Further Research patients with pain who have an active opioid use disorder but

1. Further research is needed on the safety of combinatiogre not undergoing treatment. Both methadone and buprenor-
buprenorphine/naloxone and new extended-release formyhine have analgesic effects. Transition to opioid agonist

lations for use in pregnancy. . ) treatments can help comanage pain and opioid use disorder.
2. Further research is needed to investigate the safety of
naltrexone while pregnant or breastfeeding. Methadone and Pain Management

3. Further research is needed to determine what, if any, Patients prescribed methadone for opioid use disorder
clinical benefit there is to routinely drug testing pregnantshould receive pain management in the same way as other
women. patients, ideally through consultation with a clinician experi-

4. Further research is needed on the comparative effectiveenced in pain care and their addiction treatment provider.
ness of inpatient versus outpatient settings for methadone
and buprenorphine initiation for pregnant women. Acute and Chronic Pain Management

5. Further research is needed on best treatment approaches  Temporarily increasing the methadone dose or dosing
for pregnant or breastfeeding women who cannot or willfrequency may be effective for managing pain. Splitting the
not take medication for opioid use disorder. daily methadone dose across 3—4 doses per day can maximize

the analgesic properties of this medication. The withdrawal

PART 9: SPECIAL POPULATIONS: INDIVIDUALS and craving suppressing properties of methadone typically

WITH PAIN last for 24—36 hours while its analgesic effects typically last
for 6—8hours. As discussed in Part 4 of this guideline,

Background methadone has a long half-life and care should be taken to

The occurrence of acute and chronic pain amongavoid too rapid dose increases (refer to Part 4 for guidance on
patients with an opioid use disorder is not uncommon anditration).

it is critical to manage pain safely and effectively. There are If the patient has pain refractory to this and non-opioid

three general scenarios (listed below), in which patients withtreatment strategies and requires additional opioid-based

opioid use disorder could require pain care: analgesia, the addition of a short acting full-agonist opioid
can be considered to manage moderate to severe acutéSEain.

1. patients with an untreated and active opioid use disordeiThe dose of additional full agonist opioid analgesic prescribed

2. patients under opioid use disorder treatment with opioids anticipated to be higher than the typical dose necessary to

agonists; achieve adequate analgesia in opioidveandividuals>**>°
3. patients under opioid use disorder treatment with naltrexPatients on methadone maintenance who have co-occurring
one. chronic pain should optimally be treated by a clinician
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experienced in the treatment of pain in consultation with theirwith non-opioid analgesics such as acetaminophen and

opioid treatment program. NSAIDs. High potency NSAIDs, such as Ketorolac, may
be prescribed for moderate to severe pain. The use of NSAIDs

Buprenorphine and Pain Management should be time-limited due to risk of adverse effects,
including gastritis.

