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What Is a TIP? 

Treatment Improvement Protocols (TIPs) are best Ȥpractice guid elines for the treatment of 

substance use disorders, provided as a service of the Substance Abuse and Mental Health 

Services Administrationôs (SAMHSAôs) Center for Substance Abuse Treatment (CSAT). CSATôs 

Office of Evaluation, Scientific Analysis and Synthesis draws on the experience and knowledge of 

clinical, research, and administrative experts to produce the TIPs, which are distributed to a 

growing number of fa cilities and individuals across the country. As alcoholism and other 

substance use disorders are increasingly recognized as major problems, the audience for the 
TIPs is expanding beyond public and private substance use disorder treatment facilities.  

After selecting a topic, CSAT invites staff from pertinent Federal agencies and national 

organizations to a resource panel that recommends specific areas of focus as well as resources 

that should be considered in developing the content of the TIP. Then recommend ations are 

communicated to a consensus panel composed of experts who have been nominated by their 

peers. This panel participates in a series of discussions; the information and recommendations 

on which they reach consensus become the foundation of the TIP.  The members of each 

consensus panel represent substance use disorder treatment programs, hospitals, community 

health centers, counseling programs, criminal justice and child welfare agencies, and private 

practitioners. A panel chair (or cochairs) ensures that the guidelines mirror the results of the 
groupôs collaboration. 

A large and diverse group of experts reviews the draft document closely. The Buprenorphine 

Expert Panel, a distinguished group of substance abuse experts and professionals in such related  

fields as primary care, mental health, and social services, worked with the Consensus Panel Chair 

and the CSAT Division of Pharmacologic Therapies to generate new and updated changes to the 

subject matter for this TIP based on the fieldôs current needs for information and guidance. Once 

the changes recommended by the field reviewers have been incorporated, the TIP is prepared for 
publication in print and online.  

The TIPs can be accessed via the Internet at 

http://www.kap.samhsa.gov/products/manuals/index.htm . The use of electronic media also 

means that the TIPs can be updated more easily so that they can continue to provide the field 
with state ȤofȤtheȤart information. Although  each TIP includes an evidence base for the practices 

its panel recommends, CSAT recognizes tha t the field of substance use disorder treatment is 

evolving continuously and that research frequently lags behind the innovations pioneered by 

those in the field . A major goal of each TIP is to convey ñfront lineò information quickly but 

responsibly. For this reason, recommendations in the TIP are attributed either to panelistsô 

clinical experience or to the appropriate literature. If there is research to support a particular 

approach, citations are provided.  

This TIP, Clinical Guidelines for the Use of Buprenorphine in the Treatment of Opioid Addiction , 
provides consensus Ȥ and evidence Ȥbased guidance on the use of buprenorphine, a new option for 

the treatment of o pioid addiction. The goal of this TIP is to provide information that physicians 

can use to make  practical and informed decisions about the use of buprenorphine to treat opioid 

addiction. The Guidelines address a number of topic areas related to this goal, including the 

physiology and pharmacology of opioids, opioid addiction, and treatment with buprenorphine; 

the screening and assessment of opioid addiction problems; detailed protocols for opioid 

addiction treatment with buprenorphine; management of special  populations; and policies and 
procedures related to office Ȥbased opioid addiction treatment un der the paradigm established by 

the Drug Addiction Treatment Act of 2000. This TIP represents another step by CSAT toward its 

http://www.kap.samhsa.gov/products/manuals/index.htm


goal of bringing national leaders t ogether to improve substance use disorder treatment in the 
United States.  

Other TIPs may be ordered by contacting the National Clearinghouse for Alcohol and Drug 
Information (NCADI), (800) 729 Ȥ6686 or (301) 468 Ȥ2600; TDD (for the hearing impaired), (800) 

487Ȥ4889. See http://www.kap.samhsa.gov/products/manuals/index.htm . 
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Foreword  

Our Nation has made great strides in recent years in achieving recovery for persons with 

substance use disorders. We know much more about how to deliver recovery Ȥoriented substance 

abuse treatment, improve service quality, achieve desired improvements in quality ȤofȤlife 

outcomes, and implement needed care systems in each community in the United States. Our 

vision is of a life in the community for everyone.  

The Tre atment Improvement Protocol (TIP) series promotes resilience and facilitates recovery 

from substance use disorders. The TIPs add to our knowledge base and provide best practice 

guidance to clinicians, program administrators, and payors. They are the result  of careful 

consideration of all relevant clinical and health services research findings, demonstration 

experience, and implementation requirements. For each TIP topic, an expert panel of non ȤFederal 

clinical researchers, clinicians, program administra tors, and patient advocates debates and 

discusses best practices until its members reach a consensus.  



The talent, dedication, and hard work that TIPs panelists and reviewers bring to this highly 

participatory process have bridged the gap between the promise of research and the needs of 

practicing clinicians and administrators. We are grateful to all who have joined with us to 

contribute to advances in the substance use disorder treatment field.  

We hope you will find many uses for the information contained in this volume and that you will 

join in our goal of helping all Americans with substance use disorders realize healthy, 

contributing lives in their communities nationwide.  

Charles G. Curie, M.A.,  A.C.S.W.   

Administrator  

Substance Abuse and Mental Health Services Administration  

H. Westley Clark, M.D., J.D., M.P.H., CAS, FASAM   

Director, Center for Substance Abuse Treatment Substance Abuse and Mental Health Services 

Administration  

 

 TIP 40:   Executive Summary  

Federal statute, the Drug Addiction Treatment Act of 2000 ( DATA 2000 ), has established a new 

paradigm for the medication Ȥassisted treatment of opioid addiction in the United States ( Drug 

Addiction Treatment Act of 2000 ). Prior to the enactment of DATA 2000, the use of opio id 

medications to treat opioid addiction was permissible only in federally approved Opioid 

Treatment Programs (OTPs) (i.e., methadone clinics), and only with the Schedule II opioid 

medications methadone and levo ȤalphaȤacetyl Ȥmethadol (LAAM), which could on ly be dispensed, 

not prescribed. *  Now, under the provisions of DATA 2000, qualifying physicians in the medical 

office and other appropriate settings outs ide the OTP system may prescribe and/or dispense 
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Schedule III, IV, and V opioid medications for the treatment of opioid addiction if such 

medications have been specifically approved by the Food and Drug Administration (FDA) for that 

indication. (The text o f DATA 2000  can be viewed at 

http://www.buprenorphine.samhsa.gov/fulllaw.htm l.)  

In October 2002, FDA approved two sublingual formulations of the Schedule III opioid partial 

agonist medication buprenorphine for the treatment of opioid addiction. These medications, 

Subutex ®  (buprenorphine) and Suboxone ®  (buprenorphine/naloxone), ar e the first and, as of 

this writing, the only Schedule III, IV, or V medications to have received such FDA approval and, 

thus, to be eligible for use under DATA 2000. Office Ȥbased treatment with buprenorphine 

promises to bring opioid addiction care into th e mainstream of medical practice, thereby greatly 

expanding access to treatment and bringing new hope to thousands.  

DATA 2000 directs the Substance Abuse and Mental Health Services Administration (SAMHSA) to 

develop a Treatment Improvement Protocol (TIP) c ontaining best practice guidelines for the 

treatment and maintenance of opioid Ȥdependent patients. This TIP, Clinical Guidelines for the Use 

of Buprenorphine in the Treatment of Opioid Addiction , is the product of that mandate. The TIP 

was developed by SAMHSA and a team of independent substance abuse treatment professionals, 

in cons ultation with the National Institute on Drug Abuse, the Drug Enforcement Administration 

(DEA), and FDA. The purpose of this TIP is to provide physicians with science Ȥbased clinical 

practice guidelines on the use of buprenorphine  in the treatment of opioid addiction. The primary 

audience of this TIP is physicians who are interested in providing buprenorphine for the 

treatment of opioid addiction.  

In developing this TIP, the consensus panel, made up of research and clinical experts in the field 

of opioid addi ction treatment, recognized that while buprenorphine offers new hope to many 

individuals, pharmacotherapy alone is rarely sufficient for the long Ȥterm successful treatment of 

opioid addiction. As a result, these guidelines empha size that optimally effective and 

comprehensive opioid addiction care is achieved when attention is provided to all of an 

individualôs medical and psychosocial comorbidities.  

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72736
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This TIP is composed of 6 chapters and 10 appendices, including a complete list of references 

(Appendix A , Bibliography). Chapter 1, Introduction, describes the ba sic facts regarding opioid 

addiction, the traditional approaches to its treatment, and the new DATA 2000 treatment 

paradigm.  

Chapter 2, Pharmacology, addresses, in Ȥdepth, the physiology and pharmacology of opioids in 

general, and of buprenorphine in particular. The chapter also provides a review of the research 

literature regarding the s afety and effectiveness of buprenorphine for the treatment of opioid 

addiction.  

Chapter 3, Patient Assessment, summarizes an approach to screening and assessment of 

individuals who are addicted to opioids and who may be candidates for treatment with 

buprenorphine.  

Chapter 4, Treatment Protocols, provides detailed protocols on the use of buprenorphine for the 

treatment of opioid addiction, including both maintenance and withdrawal treatment approaches.  

Chapter 5, Special Populations, discusses several special populations whose circumstances 

require careful consideration as they begin bu prenorphine treatment. Treating these special 

populations requires an understanding of available resources and often involves collaboration 

with specialists in other areas of care.  

Chapter 6, Policies and Procedures, discusses legal and regulatory issues p ertaining to the 

provision of opioid addiction treatment, including the procedures and physician qualifications 

necessary to obtain the required waiver under DATA 2000 to provide office Ȥbased opioid 

addiction treatment, recommended office practice policies and procedures, the security and 

confidentiality of opioid addiction care information, and the use of buprenorphine in OTPs.  

The following sections summarize the content of this TIP an d are grouped by chapter.  

Chapter 1, Introduction  

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689


Chapter 1 provides an overview of opioid addiction in the United States today, including the 

historical context of the current treatment environment, the scope of the opioid addiction 

problem, the tradition al approaches to treatment, and an introduction to buprenorphine as an 

opioid addiction treatment.  

Opioid addiction includes not only misuse and abuse of heroin, but also the less commonly 

recognized issue of misuse and abuse of prescription opioid pain me dications, such as 

hydrocodone, oxycodone, and meperidine.  

Rates of addiction to prescription opioids have been increasing. The incidence of emergency 

department visits related to prescription opioid pain medications has more than doubled between 

1994 and 2001. Recent data show that in at least 15 metropolitan areas, two or more narcotic 

pain medications ðprimarily oxycodone, hydrocodone, and codeine ðwere ranked among the 10 

most common drugs involved in drug abuse deaths ( SAMHSA 2002 b).  

The prevalence of heroin addiction in the United States also has been increasing and currently is 

believed to be the highest it has been since the 1970s. According to the Of fice of National Drug 

Control Policy (ONDCP), an estimated 810,000 to 1,000,000 individuals in the United States were 

addicted to heroin in the year 2000 ( ONDCP 2003 ).  

WellȤrun methadone maintenance programs (with programming that includes counseling 

services, vocational resources, referrals, and appropriate drug monitoring) have been shown to 

decrease opioid use and related crime, increase employ ment, and  decrease the incidence of 

human immunodeficiency virus (HIV) related to needle sharing. In addition, treatment in such 

programs improves physical and mental health and decreases overall mortality from opioid 

addiction. Unfortunately, despite these results , methadone maintenance treatment system 

capacity has not kept pace with the rise in the prevalence of opioid addiction.  

More than 20 years ago, buprenorphine was identified as a viable option for the maintenance 

treatment of individuals addicted to opioid s. Research conducted over the past two decades has 

documented the safety and effectiveness of buprenorphine for this indication. The enactment of 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72857
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DATA 2000 has now enabled physicians in the United States to offer specifically approved forms 

of buprenorphi ne for the treatment of opioid addiction.  

Chapter 2, Pharmacology 

Buprenorphine has unique pharmacological properties that make it an effective and 

wellȤtolerated addition to the available pharmacological treatments for opioid addiction. This 

chap ter reviews the general pharmacology of opioid agonists and antagonists, as well as the 

opioid partial agonist  properties of buprenorphine.  

Drugs that activate o pioid receptors on neurons are termed opioid agonists . Heroin and 

methadone are opioid agonists. The repeated administration of opioid agonists results in 

doseȤdependent physical dependence and tolerance. Physical dependence  is manifested as a 

characterist ic set of withdrawal signs and symptoms upon reduction, cessation, or loss of an 

active compound at its receptors. Addiction , conversely, is a behavioral  syndrome characterized 

by the repeated, compulsive seeking or use of a substance, despite adverse soci al, psychological, 

and/or physical consequences. Opioid addiction often, but not always, is accompanied by 

tolerance, physical dependence, and opioid withdrawal symptoms.  

Opioids that bind to opioid receptors but block them, rather than activating them, ar e termed 

opioid antagonists . Examples of opioid antagonists are naltrexone and naloxone.  

Opioid partial agonists  are drugs that activate receptors, but not to the same degree as full 

agonists. Increasing the dose of a partial agonist does not produce as gr eat an effect as does 

increasing the dose of a full agonist. The agonist effects of a partial agonist reach a ceiling at 

moderate doses and do not increase from that point, even with increases in dosage. 

Buprenorphine is an opioid partial agonist . It is th e partial agonist properties of buprenorphine 

that make it a safe and an effective option for the treatment of opioid addiction. Buprenorphine 

has sufficient agonist properties such that when it is administered to individuals who are not 

opioid dependent b ut who are familiar with the effects of opioids, they experience subjectively 



positive opioid effects. These subjective effects aid in maintaining compliance with buprenorphine 

dosing in patients who are opioid dependent.  

Buprenorphine occupies opioid rece ptors with great affinity and thus blocks opioid full agonists 

from exerting their effects. Buprenorphine dissociates from opioid receptors at a slow rate. This 

enables daily or less frequent dosing of buprenorphine, as infrequently as three times per week  

in some studies.  

Buprenorphine is abusable, consistent with its agonist action at opioid receptors. Its abuse 

potential, however, is lower in comparison with that of opioid full agonists. A formulation 

containing buprenorphine in combination with naloxone  has been developed to decrease the 

potential for abuse via the injection route. Physicians who prescribe or dispense buprenorphine 

or buprenorphine/naloxone should monitor for diversion of the medications.  

Due to the potential for serious drug ïdrug intera ctions, buprenorphine must be used cautiously 

with certain other types of medications, particularly benzodiazepines, other sedative drugs, 

opioid antagonists, medications metabolized by the cytochrome P450 3A4 system, and opioid 

agonists.  

Chapter 3, Patient Assessment 

This chapter provides an approach to the screening, assessment, and diagnosis of opioid 

addiction problems, and for determining when buprenorphine is an appropriate option for 

treatment. The necessary first steps in the medical management of o pioid addiction are (1) the 

use of validated screening tools to identify patients who may have an opioid use problem and (2) 

further assessment to clearly delineate the scope of an opioid addiction problem when one is 

identified. When treatment is indicate d, consideration must be given to the appropriate 

treatment approach, treatment setting, and level of treatment intensity, based on a patientôs 

preferences, addiction history, presence of medical or psychiatric comorbidities, and readiness to 

change. Bupre norphine is a treatment option for many, but not for all.  



Screening 

The Clinical Guidelines for the Use of Buprenorphine in the Treatment of Opioid Addiction 

Consensus Panel recommends that physicians periodically and regularly screen all  patients for 

subs tance use and substance Ȥrelated problems, not just those patients who fit the stereotyp ical 

picture of addiction. Several validated addiction screening instruments are discussed. The full 

text of selected screening instruments is provided in Appendix B , Assessment and Screening 

Instruments.  

Assessment 

If screening indicates the presence of an opioid use disorder, further assessment is indicated to 

thoroughly delineate  the patientôs problem, to identify comorbid or complicating medical or 

emotional conditions, and to determine the appropriate treatment setting and level of treatment 

intensity for the patient. Complete assessment may require several office visits, but in itial 

treatment should not be delayed during this period.  

The Guidelines document provides recommendations on effective interviewing techniques and on 

the components of the complete history, physical examination, and recommended initial 

laboratory evaluati on of patients with opioid addiction.  

The consensus panel recommends that initial and ongoing drug screening should be used to 

detect or confirm the recent use of drugs (e.g., alcohol, benzodiazepines, barbiturates), which 

could complicate patient manageme nt. Urine screening is the most commonly used and generally 

most cost Ȥeffective te sting method.  

Diagnosis of OpioidȤRelated Disorders 

After a thorough assessment of a patient has been conducted, a formal diagnosis can be made. 

As a general rule, to be cons idered for buprenorphine maintenance, patients should have a 

diagnosis of opioid dependence , as defined in the Diagnostic and Statistical Manual of Mental 

Disorders , Fourth Edition, Text Revision (DSM ȤIVȤTR) ( American Psychiatric Association 2000 ). 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72871
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This diagnosis is based not merely on physical dependence on opioids but rather on opioid 

addiction with compulsive use despite harm. (See DSM ȤIVȤTR diagnostic criteria in Appendix C , 

DSMȤIVȤTR Material.)  

Determining Appropriateness for Buprenorphine Treatment  

A detailed approach to determining the suitability of buprenorph ine as a treatment option for 

patients with opioid addiction is included in the Guidelines. The evaluation includes determining if 

appropriate patient motivation exists and ruling out contraindicating medical and psychiatric 

comorbidities.  

Patients for who m buprenorphine may be an appropriate treatment option are those who  

 Are interested in treatment for opioid addiction  

 Have no contraindications to buprenorphine treatment  

 Can be expected to be reasonably compliant with such treatment  

 Understand the benefit s and risks of buprenorphine treatment  

 Are willing to follow safety precautions for buprenorphine treatment  

 Agree to buprenorphine treatment after a review of treatment options  

Patients less likely to be appropriate candidates for buprenorphine treatment o f opioid addiction 

in an office Ȥbased setting  are individuals whose circumstances or conditions include  

 Comorbid dependence on high doses of benzodiazepines or other central 

nervous system depressants (including alcohol)  

 Significant untreated psychiatric comorbidity  

 Active or chronic su icidal or homicidal ideation or attempts  

 Multiple previous treatments for drug abuse with frequent relapses (except 

that multiple previous detoxification  attempts followed by relapse are a 

strong indication for long Ȥterm maintenance  treatment)  

 Poor respons e to previous treatment attempts with buprenorphine  

 Significant medical complications  

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72923


Chapter 4, Treatment Protocols 

This chapter provides detailed protocols for the use of buprenorphine in the treatment of opioid 

addiction. A variety of clinical scenarios  are addressed, including whether patients are addicted 

to long Ȥ versus short Ȥacting opioids, and whether the approach selected is maintenance 

treatment or medically supervised withdrawal (which must  be followed by long Ȥterm drug Ȥfree or 

naltrexone treatment to be useful  to the patient).  

Maintenance Treatment  

Maintena nce treatment with buprenorphine for opioid addiction consists of three phases: (1) 

induction, (2) stabilization, and (3) maintenance. Induction is the first stage of buprenorphine 

treatment and involves helping patients begin the process of switching from  the opioid of abuse 

to buprenorphine. The goal of the induction phase is to find the minimum dose of buprenorphine 

at which the patient discontinues or markedly diminishes use of other opioids and experiences no 

withdrawal symptoms, minimal or no side eff ects, and no craving for the drug of abuse. The 

consensus panel recommends that the buprenorphine/naloxone combination be used for 

induction treatment (and for stabilization and maintenance) for most patients. The consensus 

panel further recommends that in itial induction doses be administered as observed treatment; 

further doses may be provided via prescription thereafter.  

To minimize the chances of precipitated withdrawal, patients who are transferring from 

longȤacting opioids (e.g., methadone, sustained release morphine, sustained release oxycodone) 

to buprenorphine should be inducted using buprenorphine monotherapy, but switched to 

buprenorphine/naloxone soon thereafter. Because of the potential for naloxone  to  precipitate 

withdrawal in both mother and fetus, pregnant women who are deemed to be appropriate 

candidates for buprenorphine treatment should be inducted and maintained on buprenorphine 

monotherapy.  

The stabilization phase has begun when a patient is exp eriencing no withdrawal symptoms, is 

experiencing minimal or no side effects, and no longer has uncontrollable cravings for opioid 



agonists. Dosage adjustments may be necessary during early stabilization, and frequent contact 

with the patient increases the  likelihood of compliance.  

The longest period that a patient is on buprenorphine is the maintenance phase. This period may 

be indefinite. During the maintenance phase, attention must be focused on the psychosocial and 

family issues that have been identifie d during the course of treatment as contributing to a 

patientôs addiction. 

Medically Supervised Withdrawal (ñDetoxificationò) 

Buprenorphine can be used for the medically supervised withdrawal of patients from both 

selfȤadministered opioids and from opio id agonist treatment with methadone or LAAM. The goal 

of using buprenorphine for medically supervised withdrawal from opioids is to provide a 

transition from the state of physical dependence on opioids to an opioid Ȥfree s tate, while 

minimizing withdrawal s ymptoms (and avoiding side effects of buprenorphine).  

Medically supervised withdrawal with buprenorphine consists of an induction phase and a 

doseȤreduction phase. The consensus panel recommends that patients dependent on  short Ȥacting 

opioids (e.g., hydrom orphone, oxycodone, heroin) who will be receiving medically supervised 

withdrawal be inducted directly onto buprenorphine/naloxone tablets. The use of buprenorphine 

(either as buprenorphine monotherapy or buprenorphine/na loxone combination treatment) to 

taper off long Ȥacting opioids should be considered only for those patients who have evidence of 

sustained medical and psychosocial stability, and should be undertaken in conjunction and in 

coordination with patientsô OTPs. 

Nonpharmacological Interventions  

Pharmacotherapy alone is rarely sufficient treatment for drug addiction. For most patients, drug 

abuse counseling ðindividual or group ðand participation in self Ȥhelp programs are necessary 

components of comprehensive addicti on care. As part of training in the  treatment of opioid 

addiction, physicians should at a minimum obtain some knowledge about the basic principles of 

brief intervention in case of relapse. Physicians considering providing opioid addiction care should 



ensur e that they are capable of providing psychosocial services, either in their own practices or 

through referrals to reputable behavioral health practitioners in their communities. In fact, DATA 

2000 stipulates that when physicians submit notification to SAMH SA to obtain the required 

waiver to practice opioid addiction treatment outside the OTP setting, they must attest to their 

capacity to refer such patients for appropriate counseling and other nonpharmacological 

therapies.  

Treatment Monitoring  

Patients and their physicians together need to reach agreement on the goals of treatment and 

develop a treatment plan based on the patientôs particular problems and needs. During the 

stabilization phase, patients receiving maintenance treatment should be seen on at lea st a 

weekly basis. Once a stable buprenorphine dose is reached and toxicologic samples are free of 

illicit opioids, the physician may determine that less frequent visits (biweekly or longer, up to 30 

days) are acceptable. During opioid addiction treatment with buprenorphine, toxicology tests for 

relevant illicit drugs should be administered at least monthly.  

Chapter 5, Special Populations 

This chapter discusses the approach to patients who have certain life circumstances or comorbid 

medical or behavioral co nditions that warrant special consideration during the assessment and 

treatment of opioid addiction.  

Patients With Medical Comorbidities  

Patients who are addicted to opioids often have other medical comorbid problems as a 

consequence of both high Ȥrisk be haviors and of direct toxic effects of the active and inert 

ingredients in illicit drugs. In patients being treated with buprenorphine for opioid addiction, it is 

important to screen for and manage common comorbid medical conditions and to anticipate 

known a nd potential drug interactions.  

Pregnant Women and Neonates 



The scant evidence available does not show any causal adverse effects on pregnancy or neonatal 

outcomes from buprenorphine treatment, but this evidence is from case series, not from 

controlled stu dies. Methadone is currently the standard of care in the United States for the 

treatment of opioid addiction in pregnant women. Pregnant women who present for treatment of 

opioid addiction should be referred to specialized services in methadone maintenance  treatment 

programs. If such specialized services are refused by a patient or are unavailable in the 

community, maintenance treatment with buprenorphine may be considered as an alternative.  

Adolescents/Young Adults 

Buprenorphine can be a useful option for the treatment of adolescents with opioid addiction 

problems. The treatment of addiction in adolescents, however, is complicated by a number of 

medical, legal, and ethical considerations. Physicians intending to treat addiction in adolescents 

should be thor oughly familiar with the laws in their States regarding parental consent. Physicians 

who do not specialize in the treatment of opioid addiction should strongly consider consulting 

with, or referring adolescent patients to, addiction specialists. Additional ly, State child protection 

agencies can be a valuable resource when determining the proper disposition for adolescent 

patients addicted to opioids.  

Geriatric Patients 

Literature on the use of buprenorphine in geriatric patients is extremely limited. Due to  potential 

differences in rates of metabolism and absorption compared to younger individuals, care should 

be exercised in the use of buprenorphine in geriatric patients.  

Patients With Significant Psychiatric Comorbidity  

The presence and severity of comorbi d psychiatric conditions must be assessed prior to initiating 

buprenorphine treatment, and a determination made whether referral to specialized behavioral 

health services is necessary. The psychiatric disorders most commonly encountered in patients 

addicte d to opioids are other substance abuse disorders, depressive disorders, posttraumatic 



stress disorder, substance Ȥinduced psychiatric disorders, and antisocial and borderline 

personality disorder.  

As with medical comorbidities, it is important to explore the medications used to treat the other 

psychiatric conditions. Assessing for drug interactions is a critical part  of the process.  

Polysubstance Abuse 

Abuse of multiple drugs (polysubstance abuse) by individuals addicted to opioids is common. 

Pharmacotherapy with buprenorphine for opioid addiction will not necessarily have a beneficial 

effect on an individualôs use of other drugs. Care in the prescribing of buprenorphine for patients 

who abuse alcohol and for those who abuse sedative/hypnotic drugs (especially benzodiazapines) 

must be exercised because of the documented potential for fatal interactions.  

Patients With Pain 

Physicians may encounter particular complexities with regard to abuse and addiction in the use 

of opioids to treat patients with pain. Some patients move from needing prescription opioids for 

the treatment of pain to abusing them. Physicians concerned about this changing diagnostic 

picture now may legally use an opioid ðbuprenorphine ðto help facilitate a controlled 

detoxification in order to manage the physical dependence of the patient who no longer has pain 

that requires an opioid, but who continues to  take the opioid for its mood Ȥaltering effects.  

Patients who need treatment for pain but not for addiction  should be treated within the context 

of a medical or surgical setting. They should not be transferred to an opioid maintenance 

treatment program simp ly because they have become physically dependent on prescribed 

opioids in the course of medical treatment.  

Patients who are  being treated for addiction also may experience pain due to illness or injury 

unrelated to drug use. Pain in patients receiving bupr enorphine treatment for opioid addiction 

should be treated initially with nonopioid analgesics when appropriate.  



Patients maintained on buprenorphine whose acute pain is not relieved by nonopioid medications 

should receive the usual aggressive pain managem ent, which may include the use of short Ȥacting 

opioid pain relievers. While patients are taking opioid pain medications, the administration of  

buprenorphine generally should be discontinued. When restarting buprenorphine, to prevent 

acutely precipitating w ithdrawal, administration generally should not begin until sufficient time 

has elapsed for the opioid pain medication to have cleared from the patientôs system, as 

demonstrated by the onset of early withdrawal symptoms. Patients who are receiving long Ȥacti ng 

opioids for chronic severe pain may not be good candidates for buprenorphine treatment because 

of the ceiling effect on buprenorphineôs analgesic properties.  