Acute Pain Management Emergency pain management options in patients taking

As a partial mu-opioid agonist, buprenorphine hasnaltrexone, which may optimally be used in combination
analgesic properties. Temporarily increasing buprenorphingvhen appropriate, include the following:
dosing and/or dividing the dose may be effective for acute
pain management. As discussed above, this split dosing. regional anesthesia;
strategy better aligns the dosing with buprenorphine’s anal2. conscious sedation with benzodiazepines or ketamine;
gesic properties. The analgesic effects of buprenorphine lag. nonopioid options in general anesthesia;
for approximately 6—8 hours while the withdrawal and crav-4. over-riding the naltrexone blockade with high-potency
ing suppressing properties last for approximately 24 hours. opioids.
When moving to split dosing the clinician should ensure that Naltrexone’s blockade of the mu-opioid receptor can
the patient has not missed their last non-split dose. Increasinglso often be overcome, when necessary, with high potency
the daily dose of buprenorphine by 20—-25% and spilitting itfull agonist opioids>* Higher doses are typically needed to
into 3—4 doses can often adequately address acute pain. override the opioid receptor blockade so this should be done in
Patients receiving buprenorphine for opioid use disordean inpatient setting with monitoring of vitals. Use of high
who have acute pain refractory to other treatments and requirgotency opioids, with high affinity for the mu-opioid receptor,
additional opioid-based analgesia may also benefit from thedministered intravenously is recommended in these cases.
addition of as-needed doses of buprenorphine. Adding a short-
acting full agonist opioid to the patient’s regular dose of Considerations for Surgery
buprenorphine can also be effective for managing severe acute
pain. The guideline committee recommends that this may b&atients Treated with Methadone or
considered in supervised settings, such as during hospitaliz8uprenorphine
tion. The dose of additional full agonist opioid analgesic Discontinuation of methadone or buprenorphine before
prescribed is anticipated to be higher than the typical dossurgery is not required. Higher-potency intravenous full ago-
necessary to achieve adequate analgesia in opioikmadi-  nists opioids can be used perioperatively for analgesia in
viduals. Because of a lack of evidence, the committee waaddition to the patient’s regular dose of methadone or bupre-
unable to come to consensus on whether this adjunct treatmenbrphine (except to the extent that doses may be skipped
can be safely prescribed in ambulatory care settings. Amluring the NPO [nothing per orem] period before sur-
increased risk of relapse and overdose are the main concergsry):>°~**®Discontinuation of methadone or buprenorphine
when prescribing a full opioid receptor agonist for acute painis also not recommended before elective cesarean section.
care in individuals with opioid use disorder. Since buprenorphine has a high affinity for the mu-
In situations when a full opioid agonist is needed for painopioid receptor there were itially concerns that full-opioid
management, discontinuation of buprenorphine is not requirecagonists would not be effective for treating pain in patients
However, if the decision is made to discontinue buprenorphindaking this medication. However, research has demonstrated
during the treatment of severe pain to allow for more mu opioidthat the addition of full-opioid agonists can be effective for
receptor availability, patients should be monitored closelythe treatment of pain in these patieftd:**®Reducing the
because high doses of a full agonist may be required. As thdose of buprenorphine to provide more mu-opioid receptor
partial agonist effect dissipates, the full agonist effect may leadvailability and increase the efficacy of full opioid agonists

to over-sedation and respiratory depression. co-administered with buprenghine has been suggested, but
_ _ there is insufficient researcdhis topic. Decisions related
Chronic Pain Management to discontinuing or adjusting the dose of buprenorphine

Split dosing of buprenorphine (with dosing every 6— prior to a planned surgery should be made on an individual
8 hours) may be adequate for chronic pain management ihasis, through consultation between the surgical and anes-
many patients with opioid use disorder and chronic painthesia teams and the addiction treatment provider when
Chronic opioid therapy, especially at high doses, maypossible.
heighten pain sensitivity"> Some evidence suggests that If it is decided that buprenorphine or methadone
patients experiencing substantial pain on high doses of fulshould be discontinued before a planned surgery, this may
agonist opioids experience imr%roved pain management wheoccur the day before or the day of surgery, based on surgical
transitioned to buprenorphiné® Overall, buprenorphine and anesthesia team recommendations. Higher-potency intra-
therapy carries a lower risk of adverse effects, especiallwenous full agonists opioids can be used perioperatively for

overdose, compared to full agonist opioids. analgesia. Methadone or buprenorphine can be resumed post-
_ operatively when the need for intravenous analgesia has
Naltrexone and Pain Management resolved, with additional considerations for post-operative

Patients on naltrexone may not respond to opioidpain management as described for acute pain above. The
analgesics in the usual manner. Mild pain may be treategre-surgery daily doses of these medications can be resumed
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if they are withheld for a short period of time (up to 2—3 days). /- (MAJOR REVISION) The addition of a short-acting full
If these medications are withheld for a longer period of time

they may need to be reinitiated gradually by the prescribing
clinician after the need for full opioid agonist analgesia has

resolved. For guidance on re-initiation and titration see Parts 4
and 5 of this guideline.

Patients Treated with Naltrexone

Oral naltrexone should be discontinued at least 72 hours

before elective surgery if pain management with opioids is
anticipated. Extended-release naltrexone should be stopped &-
least 30 days before surgery, and oral naltrexone may be used
temporarily (until 72 hours prior to the planned surgery). The
surgical team should be aware of the use of naltrexone.
Patients should be off opioids for 3—7 days before resuming -
naltrexone (oral or extended-release formulations). Re-initia-
tion of naltrexone should be coordinated with the opioid use
disorder treating clinician. See the naltrexone section for
recommendations related to initiation.

10.

Summary of Recommendations — Special
Populations: Individuals With Pain

1.