Patients Recently Discharged From Controlled Environments  

A number of issues should be consider ed in determining the most appropriate treatment 

modalities for patients with addiction who are recently released from controlled environments 

(e.g., prison). Intensive buprenorphine monitoring activities are required, and treating physicians 

may be called  upon to verify and explain treatment regimens (e.g., to parole and probation 

officers); to document patient compliance; and to interact with the legal system, employers, and 

others. If an OTP alternative is available, physicians should determine if any pa tient factors 

preclude referral.  

Healthcare Professionals Who Are Addicted to Opioids 

There is a substantial problem of addiction to prescription opioids among physicians and other 

health professionals, especially within certain specialties. Prescription o pioid addiction in health 

professionals should be viewed as an occupational hazard of the practice of medicine. Health 

professionals with substance abuse disorders often require specialized, extended care.  

Chapter 6, Policies and Procedures 

This chapter pr esents information on a number of administrative and regulatory issues pertaining 

to the use of controlled substances in the treatment of opioid addiction that are beyond the 



general medico Ȥlegal responsibilities that govern most other types of medical practice. Physicians 

should become thoroughly familiar with these issues prior to undertaking the treatment of opioid 

addiction.  

The DATA 2000 Waiver  

To practice office Ȥbased treatment of opio id addiction under the auspices of DATA 2000, 

physicians must first obtain a waiver from the special registration requirements established in 

the Narcotic Addict Treatment Act of 1974 and its e nabling regulations. To obtain a DATA 2000 

waiver, a physician must submit notification to SAMHSA of his or her intent to begin dispensing 

and/or prescribing this treatment. The Notification of Intent form must contain information on 

the physicianôs qualifying credentials and must contain additional certifications, including that the 

physician (or the physicianôs group practice) will not treat more than 30 patients for addiction at 

any one time. Notification of Intent forms can be filled out and submitted online at the SAMHSA 

Buprenorphine Web site at http://www.buprenorphine.samhsa.gov . Alternatively, the form can 

be printed out from the site and submitted via ground mail or fax. (The site contains detailed 

information about buprenorphine, the DATA 2000  paradigm, and the physician waiver process.) 

Physicians who meet the qualifications defined in DATA 2000 are issued a waiver by SAMHSA 

and a special ident ification number by DEA.  

To qualify for a DATA 2000 waiver, physicians must have completed at least 8 hours of approved 

training in the treatment of opioid addiction or have certain other qualifications as defined in the 

legislation (e.g., clinical researc h experience with the treatment medication, certification in 

addiction medicine) and must attest that they can provide or refer patients to the necessary, 

concurrent psychosocial services. The consensus panel recommends that all physicians who plan 

to prac tice opioid addiction treatment with buprenorphine attend a DATA 2000 Ȥqualifying 8 Ȥhour 

training program on buprenorphine. SAMHSA maintains a list of upcoming DATA 2000 Ȥqualifying 

buprenorphine training sessions on the SAMHSA Buprenorphine Web site. Additional information 

about DATA 2000 and buprenorphine also can be obtain ed by contacting the SAMHSA 

Buprenorphine Information Center by phone at 866 ȤBUPȤCSAT (866 Ȥ287Ȥ2728) or via e Ȥm ail at 

info@buprenorphine.samhsa.gov.  

http://www.buprenorphine.samhsa.gov/
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Preparing for OfficeȤBased Opioid Treatment 

Prior to embarking on the provision of office Ȥbased addiction t reatment services, medical 

practices that will be new to this form of care should undertake certain preparation s to ensure 

the highest quality experience for patients, providers, and staff. Providers and practice staff 

should have an appropriate level of t raining, experience, and comfort with opioid addiction 

treatment. Linkages with other medical and mental health professionals should be established to 

ensure continuity of treatment and the availability of comprehensive, community Ȥbased, 

psychosocial services.  

Privacy and Confidentiality  

The privacy and confidentiality of individually identifiable drug or alcohol treatment information is 

protected by SAMHSA confidentiality regulation Title 42, Part 2 of the Code of Federal 

Regulati ons (42 C.F.R. Part 2). This regulation mandates that addiction treatment information in 

the possession of substance abuse treatment providers be handled with a greater degree of 

confidentiality than general medical information. Among other stipulations, r egulation 42 C.F.R. 

Part 2 requires that physicians providing opioid addiction treatment obtain signed patient consent 

before disclosing individually identifiable addiction treatment information to any third party. The 

requirement for signed patient consen t extends to activities such as telephoning or faxing 

addiction treatment prescriptions to pharmacies, as this information constitutes disclosure of the 

patientôs addiction treatment. A sample consent form with all the elements required by 42 C.F.R. 

Part 2  is included as Appendix D , Consent to Release of Information Under 42 C.F.R. Part 2.  

Buprenorphine Use in OTPs 

In May 2003, the Federal OTP regulations (42 C.F.R. P art 8) were amended to add Subutex ®  and 

Suboxone ®  to the list of approved opioid medications that may be used in federally certified and 

registered OTPs (i.e., methadone clinics). OTPs that choose to use Subutex ®  and Suboxone ®  in 

the treatment of opioid ad diction must adhere to the same Federal treatment standards 

established for all medications under 42 C.F.R. Part 8.  

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72974


Footnotes  

*   

Due to a number of factors, including the association of LAAM with cardiac arrhythmias in some patients, as 

of January 1, 2004,  the sole manufacturer has ceased production of the drug.  

 

 TIP 40:   1 Introduction  

Practical Guidelines for Physicians 

Physicians are invited to use the Clinical Guidelines for the Use of Buprenorphine in the 

Treatment of Opioid Addiction  to m ake practical and informed decisions about the treatment of 

opioid addiction with buprenorphine. This document provides step ȤbyȤstep guidance through the 

opioid addiction treatment decisionmaking process. Using the materials provided in these 

guideline s, physicians should be able to (1) perform initial screening and assessment of patients 

with opioid addiction, (2) determine th e appropriateness of buprenorphine treatment for patients 

with opioid addiction, (3) provide treatment of opioid addiction with buprenorphine according to 

established protocols, (4) assess for the presence of and arrange appropriate treatment services 

for comorbid medical and psychosocial conditions, and (5) determine when to seek specialty 

addiction treatment referral or consultation.  

The history of opioid addiction treatment forms an important backdrop for the decisions that 

physicians will make regarding  their use of buprenorphine. Developing informed decisions about 

care should take into account the state of the art of opioid addiction treatment and ancillary 

services that exist to support both the patient and physician.  

Historical Context  

A significant breakthrough in the treatment of opioid addiction occurred with the introduction of 

methadone in the 1960s. Methadone maintenance proved safe and effective and enabled 



patients to lead functional lives ðsomething that was often not possible using only drug Ȥfree 

approaches. Within a few years of its introduction, however, new laws and regulations in the 

United States, including the M ethadone Regulations in 1972 and the Narcotic Addict Treatment 

Act of 1974, effectively limited methadone maintenance treatment  to the context of the Opioid 

Treatment Program (OTP) (i.e., methadone clinic) setting. These laws and regulations 

established a closed distribution system for methadone that required special licensing by both 

Federal and State authorities. The new system made it very difficult for physicians to use 

methadone to treat opioid addiction in an office setting or even in a general drug rehabilitation 

program. To receive methadone maintenance, patients were required to attend an OTP, usually 

on a daily basis. The  stigma and inconvenience associated with receiving methadone 

maintenance in the OTP setting led, in part, to the current situation in the United States in which 

it is estimated that fewer than 25 percent of the individuals with opioid addiction receive an y 

form of treatment for it ( National Institutes of Health 1997 ). Another result of the closed 

distribution system was that most U.S. physicians were prev ented from gaining experience and 

expertise in the treatment of opioid addiction. The Food and Drug Administration (FDA) approval 

of the longer acting opioid agonist levo ȤalphaȤacetyl Ȥmethadol (LAAM) in the 1990s did little to 

change the situation. *  (Additional information about substance abuse statistics and treatment 

availability in the United States can be found on the Substance Abuse and Mental Health Services 

Administration [SAMHSA] Office of Applied Studies [OAS] Web site at 

http://www.oas.samhsa.gov/ ).  

Efforts to return opioid addiction treatment to the mainstream of medical care began to take 

shape and gain momentum in the 1990s. In October 2000, the Childrenôs Health Act of 2000 

(P.L. 106 Ȥ310) was enacted into law. Titl e XXXV of the Act provides a ñWaiver Authority for 

Physicians Who Dispense or Prescribe Certain Narcotic Drugs for Maintenance Treatment or 

Detoxification Treatment of Opioid ȤDependent Patients.ò This part of the law is known as the 

Drug Addiction Treatmen t Act of 2000 ( DATA 2000 ; Clark 2003 ).  

Under the provisions of DATA 2000, qualifying physicians may now obtain a waiver from the 

special registration requirements in the Narcoti c Addict Treatment Act of 1974, and its enabling 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72802
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regulations, to treat opioid addiction with Schedule III, IV, and V opioid medications that have 

been specifically approved by FDA for that indication, and to prescribe and/or dispense these 

medications in t reatment settings other than licensed OTPs, including in office Ȥbased settings. On 

October 8, 2002, two new sublingual formulatio ns of the opioid partial agonist buprenorphine , 

Subutex® (buprenorphine) and Suboxone® (buprenorphine/naloxone), became the fir st and, as 

of this writing, the only Schedule III, IV, or V medications to have received this FDA approval.  

To qualify for a DATA 2000 waiver, physicians must have completed at least 8 hours of approved 

training in the treatment of opioid addiction or have  certain other qualifications defined in the 

legislation (e.g., clinical research experience with the treatment medication, certification in 

addiction medicine) and must attest that they can provide or refer patients to necessary, 

concurrent psychosocial s ervices. (Chapter 6 provides a detailed discussion of the qualifying 

criteria defined in DATA 2000  and of the procedure for obtaining a waiver.)  

Physicia ns who obtain DATA 2000 waivers may treat opioid addiction with Subutex® or 

Suboxone® in any appropriate clinical settings in which they are credentialed to practice 

medicine. The promise of DATA 2000 is to help destigmatize opioid addiction treatment and to 

enable qualified physicians to manage opioid addiction in their own practices, thus greatly 

expanding currently available treatment options and increasing the overall availability of 

treatment.  

New Guidelines 

The new guidelines provide information about  the medical use of buprenorphine, based on (1) 

the evidence available from buprenorphine studies and (2) clinical experience using 

buprenorphine in the treatment of opioid addiction. The guidelines are as complete as the expert 

members of the Consensus Pa nel on Clinical Guidelines for the Use of Buprenorphine in the 

Treatment of Opioid Addiction could make them and should provide a reasonable basis for 

current best practices in the area. Physicians should note that the guidelines are not intended to 

fully address all possible issues that can arise in the treatment of patients who are addicted to 

opioids. Some issues cannot be substantively addressed in the guidelines because of the lack of 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72736


controlled studies and the limited U.S. experience using buprenorphi ne in office Ȥbased settings. 

Physicians are urged to seek the advice of knowledgeable addiction specialists if their questions 

ar e not answered fully by the guidelines, and should keep themselves aware of training and 

information on the use of buprenorphin e that becomes available after the publication of this 

document. Such information will be posted regularly on the SAMHSA Buprenorphine Web site at 

http://www.buprenorphine.samhsa.gov .  

Opioid Addiction Today in the United States 

Opioid Addiction  

Opioid addiction  is a neurobehavioral syndrome characterized by the repeated, compulsive 

seeking or use of an opioid despite adverse social, psychological, and/or physical consequences.  

Addiction is oft en (but not always) accompanied by physical dependence, a withdrawal 

syndrome, and tolerance. Physical dependence  is defined as a physiological state of adaptation 

to a substance, the absence of which produces symptoms and signs of withdrawal. Withdrawal 

syndrome  consists of a predictable group of signs and symptoms resulting from abrupt removal 

of, or a rapid decrease in the regular dosage of, a psychoactive substance. The syndrome is 

often characterized by overactivity of the physiological functions that were suppressed by the 

drug and/or depression of the functions that were stimulated by the drug. Tolerance  is a state in 

which a drug produces a diminishing biological or behavioral response; in other words, higher 

doses are needed to produce the same effe ct that the user experienced initially.  

It is possible to be physically dependent on a drug without being addicted to it, and conversely, it 

is possible to be addicted without being physically dependent ( Nelson et al. 1982 ). An example of 

physical dependence on opioids without addiction is a patient with cancer who becomes tolerant 

of and physically dependent on opioids prescribed to control pain. Such a p atient may experience 

withdrawal symptoms with discontinuation of the usual dose but will not experience social, 

psychological, or physical harm from using the drug and would not seek out the drug if it were 

no longer needed for analgesia ( Jacox et al. 1994 ). An example of addiction to opioids without 

http://www.buprenorphine.samhsa.gov/
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physical dependence is a patient addicted to oxycodone who has been recently detoxified from 

the drug. In this situation, the patient may no longer be suffering from withdrawal symptoms or 

tolerance but may continue to crave an opioid high and will invariably relapse to active opioid 

abuse without further treatment.  

Factors contributing to the development of o pioid addiction include the reinforcing properties and 

availability of opioids, family and peer influences, sociocultural environment, personality, and 

existing psychiatric disorders. Genetic heritage appears to influence susceptibility to alcohol 

addictio n and, possibly, addiction to tobacco and other drugs as well ( Goldstein 1994 ).  

Addiction Rates 

According to the January 2003 Drug Abuse Warning Network (DAWN) Report published by 

SAMHSAôs OAS, the incidence of abuse of prescription opioid pain medications (also known as 

narcotic analgesics), such as hydrocodone, oxycodone, meperidine, and propoxyphene, has risen 

markedly in recent years ( Crane 2003 ). The incidence of emergency department (ED) visits 

related to these medications has been increasing since the 1990s and has more than doubled 

between 1994 and  2001 ( Crane 2003 ). In 2001, there were an estimated 90,232 ED visits 

related to opioid analgesic abuse, a 117 percent increase since 1994. Nationally, o pioid 

analgesics were involved in 14 percent of all drug ȤabuseȤrelated ED visits in 2001 (SAMHSA 

2002 b). According to the DAWN Mortality Data Report for 2002 ( SAMHSA 2002 c), hydrocodone 

ranked among the 10 mos t common drugs related to deaths in 18 cities, including Detroit (63), 

Las Vegas (46), Dallas (36), New Orleans (33), and Oklahoma City (31). Oxycodone ranked 

among the 10 most common drugs related to deaths in 19 cities, including Philadelphia (88), 

Balti more (34), Boston (34), Phoenix (34), and Miami (28).  

According to the Office of National Drug Control Policy (ONDCP), there were an estimated 

810,000 to 1,000,000 individuals addicted to heroin in the United States in the year 2000 ðwhich 

is the highest nu mber since the mid ȤtoȤlate 1970s ( ONDCP 2003 ). Several factors have 

contributed to this increase. Historically, heroin purity has been less than 10 perce nt. By the late 

1990s, however, purity was between 50 and 80 percent. The increase in purity has made heroin 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72748
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72730
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72730
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72858
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72811


easier to use by noninjection routes, such as snorting and smoking. Because individuals can 

become addicted to or overdose from heroin taken via an y route, the increase in the type and 

number of routes used has led to a rise in new cases of heroin addiction across all 

sociodemographic categories.  

Many addicted individuals may switch to the injection route as their heroin use continues to 

increase, or  if heroin purity should decrease again. An increase in rates of injection drug use 

would have a significant effect on the incidence of human immunodeficiency virus (HIV) 

infection, hepatitis B and C, and other infectious diseases.  

The rise of heroin use a ppears to be a nationwide phenomenon in the United States. Heroin 

overdose deaths have risen sharply, as have ED admissions involving heroin. The most recent 

data on such ED admissions come from SAMHSAôs DAWN reports, which can be accessed via the 

Web at t he following sites: http://dawninfo.samhsa.gov/  or 

http://www.nida.nih.gov/CEWG/DAWN.html .  

Current State of Opioid Addiction Treatm ent 

There are two main modalities for the treatment of opioid addiction: pharmacotherapy and 

psychosocial therapy. Pharmacotherapies now available for opioid addiction include (1) agonist 

maintenance with methadone; (2) partial Ȥagonist maintenance with buprenorphi ne or 

buprenorphine plus naloxone; (3) antagonist maintenance using naltrexone; and (4) the use of 

antiwithdrawal (ñdetoxificationò) agents (e.g., methadone, buprenorphine, and/or clonidine) for 

brief periods, and in ta pering doses, to facilitate entry into drug Ȥfree or antagonist treatment.  

Psychosocial approaches (e.g., residential therapeutic communities), mutual Ȥhelp programs (e.g., 

Narcotics Anonymous), and 12 ȤStepȤ or abstinence Ȥbased treatment programs are importa nt 

modalities in the treatment of add iction to heroin and other opioids, either as stand Ȥalone 

interventions or in combination with pharmacotherapy.  

http://dawninfo.samhsa.gov/
http://www.nida.nih.gov/CEWG/DAWN.html


In 2003, more than 200,000 individuals in the United States were maintained on methadone or 

LAAM ( SAMHSA 2002 a). Although precise data are difficult to obtain, it is estimated that fewer 

than 5,000 individuals are maintained on naltrexone for opioid addiction.  The number of 

individuals in 12 ȤStep programs is unknown because of the undisclosed nature of the programs 

and their assurance of anonymity. The number of patients in residential therapeutic community 

treatment who identify opioids as their prima ry drugs of abuse is conservatively estim ated at 

3,000 ï4,000. (This estimate is derived from various sources, both published, such as Drug 

Abuse Treatment Outcome Studies [DATOS], and unpublished, such as Therapeutic Communities 

of America reports, found at http://www.drugabuse.gov/about/organization/despr/DATOS.html  

and http://www.therapeuticcommunitiesofamerica.org .)  

Current Pharmacotherapy Treatment Options for Opioid 

Addiction  

Three traditional types of pharmacotherapy for opioid addiction are described briefly in this 

section: (1) agonist treatment (e.g., methadone pharmacotherapy), (2) antagonist treatment 

(e.g., naltrexone), and  (3) the use of these and other agents (e.g., clonidine) to help withdrawal 

from opioid drugs as a means of entry into treatment. A discussion of the new treatment option 

using buprenorphine follows.  

Agonist Pharmacotherapy 

Methadone is the most commonly u sed medication for opioid addiction treatment in the United 

States. Well Ȥrun OTPsðwith appropriate drug monitoring, counseling services (individual, group, 

family), and vocational resources an d referrals ðhave been demonstrated to decrease heroin use 

and re lated crime, increase employment, improve physical and mental health ( McLellan et al. 

1993 ), and markedly reduce mortality (see the forthcoming TIP Medic ation ȤAssisted Treatment 

for Opioid Addiction  [CSAT in development À ]), as well as the incidence of needle sharing 

(Metzger et al. 1991 ) and HIV transmission ( Metzger et al. 1993 ). Methadone suppresses opioid  

withdrawal, blocks the effects of other opioids, and decreases craving for opioids.  
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Antagonist Pharmacotherapy 

Naltrexone is an opioid antagonist that blocks the effects of heroin and most other opioids. It 

does not have addictive properties or produce ph ysical dependence, and tolerance does not 

develop. It has a long half Ȥlife, and its therapeutic effects can last up to 3 days. Naltrexone is not 

a stigmatized treatment. It also decreases  the likelihood of alcohol relapse when used to treat 

alcohol depende nce.  

From a purely pharmacological point of view, naltrexone would appear to have the properties of 

a useful medication for the treatment of opioid addiction. Its usefulness in the treatment of 

opioid addiction, however, has been limited because of certain  disadvantages. First, many 

addicted patients are not interested in taking naltrexone because, unlike methadone and LAAM, 

it has no opioid agonist effects; patients continue to experience cravings and are thereby not 

motivated to maintain adherence to the medication regimen. Second, a patient addicted to 

opioids must be fully withdrawn for up to 2 weeks from all opioids before beginning naltrexone 

treatment. Unfortunately, during this withdrawal period, many patients relapse to use of opioids 

and are unable  to start on naltrexone. Furthermore, once patients have started on naltrexone, it 

may increase the risk for overdose death if relapse does occur.  

Naltrexone has demonstrated some utility among subgroups of addicted patients with strong 

motivation and psyc hosocial support for treatment and medication adherence (e.g., healthcare 

professionals, business executives, younger patients, patients involved in the criminal justice 

system). Because most addicted patients will not voluntarily take naltrexone, however,  the 

number of individuals maintained on it continues to be low. Research is under way on a number 

of sustained Ȥrelease, injectable forms of naltrexone in an effort to increase adherence,  

particularly in the early stages of treatment.  

Agents Used To Assist With Withdrawal From Opioid Drugs  

Medically supervised withdrawal (detoxification) from opioids is an initial component of certain 

treatment programs but, by itself, does not constitute treatment of addiction. A variety of agents 



and methods are available for medically supervised withdrawal from opioids. These include 

methadone dose Ȥreduction, the use of clonidine  and other alpha Ȥadrenergic agonists to suppress 

withdrawal signs and sympto ms, and rapid detoxification procedures (e.g., with a combination of 

naltrexone or naloxone and clonidine and, more recently, buprenorphine). Each of these methods 

has strengths an d weaknesses. When used properly, various pharmacological agents can 

produce safe and less uncomfortable opioid withdrawal. As a result of the increasing purity of 

street heroin, however, physicians are reporting more difficulty managing patients with the use 

of clonidine and other alpha Ȥadrenergic agonists during withdrawal.  

Unfortunately, the majority of individuals addicted to opioids relapse to opioid use after 

withdrawal, regardless of the withdrawal method used. Too often, physicians and facilities use 

doseȤreduction and withdrawal in isolation without adequate arrangements f or the appropriate 

treatment and support services that decrease the likelihood of relapse and that are usually 

necessary for long Ȥterm recovery. (For more information about agents used to assist with 

withdrawal, see the forthcoming TIP Medication ȤAssisted Treatment for Opioid Addiction  [CSAT in 

development].)  

Buprenorphine: A New Treatment Option for Opioid Addiction  

Buprenorphineôs pharmacological and safety profile (see chapter 2) makes it an attractive 

treatmen t for patients addicted to opioids as well as for the medical professionals treating them. 

Buprenorphine is a partial agonist at the mu opioid receptor and an antagonist at the kappa 

receptor. It has very high affinity and low intrinsic activity at the mu receptor and will displace 

morphine, methadone, and other opioid full agonists from the receptor. Its partial agonist effects 

imbue buprenorphine with several clinically desirable pharmacological properties: lower abuse 

potential, lower level of physical d ependence (less withdrawal discomfort), a ceiling effect  at 

higher doses, and greater safety in overdose compared with opioid full agonists.  

At analgesic doses, buprenorphine is 20 ï50 times more potent than morphine. Because of its low 

intrinsic activity a t the mu receptor, however, at increasing doses, unlike a full opioid agonist, 

the agonist effects of buprenorphine reach a maximum and do not continue to increase linearly 



with increasing doses of the drug ðthe ceiling effect. One consequence of the ceilin g effect is that 

an overdose of buprenorphine is less likely to cause fatal respiratory depression than is an 

overdose of a full mu opioid agonist.  

In the pharmacotherapy of opioid addiction, buprenorphine, as a partial opioid agonist, can be 

thought of as  occupying a midpoint between opioid full agonists (e.g., methadone, LAAM) and 

opioid antagonists (e.g., naltrexone, nalmefene). It has sufficient agonist properties such that 

individuals addicted to opioids perceive a reinforcing subjective effect from th e medication, often 

described in terms of ñfeeling normal.ò In higher doses, and under certain circumstances, its 

antagonist properties can cause the precipitation of acute withdrawal if administered to an 

individual who is physically dependent on opioids and maintained on a sufficient dose of a full 

agonist. In this scenario, buprenorphine can displace the full agonist from the mu receptors, yet 

not provide the equivalent degree of receptor activation, thereby leading to a net decrease in 

agonist effect an d the onset of withdrawal. (See chapter 2 for more details on such effects.) 

Furthermore, because of the high affinity of buprenorphine for the opioid receptor, this 

precipitated abstinence syndrome may be difficult to reverse. Buprenorphine produces a 

blo ckade to subsequently administered opioid agonists in a dose Ȥresponsive manner. This effect 

makes the drug particularly appealing to well Ȥmotivated patients, as it provides an additional 

disincentive to continued opioid use.  

Buprenorphine can produce euphoria, especially if it is injected. Buprenorphine does produc e 

physical dependence, although it appears to do so to a lesser degree than do full opioid agonists, 

and it appears to be easier to discontinue at the end of medication treatment.  

Buprenorphine has several pharmaceutical uses. It is a potent analgesic, ava ilable in many 

countries as a 0.3 ï0.4 mg sublingual tablet (Temgesic®). Until 2002, the only form of 

buprenorphine approved and marketed in the United States was the parenteral form for 

treatment of pain (Buprenex®). In 2002, two sublingual tablet formulat ions of buprenorphine 

were approved by FDA as opioid addiction treatment medications: buprenorphine alone 

(Subutex®) and a combination tablet containing buprenorphine plus naloxone in a 4:1 ratio 

(Suboxone®). Both of these tablets are Schedule III opioids and therefore eligible for use in the 



treatment of opioid addiction under DATA 2000. Figure 1 -1 shows the dosage forms of 

buprenorphine currently availab le in the United States. Note that, as of the date of this 

publication, Subutex® and Suboxone® are the only forms of buprenorphine that are indicated 

and can be legally used for the treatment of opioid addiction in the United States ðneither 

Buprenex® nor i ts generic equivalent can be used legally to treat opioid addiction.  

Dosage Forms of Buprenorphine Available in the United States (as of July 2004)  

Medication  Trade 

Name  

Dosage 

Form(s)  

Indicati

on  

Company  FDAȤApprov

ed for 

Opioid 

Addiction  

Treatment  

Buprenorphi

ne  

Subutex®  2Ȥ or 8 Ȥmg 

sublingual 

tablet s 

Opioid 

addiction  

Reckitt 

Benckiser  

Yes 

Buprenorphi

ne/ 

naloxone 

combination  

Suboxone®  2Ȥ or 8 Ȥmg 

sublingual 

tablets with 

buprenorphi

ne/  

naloxone in 

4:1 ratio  

Opioid 

addiction  

Reckitt 

Benckiser  

Yes 

Buprenorphi

ne  

Buprenex®  Injectable 

ampules  
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Ȥ 

toȤsevere 

pai n 

Reckitt 

Benckiser  

No 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72303#A72316


Medication  Trade 
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Form(s)  
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Opioid 

Addiction  

Treatment  
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ne 

injectable 
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Injectable 

ampules  
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Ȥ 
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es 

No 

Many of the large clinical studies of buprenorphine in the treatment of opioid addiction in the 

United States have been conducted under the joint sponsorship of the National Institute on Drug 

Abuse (NIDA) and Reckitt Benckiser, the company holding the buprenorphine pa tent. The most 

extensive clinical experience with buprenorphine used for treatment of opioid addiction is in 

France, where the medication has been available for office Ȥbased treatment of opioid addiction 

since February 1996. In France, buprenorphine can be prescribed for maintenance treatment by 

both addiction specialists and general practitioners. It is es timated that close to 70,000 patients 

are currently receiving ma intenance treatment with buprenorphine in France.  