56

(MINOR REVISION) For all patients with pain, it is
important that the correct diagnosis is made and that
pain is addressed. Alternative treatments including non-
opioid medications with pain modulating properties,
behavioral approaches, physical therapy, and procedural
approaches (e.g., regional anesthesia) should be consid-
ered before prescribing opioid medications for pain.
(MINOR REVISION) If pharmacological treatment is
considered, non-opioid analgesics, such as acetamino-
phen and NSAIDs, and non-opioid medications with pain
modulating properties should be tried first.

(MINOR REVISION) For patients with pain who have an 11.
active opioid use disorder but are not in treatment,
methadone or buprenorphine should be considered.
The patient’s opioid use disorder and pain should be
stabilized and managed concurrently.

(MAJOR REVISION) For patients taking methadone or
buprenorphine for the treatment of opioid use disorder12-
temporarily increasing the dose or dosing frequency (i.e.
split dosing to maximize the analgesic properties of these
medications) may be effective for managing pain. (Titra-
tion of methadone should follow the guidance in Part 4 of
this guideline)

13

. (MAJOR REVISION) For patients taking methadone for

the treatment of opioid use disorder who have acute pain
refractory to other treatments and require additional

opioid-based analgesia, adding a short acting full agonist
opioid to their regular dose of methadone can be consid-

agonist opioid to the patient’s regular dose of buprenorphine
can be effective for the management of severe acute pain in
supervised settings, such as during hospitalization. The dose
of additional full agonist opioid analgesic prescribed is
anticipated to be higher than the typical dose necessary
to achieve adequate analgesia in opioidvaandividuals.
Because of a lack of evidence, the committee was unable to
come to consensus on whether this adjunct treatment can be
safely prescribed in ambulatory care settings.

(MAJOR REVISION) Discontinuation of methadone or
buprenorphine before surgery is not required. Higher-
potency intravenous full agonists opioids can be used
perioperatively for analgesia.

(MINOR REVISION) Decisions related to discontinuing

or adjusting the dose of buprenorphine prior to a planned
surgery should be made on an individual basis, through
consultation between the surgical and anesthesia teams
and the addiction treatment provider when possible.
(MAJOR REVISION) If it is decided that buprenorphine

or methadone should be discontinued before a planned
surgery, this may occur the day before or the day of
surgery, based on surgical and anesthesia team recom-
mendations. Higher-potency intravenous full agonists
opioids can be used perioperatively for analgesia. Meth-
adone or buprenorphine can be resumed post-operatively
when the need for full opioid agonist analgesia has
resolved, with additional considerations for post-opera-
tive pain management as described for acute pain above.
The initial dose and titration should typically be deter-
mined by the prescriber. In general, pre-surgery daily
doses of these medications can be resumed if they were
withheld for less than 2—3 days.

(MINOR REVISION) Patients on naltrexone may not
respond to opioid analgesics in the usual manner. There-
fore, it is recommended that mild pain be treated with
non-opioid analgesics, and moderate to severe pain be
treated with higher potency NSAIDs (e.g. ketorolac) on a
short-term basis.

(MINOR REVISION) Oral naltrexone should be discon-
tinued 72hours before surgery and extended-release
injectable naltrexone should be discontinued 30 days
before an anticipated surgery. (Reinitiation of naltrexone
should follow the guidance in Part 6 of this guideline)

. (NEw) Naltrexone’s blockade of the mu opioid receptor

can often be overcome when necessary with high potency
full agonist opioids. In these instances, patients should be
closely monitored in an emergency department or
hospital setting.

ered to manage moderate to severe acute pain. The dodé¢eas For Further Research

of additional full agonist opioid analgesic prescribed is 1.
anticipated to be higher than the typical dose necessary to
achieve adequate analgesia in opioidweaindividuals.

. (NEw) Patients receiving buprenorphine for opioid use2.

disorder who have moderate to severe acute pain refrac-
tory to other treatments and require additional opioid-
based analgesia may benefit from the addition of as<3.
needed doses of buprenorphine.

Research on optimal acute and chronic pain management
strategies for patients on medications for opioid use
disorder.

Studies on the safety and effectiveness of adding full
agonist opioid analgesics to the patient’s baseline bupre-
norphine dose in non-acute care settings are needed.
Further research is needed on chronic pain management
for patients with opioid use disorder.
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