Buprenorphine doses studied for opioid addiction treatment have ranged from 1 ï2 mg to 16 ï32 

mg, depending upon the formulation (solution versus tablet), with duration of treatment lasting 

from a few weeks t o years. Using the outcome measures of illicit opioid use, retention in 

treatment, and assessment for adverse events, studies have shown that buprenorphine 

treatment reduces opioid use, retains patients in treatment, has few side effects, and is 

acceptable  to most patients ( Johnson et al. 1992 , 2000 ; Ling et al. 1996 , 1998 ; O'Connor and 

Fiellin 2000 ).  

Although buprenorphine has been abused and injected by individuals addicted to opioids in 

countries where the sublingual tablet is available as an analgesi c, its abuse potential appears 
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substantially less than that of full opioid agonists. To reduce the potential for abuse even further, 

the sublingual tablet dosage form combining buprenorphine with naloxone was developed by 

NIDA and Reckitt Benckiser.  

The bu prenorphine/naloxone combination tablet appears to have reduced abuse potential 

compared with buprenorphine alone when studied in opioid Ȥdependent populations. It works on 

the principle that n aloxone is approximately 10 ï20 times more potent by injection th an by the 

sublingual route. Therefore, if the combination is taken sublingually, as directed, the small 

amount of naloxone available should not interfere with the desired effects of buprenorphine. If 

the combination form is dissolved and injected by an ind ividual physically dependent on opioids, 

however, the increased bioavailability of naloxone via the parenteral route should precipitate an 

opioid withdrawal syndrome.  

Summary and Overview of the Guidelines 

Buprenorphine as a medication, and the circumstanc es under which it can be used, together 

provide a new means to treat opioid addiction in the United States. Buprenorphineôs usefulness 

stems from its unique pharmacological and safety profile, which encourages treatment 

adherence and reduces the possibilit ies for both abuse and overdose. Because buprenorphine has 

unusual pharmacological properties, physicians may want to consult with addiction specialists to 

understand more fully the partial opioid agonist effects of buprenorphine and how these 

properties a re useful in opioid addiction treatment. Although buprenorphine offers special 

advantages to many patients, it is not for everyone. Care must be taken to assess each patient 

fully and to develop a realistic treatment plan for each patient accepted for bupr enorphine 

treatment.  

Chapter 2 provides additional information on the pharmacological properties of opioids in general 

and of buprenorphine in particular, along with safety considerations (especially drug 

interactions). Chapter 3 provides important screeni ng guidelines and specific tools for initially 

assessing patients. Chapter 4 provides a step ȤbyȤstep guide for initiating and maintaining 

treatment and developing a treatment plan. Chapter 5 p rovides guidelines on the use of 



buprenorphine with special popu lations, including, for example, pregnant women, adolescents, 

individuals leaving controlled environments (e.g., prison), and healthcare professionals who are 

addicted. Chapter 6 provides important information on policies and procedures relevant to opioid 

addiction treatment under the DATA 2000 paradigm. References (see appendix A ) are provided 

so that physicians can consult them to develop the best fit for each patie ntôs treatment plan. 

As of the date of this publication, Subutex® (buprenorphine) and Suboxone® 

(buprenorphine/naloxone) are the only forms of buprenorphine that have received FDA approval 

for use in opioid addiction treatment. Throughout the remainder of this document, use of the 

term buprenorphine  will apply to both sublingual formulations of buprenorphine and to any 

similarly formulated generic products that may receive FDA approval in the future. When 

information is presented that is specific to either the buprenorphine monotherapy formulation or 

to the buprenorphine/naloxone combination, the specific designation will be employed, either by 

the trade name of the currently approved products (which will be meant to include any similar 

generic equivalents t hat may be approved in the future) or by the full formula designation.  

The consensus panel notes that these guidelines represent one approach, but not necessarily the 

only approach, to the treatment of opioid addiction with buprenorphine. The panel conside rs 

these guidelines not as inflexible rules that must be applied in every instance, but rather as 

guidance to be considered in the evaluation and treatment of individual patients. Because each 

patient is unique, and because scientific knowledge and clinica l best practices change over time, 

the application of these guidelines to the treatment of an individual patient must be informed by 

the needs of the patient, the changing body of scientific and clinical knowledge, and the clinical 

judgment of the physicia n.  

Footnotes  

Due to a number of factors, including the association of LAAM with cardiac arrhythmias in some patients, as 

of January 1, 2004, the sole manufacturer has ceased production of the drug.  
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 TIP 40:   2 Pharmacology  

Overview 

Five topics  related to the general pharmacology of opioids are reviewed in the first part of this 

chapter: (1) opioid receptors; (2) functions of opioids at receptors; (3) consequences of repeated 

administration and withdrawal of opioids; (4) the affinity, intrinsic activity, and dissociation of 

opioids from receptors; and (5) general characteristics of abused opioids. These topics are 

followed by a detailed review of the general and applied pharmacology of buprenorphine.  

General Opioid Pharmacology 

Opioid Receptors 

Opioid receptors are molecules on the surfaces of cells to which opioid compounds attach and 

through which they exert their effects. Different types of opioid receptors are present in the 

brain. The receptor most relevant to opioid abuse and treatment is th e mu receptor. It is through 

activation of the mu receptor that opioids exert their analgesic, euphorigenic, and addictive 

effects. The roles of other types of opioid receptors in the brain (that is, non Ȥmu opioid 

receptors) in the addictive process are no t well defined.  

The Functions of Opioids at Receptors 

Opioids can interact with receptors in different ways. For purposes of this discussion, three types 

of drug/receptor interactions are described: agonists (or full agonists), antagonists, and partial 

ago nists.  

Full Agonists 

Drugs that activate receptors in the brain are termed agonists. Agonists bind to receptors and 

turn them on ðthey produce an effect in the organism. Full mu opioid agonists activate mu 

receptors. Increasing doses of full agonists produc e increasing effects until a maximum effect is 



reached or the receptor is fully activated. Opioids with the greatest abuse potential are full 

agonists (e.g., morphine, heroin, methadone, oxycodone, hydromorphone).  

Antagonists 

Antagonists also bind to opioi d receptors, but instead of activating receptors, they effectively 

block them. Antagonists do not activate receptors, and they prevent receptors from being 

activated by agonist compounds. An antagonist is like a key that fits in a lock but does not open 

it  and prevents another key from being inserted to open the lock. Examples of opioid antagonists 

are naltrexone and naloxone.  

Partial Agonists 

 

 

 

 

Figure 2 -1. Conceptual Representation of Opioid Effect (more...)  
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   Figure 2 - 1. Conceptual Representation of Opioid Effect V ersus Log Dose for Opioid 

Full Agonists, Partial Agonists, and Antagonists*   

*Conceptual representation only, not to be used for dosing purposes.  

Partial agonists possess some of the properties of both antagonists and full agonists. Partial 

agonists bind t o receptors and activate them, but not to the same degree as do full agonists. At 

lower doses and in individuals who are not dependent on opioids, full agonists and partial 

agonists produce effects that are indistinguishable. As doses are increased, both f ull and partial 

agonists produce increasing effects. At a certain point, however, as illustrated in figure 2 -1
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, the increasing effects o f partial agonists reach maximum levels and do not increase further, 

even if doses continue to rise ðthe ceiling effect . The figure represents any effect mediated by 

mu opioid receptors (e.g., analgesia, euphoria, respiratory depression). As higher doses ar e 

reached, partial agonists can act like antagonists ðoccupying receptors but not activating them 

(or only partially activating them), while at the same time displacing or blocking full agonists 

from receptors. Buprenorphine is an example of a mu opioid par tial agonist, and its properties as 

such are discussed in detail below.  

Consequences of Repeated Administration and Withdrawal of Opioid 

Drugs 

The repeated administration of a mu opioid agonist results in tolerance and dose Ȥdependent 

physical dependence. Tolerance  is characterized by a decreased subjective and objective 



response to the same amount of opioids used over time or by the need to keep increasing the 

amount used to achieve the desired effect. In the case of abuse o r addiction, the desired effect 

typically is euphoria. Physical dependence  is manifested as a characteristic set of withdrawal 

signs and symptoms in response to reduction, cessation, or loss of the active compound at 

receptors (withdrawal syndrome).  

Typica l signs and symptoms of the opioid withdrawal syndrome  include lacrimation, diarrhea, 

rhinorrhea, piloerection, yawning, cramps and aches, pupillary dilation, and sweating. Not all of 

these signs and symptoms are necessarily present in any single individua l experiencing the 

opioid withdrawal syndrome. Withdrawal, characterized by marked distress, may include drug 

craving and drug seeking and is frequently associated with relapse to drug use in a patient with 

opioid addiction. In an individual who otherwise is in good general health (e.g., with no history of 

significant cardiovascular disease), opioid withdrawal is not life threatening. Patients with 

cardiovascular disease or other severe conditions will need comanagement involving the 

appropriate specialist,  as well as consultation with an addiction specialist.  

Two types of withdrawal are associated with mu opioid agonists: spontaneous withdrawal and 

precipitated withdrawal.  

Spontaneous Withdrawal  

Spontaneous withdrawal can occur when an individual who is phy sically dependent on mu 

agonist opioids (e.g., has been using opioids on a daily basis) suddenly discontinues that opioid 

use. It also can occur if an individual who is physically dependent markedly decreases his or her 

daily opioid use.  

In an individual w ho is physically dependent on heroin, spontaneous withdrawal usually begins 

6ï12 hours after the last dose and peaks in intensity 36 ï72 hours after the last use. The 

spontaneous withdrawal syndrome from heroin lasts approximately 5 days, although a milder,  

protracted withdrawal may last longer. Other short Ȥacting opioids, such as oxycodone and 

hydrocodone, have kinetic profiles that are s imilar to heroin, and the time course of spontaneous 



withdrawal for these agents should be similar to that documented for heroin. Opioids with longer 

halfȤlives have a long er period before the onset of spontaneous withdrawal (e.g., 24 ï72 hours for 

methadon e) and a longer period before peak withdrawal is experienced.  

Precipitated Withdrawal  

Precipitated withdrawal also occurs in individuals who are physically dependent on mu agonist 

opioids. Precipitated withdrawal usually occurs when an individual physically dependent on 

opioids is administered an opioid antagonist. In an individual who is not physically dependent 

upon opioids, the acute administration of an antagonist typica lly produces no effects. In an 

individual who is physically dependent on opioids, however, an antagonist produces a syndrome 

of withdrawal that is qualitatively similar to that seen with spontaneous withdrawal (although the 

onset is faster and the syndrome  is shorter, depending on the half Ȥlife of the antagonist). One 

way to conceptualize  precipitated withdrawal is that the antagonist displaces agonists from 

receptors, but because the antagonist does not activate the receptor, there is a net decrease in 

agonist effect, resulting in withdraw al.  

It is also possible for partial agonists to precipitate withdrawal. If an individual who is physically 

dependent on opioids receives an acute dose of a partial agonist, the partial agonist can displace 

the full agonist from the receptors yet not activa te the receptors as much as the full agonist had. 

The net effect would be a decrease in agonist effect and a precipitated withdrawal syndrome. 

Precipitated withdrawal with a partial agonist is more likely to occur in an individual who has a 

high level of p hysical dependence (e.g., high use of opioids each day), who takes the partial 

agonist soon after a dose of full agonist, and/or who takes a high dose of the partial agonist. 

These points, discussed in more detail below, are directly relevant to the initia tion of 

buprenorphine treatment.  

Affinity, Intrinsic Activity, and Dissociation  

The strength with which a drug binds to its receptor is termed its affinity . The degree to which a 

drug activates its receptors is termed its intrinsic activity . Affinity for a  receptor and activation of 



the receptor are two different qualities of a drug. A drug can have high affinity for a receptor but 

not activate the receptor (e.g., an antagonist). Mu opioid agonists, partial agonists, and 

antagonists can vary in their affini ty.  

In addition to variations in affinity and intrinsic activity, drugs also vary in their rate of 

dissociation  from receptors. Dissociation is a measure of the disengagement or uncoupling of the 

drug from the receptor. Dissociation is not the same as affi nity ða drug can have high affinity for 

a receptor (it is difficult to displace it from the receptor with another drug once the first drug is 

present), but it still dissociates or uncouples from the receptor with some regularity. 

Buprenorphineôs slow dissociation contributes to its long duration of action.  

Characteristics of Abused Drugs 

The rate of onset of the pharmacological effects of a drug, and thereby its abuse potential, is 

determined by a number of factors. Important among these are the drugôs route of 

administration, its half Ȥlife, and its lipophi licity (which determines how fast the drug reaches the 

brain). A faster route of drug administration (e.g., injection, smoking), a shorter half Ȥlife, and a 

faster onset of action all are associated with a h igher abuse potential of a drug. With all classes 

of drugs of abuse, it has been shown that the likelihood of abuse is related to the ease of 

administration, the cost of the drug, and how fast the user experiences the desired results after 

the drugôs administration. In this respect, heroin is highly abusable, as it currently is 

inexpensive; can be snorted, smoked, or injected; and produces a rapid euphorigenic response.  

Pharmacology of Buprenorphine 

Overview 

Buprenorphine is a thebaine derivative that is le gally classified as a narcotic. It is available in 

numerous countries for use as an analgesic. When used as an analgesic, buprenorphine is 

usually given by injection, via a sublingual tablet, or as a transdermal patch, and doses are 

relatively low (compare d with doses used in the treatment of opioid addiction). The typical 



analgesic dose of buprenorphine is 0.3 ï0.6 mg (intramuscular or intravenous), and its analgesic 

effects last about 6 hours.  

Buprenorphine is a partial agonist that exerts significant acti ons at the mu opioid receptor. As 

reviewed in the previous section, however, its maximal opioid effects are less than that of full 

agonists, and reach a ceiling  where higher doses do not result in increasing effect. Because it is a 

partial agonist, higher doses of buprenorphine can be given with fewer adverse effects (e.g., 

respiratory depression) than are seen with higher doses of full agonist opioids. Past a certain 

point, dose increases of buprenorphine do not further increase the pharmacological effects  of the 

drug but do increase its duration of withdrawal suppression and opioid blockade.  

At low doses, buprenorphine is many times more potent than morphine. Individuals who are not 

dependent on opioids but who are familiar with the effects of opioids expe rience a subjectively 

positive opioid effect when they receive an acute dose of buprenorphine. These subjective effects 

aid in maintaining compliance with buprenorphine dosing in patients who are addicted to opioids.  

Affinity, Intrinsic Activity, and Disso ciation  

Buprenorphine has high affinity for, but low intrinsic activity at, mu receptors. Buprenorphine 

displaces morphine, methadone, and other full opioid agonists from receptors. It also can block 

the effects of other opioids ( Bickel et al. 1988 b; Rosen et al. 1994 ; Strain et al. 2002 ). Because 

of buprenorphineôs higher affinity for the mu receptor, full agonists cannot displace it and 

therefore will not exert an opioid effect on receptors already occu pied by buprenorphine. This 

effect is dose related, as shown by Comer et al. (2001)  in a study demonstrating that the 16 Ȥmg 

dose of the sublingual buprenorphine Ȥalone tablet was more effective than the 8 Ȥmg dose in 

blocking the reinforcing effects of heroin. Similarly, it is difficult for opioid antagonists (e.g., 

naloxone) to displace buprenorphine and precipitate withdraw al.  

Buprenorphine has a slow dissociation rate from the mu opioid receptor, which gives rise to its 

prolonged suppression of opioid withdrawal and blockade of exogenous opioids. This enables 

buprenorphine dosing to occur on a less frequent basis than full opioid agonists ( Amass et al. 
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1994 a,b, 1998, 2000 2001). Buprenorphine can be given as infrequently as three times per week 

(Amass et al. 2001 ; Perez de los Cobos et al. 2000 ; Schottenfeld et al. 2000 ). Buprenorphineôs 

effectiveness as a medication for the treatment of opioid addiction on a daily or less Ȥthan Ȥdaily 

basis contrasts with its relatively short duration of action as an analgesic.  

Bioavailability  

Buprenorphine has poor gastrointestinal (GI) bioavailability ( Brewster et al. 1981 ; Walter and 

Inturrisi 1995 ), and fair sublingual bioavailability. (See figure 2 -2.) FDA Ȥapproved formulations of 

the drug for treatment of opioid addiction are in the form of sublingual tablets that are held 

under the tongue and absorbed throug h the sublingual mucosa. Studies of sublingually 

administered buprenorphine have employed either an alcohol Ȥbased solution or a t ablet 

formulation of the drug. Confusion may result when reviewing the literature on the effectiveness 

of buprenorphine at vari ous doses because most early trials and clinical studies of buprenorphine 

were performed with a sublingually administered liquid preparation, whereas the oral 

formulations marketed in the United States are sublingual tablets. Studies have shown that the 

bioavailability of buprenorphine in sublingual tablet form is significantly less than via sublingual 

liquid solution ðabout 50 ï70 pe rcent that of the liquid form ( Nath et al. 1999 ; Schuh and 

Johanson 1999 ), so the dosages of buprenorphine sublingual tablets must be significantly higher 

than those used in the liquid form to achieve the same therapeutic effect.  

Bioavailability of Buprenorphine  

Route of 

Administration  

Buprenorphine 

Bioav ailability 

Relative to 

Intravenous 

Route of 

Administration  

Buprenorphine 

Bioavailability 

Relative to 

Intramuscular 

Route of 

Administration  

Buprenorphine 

Bioavailability 

Relative to 

Sublingual 

Solution Route 

of 

Administration  
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Route of 

Administration  

Buprenorphine 

Bioav ailability 

Relative to 

Intravenous 

Route of 

Administration  

Buprenorphine 

Bioavailability 

Relative to 

Intramuscular 

Route of 

Administration  

Buprenorphine 

Bioavailability 

Relative to 

Sublingual 

Solution Route 

of 

Administration  

Intravenous  100%  ð ð 

Intramus cular  70%  100%  ð 

Sublingual 

Solution  

49%  70%  100%  

Sublingual 

Tablet  

29%  42%  50ï70%  

Sources:  Brewster et al. 1981; Kuhlman et al. 1996; Lloyd ȤJones et al. 1980; Nath 1999; Schuh and 

Johanson 1999; Strain and Stitzer 1999; Weinberg et al. 1988  

Abuse Potential 

Epidemiological studies and human laboratory studies indicate that buprenorphine is abusable. 

This is consistent with its action at the mu  opioid receptor. The abuse potential, however, is 

lower in comparison with the abuse potential of full opioid agonists. This is consistent with 

buprenorphineôs partial agonist effects and the resultant ceiling in maximal effects produced. 

Still, abuse of the analgesic form of buprenorphine through diversion to the injectable route has 

been reported internationally:  

 England ( Strang 1985 )  
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 Ireland ( O'Connor et al. 1988 )  

 Scotland ( Gray et al. 1989 ; Morrison 1989 ; Sakol et al. 1989 )  

 India ( Chowdhury and Chowdhury 1990 ; Singh et al. 1992 )  

 New Zealand ( Robinson et al. 1993 )  

Abuse of buprenorphine has been reported to occur via the sublingual and intranasal routes but 

primarily via diversion of sublingual tabl ets to the injection route. In a study from France ( Obadia 

et al. 2001 ), sublingual, buprenorphine Ȥonly tablets (Subutex®), marketed for the treatment of  

opioid addiction, were diverted to the injection route.  

Laboratory studies with inpatient subjects have examined the effects of buprenorphine relevant 

to abuse potential in two populations: (1) subjects who have a history of opioid abuse but are 

not physi cally dependent on opioids, and (2) subjects who are physically dependent on opioids.  

Abuse Potential in Nonphysically Dependent Opioid Users  

In nonphysically dependent opioid users, acute parenteral doses of buprenorphine produce 

typical mu agonist opioid  effects (e.g., pupillary constriction, mild euphoria), suggesting that this 

population could abuse buprenorphine ( Jasinski et al. 1978 , 1989 ; Pickworth et al. 1993 ). Similar 

effects can occur in this po pulation when buprenorphine is administered via other routes, 

including the sublingual route ( Jasinski et al. 1989 ; Johnson et al. 1989 ; Walsh et al. 1994 ). 

Strain et al. (2000)  recently reconfirmed the opioid Ȥlike effe cts of sublingually administered 

buprenorphine in this population. These researchers further found that, in nondependent 

subjects, the ad dition of naloxone (in the buprenorphine/naloxone combination tablet) did not 

attentuate buprenorphineôs opioid effects via the sublingual route. The onset of effects via the 

sublingual route is slower than that seen with parenteral administration, suggest ing that the 

abuse potential by this route is lower than via the parenteral route.  

Abuse Potential in Physically Dependent Opioid Users  

The abuse potential of buprenorphine in individuals who are physically dependent on opioids 

varies as a function of thre e factors: (1) level of physical dependence, (2) time interval between 
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administration of the full agonist and of buprenorphine, and (3) the dose of buprenorphine 

administered.  

Level of Physical Dependence.  In individuals with a high level of physical depen dence (e.g., those 

using substantial amounts of opioids on a daily basis), buprenorphine may precipitate withdrawal 

when taken during the time of opioid intoxication or receptor occupancy. The relationship 

between level of physical dependence and buprenorp hineȤrelated precipitated withdrawal has 

been investigated primarily in  subjects maintained on methadone. For example, patients 

maintained on 60 mg of methadone daily can experience precipitated withdrawal from acute 

doses of sublingual buprenorphine ( Walsh et al. 1995 ). Conversely, in individuals with a low level 

of physical dependence (e.g., patients maintained on <30 mg per day of methadone), 

buprenorph ine could produce opioid agonist effects, thus suggesting a potential for abuse.  

Time Interval.  The abuse potential of buprenorphine in opioid Ȥdependent individuals also varies 

as a function of the time interval between the dose of agonist and the dose of buprenorphine. At 

relatively short time intervals (e.g., 2 hours after a dose of methadone), buprenorphine can 

precipitate withdrawal ðeven whe n the level of physical dependence is relatively low ( Strain et al. 

1995 ). At longer time intervals, it becomes more likely that buprenorphine will exhib it either no 

effects (i.e., similar to placebo [ Strain et al. 1992 ]) or effects similar to opioid agonists.  

Acute Dose of Buprenorphine.  Finally, the dos e of buprenorphine administered also can influence 

its abuse potential. Low doses of injected buprenorphine (e.g., Ò2 mg) produce minimal effects 

in opioid Ȥdependent patients and are pr imarily identified as similar to placebo ( Strain et al. 1992 ) 

although there has been at least one report of more precipitated abstinence ( Banys et al. 1994 ).  

Higher doses can be identified as opioid agonist Ȥlike, especially as the time interval since the 

dose of agonist increases (e.g., 24 or more hours)  and if the individual has a lower level of 

physical dependence (e.g., 30 mg per day of methadone or the equivalent).  

Although buprenorphine can precipitate withdrawal under certain circumstances, it is worth 

noting that it does not usually produce severe precipitated withdrawal symptoms.  
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Potential for Physical Dependence 

Repeated administration of buprenorphine produces or maintains opioid physical dependence ; 

however, because buprenorphine is a partial agonist, the level of physical dependence appears to 

be less than that produced by full agonists ( Eissenberg  et al. 1996 ). Furthermore, the withdrawal 

syndrome associated with buprenorphine discontinuation may be significantly milder in intensity, 

and the onset of withdrawal signs and symptoms slower, than that seen with full mu agonists 

(Eissenberg et al. 1997 ; Jasinski et al. 1978 ; Mello et al. 1982 ; San et al. 1992 ). The reason for 

the slower onset of with drawal symptoms is not completely understood but is likely related to 

buprenorphineôs slow dissociation from the mu receptor. Gradual dose reduction of 

buprenorphine results in an even milder withdrawal syndrome.  

Metabolism and Excretion  

A high percentage of buprenorphine is bound to plasma protein and is metabolized in the liver by 

the cytochrome P450 3A4 enzyme system into norbuprenorphine and other products ( Iribarne et 

al. 1997 ; Kobayashi et al. 1998 ). First Ȥpass effects account for its relatively low GI bioavailability 

and its short plasma half Ȥlife. (See the buprenorphine package inserts for a more detailed 

explanation of its metabolism and excretion.)  

Side Effects 

The primary side effects of buprenorphine are similar to other mu opioid agonists (e.g., nausea, 

vomiting, constipation), but the intensity of these side effects may be less than that produced by 

full agonist opioids.  

Buprenorphine Safety, Adverse Reactions, and Drug Interactions 

Accidental Ingestion and Overdose 

Because of buprenorphineôs poor GI bioavailability, swallowing the tablets will result in a milder 

effect compared with administering them sublingually. (By extrapolation, buprenorphine tablets 
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are approximately one Ȥfifth as potent when swallowed versus when taken sublingually.) 

Buprenorphineôs ceiling effect also adds to its safety in accidental or intentional overdose. 

Preclinical studies suggest that high acute doses of buprenorphine (analogous to an overdose) 

pro duce no significant respiratory depression or other life Ȥthreatening sequelae (e.g., circulatory 

collapse). Overdose of buprenorphine combined with other medications , however, may increase 

morbidity and mortality, as described further below.  

Respiratory Depression 

In contrast to full mu agonists, overdose of buprenorphine (by itself) does not appear to cause 

lethal respiratory depression in noncompromised individuals. Consistent with this clinical 

observation, a preclinical study of buprenorphine showed ini tial dose Ȥrelated increases in pCO 2 

(arterial carbon dioxide level) followed by decreases in pCO 2 compatible with buprenorphineôs 

bellȤshaped dose Ȥresponse curve ( Cowan et al. 1977 ). However, although none of the outpatient 

clinical trials comparing buprenorphine to methadone or placebo reported adverse events of 

respiratory depression, some cases have been reported of respiratory depression induced by 

buprenorphin e in individuals not physically dependent on opioids ( Gal 1989 ; Thörn et al. 1988 ). 

In addition, buprenorphine, in combination with other sedative drugs, has been reported to 

produce respiratory depression. (See ñDrug Interactionsò below.) 

Cognitive and Psychomotor Effects 

Available evidence in patients m aintained on buprenorphine indicates no clinically significant 

disruption in cognitive and psychomotor performance ( Walsh et al. 1994 ).  

Hepatic Effects 

Elevation in liver enzymes (AST and ALT) has been reported in individuals receiving 

buprenorphine ( Lange et al. 1990 ; Petry et al. 2000 ). There also appears to be a possible 

association between intravenous buprenorphine misuse and liver toxicity ( Berson et al. 2001 ). 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72729
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72746
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72862
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72867
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72772
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72818
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72703


See Johnson et al. (2003 b) for further details. Mild elevations in liver enzymes have been noted 

in patients with hepatitis who received long Ȥterm buprenorphine dosing ( Petry et al. 2000 ).  

Perinatal Effects 

There is limited clinical experience with buprenorphine maintenance in pregnant women who are 

addicted to opioids. The literature in this area is limited to case reports, prospective studies, and 

openȤlabeled controlled studies; however, no randomized co ntrolled studies have been reported 

(Johnson et al. 2003 b). See ñPregnant Women and Neonatesò in chapter 5 for a detailed 

discussion of the available clinical and research evidence.  

BuprenorphineȤInduced Precipitated Withdrawal  

Administration of buprenorphine can precipitate an opioid withdrawal syndrome. Although there 

is much  

variability in response t o buprenorphine, precipitated withdrawal symptoms tend to be milder 

than those produced by antagonist Ȥprecipitated withdrawal, and intervention is rarely required. 

In controlled studies in which buprenorphine was given to individuals who were physically 

dependent on opi oids, the precipitated withdrawal syndrome was both mild in intensity and 

easily tolerated ( Strain et al. 1995 ). However, at least one open Ȥlabel small Ȥsample trial of 

lowȤdose buprenorphine caused a patient to experience pronounced, precipitated, and poorly 

tolerated withdrawal of severe intensity ( Banys et al. 1994 ). The probability of precipitating a 

withdrawal syndrome is minimized by reducing the dose of mu agonist before buprenorphine 

treatment is initiated, by allowing a longer elapsed interval between last agonist dose and first 

bupre norphine dose, and by starting treatment with a lower buprenorphine dose.  

Drug Interactions  

Benzodiazepines and Other Sedative Drugs  
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There have been case reports of deaths apparently associated with injections of buprenorphine 

combined with benzodiazepines  and/or other central nervous system (CNS) depressants (e.g., 

alcohol) ( Reynaud et al. 1998 a,b). Gaulier et al. (2000)  reported a case of fatal overdose in 

which buprenorphine and its metabolites, as well as the metabolites of flunitrazepam, were very 

high at the time of death. Although it is not known if  this is a pharmacodynamic interaction, 

Ibrahim et al. (2000)  and Kilicarslan and Sellers (2000)  suggest that, because of 

buprenorphineôs weak ability to inhibit the cytochrome P450 3A4 system, the effect is more likely 

pharmacodynamic. This interaction, however, underscores the importance for physicians to be 

cautious in prescribing buprenorphine in conjunction with benzodiazepines, as well as in 

prescribing buprenorphine to patients who are addicted to opioids and also are abusing or are 

addicted to benzodiazepines. It is prudent to assume that these cau tions also should be applied 

to buprenorphine combined with other CNS depressants, including alcohol and barbiturates.  

Opioid Antagonists  

Buprenorphine treatment should not be combined with opioid antagonists (e.g., naltrexone). It is 

common for individual s who are addicted to opioids to be concurrently dependent on alcohol. 

Although naltrexone may decrease the likelihood of relapse to drinking, patients maintained on 

opioids should not be given naltrexone to prevent alcohol relapse since the naltrexone can  

precipitate an opioid withdrawal syndrome in buprenorphine Ȥmaintained patients. Thus, 

physicians should not prescribe naltrexone for patients being treated with buprenorphine for 

opioid addiction.  

Medications Metabolized by Cytochrome P450 3A4  

Buprenorphine is metabolized by the cytochrome P450 3A4 enzyme system.  Other medications 

that interact with this enzyme system should be used with caution in patients taking 

buprenorphine. No controlled studies, however, have examined these pharmacokinetic 

interactions. Figure 2 -3 lists some of the drugs known to be metaboli zed by cytochrome P450 

3A4. In some cases, these drugs may either enhance or decrease buprenorphineôs effects 

through actions on the cytochrome P450 3A4 system. *   
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Partial List of Medications Metabolized by Cytochrome P450 3A4  

Inhibitors 

(potentially 

increasing blood 

levels of 

buprenorphine)  

Substrates   Inducers 

(potentially 

decreasing 

blood levels of 

buprenorphine)  

Amiodarone 

Clarithromycin 

Delavirdine 

Erythromycin 

Fluconazole 

Fluoxetine 

Fluvoxamine 

Grapefruit Juice 

Indinavir 

Itraconazole 

Ketoconazole 

Metronidazole 

Miconazole 

Nefazadone 

Nelfinavir 

Nicardipine 

Norfloxacin 

Omeprozol 

Paroxetine 

Ritonavir 

Saquinavir 

Sertraline 

Alprazolam 

Amlodipine 

Astemizole 

Atorvastatin 

Carbamazepine 

Cisapride 

Clindamycin 

Clonazepam 

Cyclobenzaprine 

Cyclosporine 

Dapsone 

Delavirdine 

Dexamethasone 

Diazepam 

Diltiazem 

Disopyramide 

Doxorubicin 

Erythromycin 

Estrogens 

Etoposide 

Felodipine 

Fentanyl 

Loratadine 

Losartan 

Lovastatin 

Miconazole 

Midazolam 

Navelbine 

Nefazadone 

Nelfinavir 

Nicardipine 

Nifedipine 

Nimodipine 

Ondansetron 

Oral 

Contraceptives 

Paclitaxel 

Prednisone 

Progestin s 

Quinidine 

Rifampin 

Ritonavir 

RȤWarfarin 

Saquinavir 

Carbamazepine 

Dexamethasone 

Efavirenz 

Ethosuximide 

Nevirapine 

Phenobarbital 

Phenytoin 

Primadone 

Rifampin  



Inhibitors 

(potentially 

increasing blood 

levels of 

buprenorphine)  

Substrates   Inducers 

(potentially 

decreasing 

blood levels of 

buprenorphine)  

Verapamil 

Zafirlukast Zileuton  

Fexof enadine 

Glyburide 

Ifosfamide 

Indinavir 

Ketoconazole 

Lansoprazole 

Lidocaine  

Sertraline 

Simvastatin 

Tacrolimus 

Tamoxifen  

Verapamil 

Vinblastine 

Zileuton  

For a continuously upd ated list of cytochrome P450 3A4 drug interactions, visit 

http://medicine.iupui.edu/flockhart/table.htm . 

Opioid Agonists  

Clinical situations may arise in which a full agonist may be  required for patients who currently 

are being treated with buprenorphine, such as in the treatment of acute pain. Although this 

medication interaction has not been studied systematically, the pharmacological characteristics 

of buprenorphine suggest that i t may be difficult to obtain adequate analgesia with full agonists 

in patients stabilized on maintenance buprenorphine.  

Data nonspecific to buprenorphine suggest that, in patients maintained chronically on 

methadone, the acute administration of full mu ago nists for analgesia can be effective. If the 

necessity should arise for the use of a full mu agonist for pain relief in a patient maintained on 

buprenorphine, the buprenorphine should be discontinued until the pain can be controlled 

without the use of opio id pain medications. It must be recognized that treatment with full mu 

agonists for pain relief will produce increased opioid tolerance and a higher degree of physical 

http://medicine.iupui.edu/flockhart/table.htm


dependence. See ñPatients With Painò in chapter 5 for a detailed discussion of the treatment of 

pain in patients maintained on buprenorphine.  

Effectiveness of Buprenorphine Treatment 

Buprenorphine can be used for either longterm maintenance or for medically supervised 

withdrawal (detoxification) from opioids. The preponderance of research evi dence and clinical 

experience, however, indicates that opioid maintenance treatments have a much higher 

likelihood of long Ȥterm succe ss than do any forms of withdrawal treatment. In any event, the 

immediate goals in starting buprenorphine should be stabili zation of the patient and abstinence 

from illicit opioids, rather than any arbitrary or predetermined schedule of withdrawal from the 

prescribed medication.  

Maintenance Treatment  

A number of clinical trials have established the effectiveness of buprenorphi ne for the 

maintenance treatment of opioid addiction. These have included studies that compared 

buprenorphine to placebo ( Johnson et al. 1995 ; Ling et al. 1998 ; Fudala et al. 2003 ), as well as 

comparison s to methadone (e.g., ( Johnson et al. 1992 ; Ling et  al. 1996 ; Pani et al. 2000 ; 

Petitjean et al. 2001 ; Schottenfeld et al. 1997 ; Strain et al. 1994 a,b) and to  

methadone and levo ȤalphaȤacetyl Ȥmethadol (LAAM) ( Johnson et al. 2000 ). Results from these 

studies suggest that buprenorphine in a dose range of 8ï16 mg a day sublingually is as clinically 

effective as approximately 60 mg a day of oral methadone, although it is unlikely to be as 

effective as full therapeutic doses of methadone (e.g., 120 mg per day) in patients requiring 

higher levels of full agoni st activity for effective treatment.  

A meta Ȥanalysis comparing buprenorphine to methadone ( Barnett et al. 2001 ) concluded that 

buprenorphine was more effective than 20 ï35 mg of methadone but did n ot have as robust an 

effect as 50 ï80 mg methadone ðmuch the same effects as the individual studies have concluded.  
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Buprenorphineôs partial mu agonist properties make it mildly reinforcing, thus encouraging 

patient compliance with regular administration. Thi s is in contrast to medications such as 

naltrexone, which also blocks the effects of opioid agonists but lacks any agonist effects. Because 

a medication such as naltrexone is not reinforcing, adherence in therapeutic use is poor. 

Naltrexone also may increa se the risk for overdose death in the event of relapse following its 

discontinuation.  

Medically Supervised Withdrawal  

Although controlled clinical studies of the use of buprenorphine as an agent for treating opioid 

withdrawal (detoxification) are scarce, s ome clinical research on its use for this indication has 

been conducted ( Parran et al. 1994 ). In general, buprenorphine has been used in three ways for 

withdrawal from opioids: long Ȥperiod withdrawal ( >30 days), usually on an outpatient basis; 

moderate Ȥperiod withdrawal (>3 days but <30 days), again on an outpatient basis; and 

short Ȥperiod withdrawal (<3 days), which often has been conducted on an inpatien t basis. The 

available evidence from buprenorphi ne and methadone research suggests that long Ȥperiod 

buprenorphine withdrawal probably would be more effective than moderate Ȥ or short Ȥperiod 

withdrawals but that all forms of withdrawal are less effective com pared with ongoing opioid 

maintenance ( Amass et al. 1994 a,b; Sees et al. 2000 ).  

LongȤPeriod Withdr awal.  Although few data are available on the use of buprenorphine for gradual 

withdrawal over a period of months, the literature on opioid withdrawal can be used to guide 

recommendations in this regard. This literature suggests that using bup renorphine for gradual 

detoxification is more effective than its use for rapid detoxification in terms of patient compliance 

and relapse to opioid use. These findings are analogous to those seen with methadone which 

show that patients undergoing a 10 Ȥweek methadone dose  reduction (i.e., 10 percent per week) 

had a higher rate of opioid Ȥpositive urine samples than those receiving a 30 Ȥweek dose reduction 

(i.e., 3 percent per week) and asked for more schedule interruptions ( Senay et al. 1977 ).  

Moderate ȤPeriod Withdrawal.  Few studies of withdrawal from illicit opioids have been conducted 

using buprenorphine for moderate periods (>3 days, but <30 days). Moderate Ȥperiod withdrawal 
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using buprenorphine suppresses signs and symptoms of withdrawal, is tolerated by patients, and 

is safe. For example, a study comparing 10 days of buprenorphine versus clonidine for the 

inpatient treatment of opioid with drawal found bupre norphine superior to clonidine in relieving 

withdrawal signs and symptoms ( Nigam et al. 1993 ). Outcomes with moderate Ȥperiod 

withdrawal , however, are unl ikely to be as positive as those seen with long Ȥperiod withdrawal 

(Amass et al. 1994 a,b).  

Short ȤPeriod Withdrawal.  The liquid form of buprenorphine has b een studied for the withdrawal 

from opioids over short periods (e.g., 3 days) ( Armenian et al. 1999 ). In these studies, the doses 

of buprenorphine admini stered were low (compared to maintenance doses) and typically were 

administered two or three times per day, either by injection or by having the patient hold the 

liquid under his or her tongue. (Note that this off Ȥlabel use of the liquid form of buprenorphine is 

unlawful outside an approved study setting and is now unnecessary due to the FDA approval of 

Subutex® and Suboxone®.)  

Reports have indicated that buprenorphine is well accepted by patients for short Ȥperiod 

withdrawal and that opioi d withdrawal signs and symptoms are suppressed ( DiPaula et al. 2002 ; 

Bickel et al. 1988 a). When compared with clonidine for the treatment of short Ȥperiod withdrawal, 

buprenorphine is better accepted by patients and more effective in relieving withdrawal 

symptoms ( Cheskin et al. 1994 ). Long Ȥterm out comes from short Ȥperiod opioid withdrawal using 

buprenorphine have not been reported, however, and studies of other withdrawal modalities 

have shown that brief withdrawal periods do not produce measurable long Ȥterm benefits 

(Simpson and Sells 1989 ); patients usually relapse to opioid use.  

The Buprenorphine/Naloxone Combination  

There have been reports from several countries of abuse of buprenorphine by inje ction. Because 

of this buprenorphine abuse, a sublingual tablet form containing naloxone has been developed 

for the U.S. market to decrease the potential for abuse of the combination product via the 

injection route. Sublingual naloxone has relatively low b ioavailability ( Preston et al. 1990 ), while 

sublingual buprenorphine has good bioavailability. (Both naloxone and buprenorphine have poor 
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GI bioavailabil ity.) Thus, if a tablet containing buprenorphine plus naloxone is taken as directed ð

sublingually ðthe patient will experience a predominant buprenorphine effect. However, if an 

opioid Ȥdependent individual dissolves and injects the combination tablet, then the antagonistic 

effect of naloxone predominates because of its high parenteral bioavailability ( Stoller et al. 

2001 ). Under such circumstances, the individual should experience a precipitated withdrawal 

syndrome. This should decrease the likelihood of misuse and abuse of the combination tablet by 

the injection route.  

The safety and e fficacy profile of sublingual buprenorphine/naloxone appears to be equivalent to 

that of buprenorphine alone ( Harris et al. 2000 ). Currently, no special safety or side Ȥeffect 

considerations exist for the combination formulation, but it is not recommended for use in 

pregnant women. If buprenorphine treatment is elected for a pregnant woman, the monotherapy 

product should be used. (See ñPregnant Women and Neonatesò in chapter 5.) 

Diversion and Misuse of Either Buprenorphine Alone or the 

Buprenorphine/Naloxone Combination Product  

As with any prescription opioid, physicians prescribing or dispensing buprenorphine or the 

buprenorphine/naloxone combination should  monitor patients for diversion of these medications. 

As noted above, naloxone is combined with buprenorphine to decrease the potential for abuse of 

the combination via injection. Four types of individuals might attempt to abuse buprenorphine or 

buprenorph ine/naloxone tablets parenterally:  

1.  Those using diverted tablets who are physically dependent on illicit opioids 

(e.g., heroin).  Parenteral use of the combination buprenorphine/naloxone 

tablet by these individuals would result in precipitated withdrawal mor e 

reliably than injection of buprenorphine alone.  

2.  Those using diverted tablets who are taking therapeutic full agonist opioids 

(e.g., oxycodone, methadone ). Parenteral use of the combination 

buprenorphine/naloxone tablet by these individuals also would res ult in a 
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precipitated withdrawal syndrome more reliably than injection of 

buprenorphine alone.  

3.  Those receiving prescription buprenorphine or buprenorphine/naloxone 

tablets who dissolve and inject their own medication.  This population 

would experience an ag onist effect from buprenorphine but no antagonist 

effect from naloxone, as large doses of opioid antagonists are needed to 

precipitate withdrawal in buprenorphine Ȥmaintained subjects ( Eissenberg 

et al. 1996 ). Although some of the agonist effects of buprenorphine may 

be attenuated by the simultaneous injection of n aloxone, acute agonist 

effects will still be experienced whether the combination or the 

monotherapy product is injected.  

4.  Those who abuse opioids but who are not physically dependent on them . 

In this group, neither naloxone nor buprenorphine will produce 

pr ecipitated withdrawal. Sublingual or injected use of either buprenorphine 

product will produce opioid agonist effects; however, the euphoric effects 

would be mild.  

Summary 

An understanding of both the general pharmacology of opioids and the specific pharma cological 

properties of buprenorphine is essential for physicians who intend to treat opioid addiction with 

buprenorphine. Buprenorphine has unique qualities that make it an effective and safe addition to 

the available pharmacological treatments for opioid  addiction. The combination of buprenorphine 

with the opioid antagonist naloxone further increases its safety and decreases ðbut does not 

eliminate ðthe likelihood of diversion and misuse.  

Footnotes  

It is important to understand that in vitro findings may no t be predictive of what occurs in humans, 

underscoring the need for clinicians to monitor patients for potential drug interactions and associated 

adverse events.  
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 TIP 40:   3 Patient Assessment  

Overview 

This chapter presents guidance on screenin g for the presence of opioid use disorders and for the 

further assessment of patients in whom screening indicates the potential presence of a problem. 

Guidelines are provided for determining when buprenorphine is an appropriate treatment option 

for patient s who have an opioid addiction. Additional information about many of the topics 

discussed in this chapter can be found in appendix E . 

Screening and Assessment of Opioid Use Disorders 

Screening 

The consensus panel that developed the Clinical Guidelines for the Use of Buprenorphine in the 

Treatment of Opioid Addiction  recommends that physicians periodically and regularly screen all  

patients for substance use and substan ceȤrelated problems, not just those pa tients who fit the 

stereotypical picture of addiction. Although addiction to drugs and alcohol is common, currently 

fewer than one Ȥthird of physicians in the United States carefully screen for addiction ( National 

Center on Addiction and Substance Abuse 2000 ).  

Conducting ongoing, regular substance abuse screening as part of medical care facilitates the 

early identificat ion, intervention, and treatment of addiction. Periodic assessments for abuse, 

addiction, or other adverse effects are particularly helpful when the primary care physician or 

specialist is prescribing opioids for the treatment of pain. Office Ȥbased physicians may conduct 

further assessment and  provide primary opioid addiction treatment for those patients who are 

determined to be appropriate candidates for office Ȥbased treatment. Alternatively, when 

indicated, patients may be referred for treat ment in another setting.  

Goals of Screening  

The goals of addiction screening and assessment are to  
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 Identify individuals who are at risk for developing drug Ȥ or alcohol Ȥrelated 

problems  

 Identify individuals who may have developed drug Ȥ or alcohol Ȥrelated 

pr oblems or addiction  

 Identify individuals who require further medical or addiction assessment  

 Diagnose addiction or other substance Ȥrelated disorders  

 Develop recommendations and plan for appropriate addiction treatment  

 Assess the biopsychosocial needs of pa tients with addictions  

Initial Screening  

Initial screening should consist of a combination of objective screening instruments, laboratory 

evaluations, and interview(s). If the physician suspects an addiction problem after reviewing the 

initial results, fur ther assessment is indicated. In Ȥdepth in terviews and standardized assessments 

are the most effective means of gathering further information.  

Several validated addiction screening instruments are available. In addition, many physicians 

develop their own set of screening questions for med ical illnesses. Screening questionnaires may 

be given to all patients in a physicianôs practice, not just to those patients considered to be ñat 

riskò for drug or alcohol problems. 

Examples of addiction screening instruments include  

 Drugs:  

ï COWS (Clinical  Opiate Withdrawal Scale) ( Wesson et al. 1999 )  

ï SOWS (Subjective Opiate Withdrawal Scale) ( Bradley et al. 1987 ; 

Gossop 1990 ; Handelsman et al. 1987 )  

ï DASTȤ10 (Drug Abuse Screening Test) ( Skinner 1982 )  

ï CINA (Clinical Institute Narcotic Assessment Scale for Withdrawal 

Symptoms) ( Peachey and Lei 1988 )  

ï CAGEȤAID (CAGE Adapted to Include Drugs) ( Brown and Ro unds 1995 )  
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ï Narcotic Withdrawal Scale ( Fultz and Senay 1975 )  

 Alcohol:  

ï CAGE ( Maisto and Saitz 2003 )  

ï AUDIT (Alcohol Use Disorders Identification Test) ( Babor et al. 2001 )  

ï MAST (Michigan Alcohol Scr eening Test) ( Selzer 1971 )  

ï SMAST (Short Michigan Alcohol Screening Test) ( Selzer et al. 1975 )  

For more information about such tools, see appendix B . The reader also can review the 

Substance Abuse and Mental Health  Services Administration (SAMHSA) Center for Substance 

Abuse Treatment (CSAT) TIP 24, A Guide to Substance Abuse Services for Primary Care 

Clinicians  (CSAT 1997 ). See http://www.kap.samhsa.gov/products/manuals/index.htm . 

Assessment 

If screening indicates the presence of an opioid use disorder, further assessment is indicated to 

thoroughly delineate the patientôs problem, to identify comorbid or complicating medical or 

emotional conditions, and to determine the appropriate treatment setting and level of treatment 

intensity for the patient. To determine the appropriateness of of ficeȤbased or other opioid agonist 

treatment, a comprehensive patient assessment is essential. The assessment may be 

accomplished in stages ov er a 3 Ȥ to 4 Ȥweek period, during initiation of treatment and gradual 

acquisition of increasingly detailed information.  Several office visits may be required to obtain all 

the information necessary to make a comprehensive set of diagnoses and to develop an 

appropriate treatment plan, although these efforts also can be completed in a single, extended 

visit if so desired. Tr eatment should not be delayed, however, pending complete patient 

assessment.  

Goals of Assessment  

The goals of the medical assessment of a patient who is addicted to opioids are to  

 Establish the diagnosis or diagnoses  

 Determine appropriateness for treatment  
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 Make initial treatment recommendations  

 Formulate an initial treatment plan  

 Plan for engagement in psychosocial treatment  

 Ensure that there are no contraindications to the recommended 

treatments  

 Assess other medical problems or conditions that need to be a ddressed 

during early treatment  

 Assess other psychiatric or psychosocial problems that need to be 

addressed during early treatment  

Components of Assessment  

The components of the assessment of a patient who is addicted to opioids should include  

 Complete his tory  

 Physical examination  

 Mental status examination  

 Relevant laboratory testing  

 Formal psychiatric assessment (if indicated)  

In forming a framework for assessment, physicians may include questions and evaluations 

pertinent to the most recent edition of the  American Society of Addiction Medicine Patient 

Placement Criteria (ASAM PPC) and the categories of the Addiction Severity Index (ASI) 

(McLellan et al. 19 92 ; MeeȤLee 2001 ). The ASAM PPC may be ordered from ASAM at 

http://www.asam.org . The full text of the A SI can be downloaded from the Treatment Research 

Institute Web site at http://www.tresearch.org . 

Complete History Taking ðInterviewing Patients Who Are Addicted  

Attitude of the Physician.  The approach an d attitude the physician shows to patients who have an 

addiction are of paramount importance. Patients are often hesitant or reluctant to disclose their 

drug use or problems. Patients who are addicted report discomfort, shame, fear, distrust, 
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hopelessness,  and the desire to continue using drugs as reasons they do not discuss addiction 

openly with their physicians ( National Center on Addiction and Substance Abuse 2000 ). Patients 

in treatment for pain may fear the loss of their opioid pain medications should they disclose to a 

physician their concerns about their possible addiction. Physicians need to approach patients who 

have an addiction in an honest, resp ectful, matter ȤofȤfact way, just as they would approach 

patients with any other medical illness or problem. A physicianôs responsibility is to deal 

appropriately with his or her own attitudes and emotional reactions to a patient. For evaluation 

to be effec tive, personal biases and opinions about drug use, individuals who have addictions, 

sexual behavior, lifestyle differences, and other emotionally laden issues must be set aside or 

dealt with openly and therapeutically.  

Certain characteristics of treatment providers facilitate effective evaluation and treatment of 

addiction, and these characteristics should be cultivated by physicians who plan to treat patients 

who have addictions ( CSAT 1999 b; Miller et al. 1993 ; Najavits and Weiss 1994 ). These attributes 

are listed in figure 3 -1.  

Figure 3 - 1 Attributes of an Effective Addiction Treatment Provider   

 Ability to establish a helping alliance  

 Good interpersonal skills  

 Nonpossessive warmth  

 Friendliness  

 Genuineness  

 Respect  

 Affirmation  

 Empathy  

 Supportive style  

 Patient Ȥcentered approach  

 Reflective listening  
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Targeted, open Ȥended questions, such as those presented in figure 3 -2, about the use of drugs 

and alcohol will elicit more information than simple, closed Ȥended, ñyesò or ñnoò or singleȤanswer 

questions. Refer to TIP 34, Brief Interventions and Brief Therapies for Substance Abuse  (CSAT 

1999 a) at http://www.kap.samhsa.gov/products/manuals/index.htm  for specific examples of 

interview questions.  

Figure 3 - 2 Targeted, Open ȤEnded Questions About Drug and Alcohol Use   

 ñHow has heroin use affected your life?ò 

 ñHow has hydrocodone affected your life?ò 

 ñIn the past, what factors have helped you stop using?ò 

 ñWhat specific concerns do you have today?ò 

Most patients are willing and able to provide reliable, factual information regarding their drug 

use; however, many cannot articulate their reasons or motivation for using drugs. An effective 

interview should focus on drug use, patterns and consequences of use, past attempts to deal 

with problems, medical and psychiatric history (the ñwhat, who, when, where, howò)ðnot on the 

reasons (the ñwhyò) for addiction problems. Questions should be asked in a direct and 

straightforward manner, using simple language and avoiding street terms. Assumptive or 

quantifiable questions, such as those in figure 3 -3, yield  more accurate responses in the initial 

phases of the interview.  

Figure 3 - 3 Quantifiable Interview Questions   

 ñAt what age did you first use alcohol or other drugs?ò 

 ñHow many days of the week do you drink alcohol?ò 

 ñHow often do you use heroin?ò 

 ñWhen was the last time you were high?ò 

 ñHow many times did you use last month?ò 
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Components of the Complete History.  A thorough and comprehensive medical, social, and drug 

use history should be taken on all patients being evaluated for substance use disorders. The 

components of a complete history are shown in figure 3 -4.  

Figure 3 - 4 Components of a Complete Substance Abuse Assessment History   

 Substance use history (e.g., age of first use; substances used; change in 

effects over time; history of tolerance, overdose, w ithdrawal; attempts to 

quit; current problems with compulsivity or cravings)  

 Addiction treatment history (e.g., previous treatments for addiction, types 

of treatments tried, outcomes of treatment attempts)  

 Psychiatric history (e.g., patientôs diagnoses, psychiatric treatments 

recommended/attempted, outcomes of treatments)  

 Family history (e.g., substance use disorders in family, family medical and 

psychiatric history)  

 Medical history (e.g., detailed review of systems, past medical/surgical 

history, sexual hi story [for women, determine likelihood of pregnancy], 

current and past medications, pain history)  

 Social history (e.g., quality of recovery environment, family/living 

environment, substance use by members of support network)  

 Readiness to change (e.g., pati entôs understanding of his or her substance 

use problem, Stage of Change the patient is in [see appendix G ], patientôs 

interest in treatment now, whether treatment i s coerced or voluntary)  

Physical Examination  

The physical examination should focus on physical findings related to addiction. Several physical 

findings may lead the physician to suspect addiction in patients who deny drug use or have 

equivocal screening re sults. Figure 3 -5 lists physical examination findings that suggest addiction 

or its complications. The physical complications of opioid addiction should be identified and 

addressed as part of the overall treatment plan.  

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A73108


Figure 3 - 5 Examination Findings Sugg estive of Addiction or Its Complications   

 General:  

Odor of alcohol on breath  

Odor of marijuana on clothing  

Odor of nicotine or smoke on breath or clothing  

Poor nutritional status  

Poor personal hygiene  

 Behavior:  

Intoxicated behavior during exam  

Slurred spee ch 

Staggering gait  

Scratching  

 Skin: *   

Signs of physical injury  

Bruises  

Lacerations  

Scratches  

Burns  

Needle marks  

Skin abscesses  

Cellulitis  

Jaundice  

Palmar  erythema  

Hair loss  

Diaphoresis  

Rash  

Puffy hands  

 Head, Eyes, Ears, Nose, Throat (HEENT):  

Conjunctival irritation or injection  
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Inflamed nasal mucosa  

Perforated nasal septum  

Blanched nasal septum  

Sinus tenderness  

Gum disease, gingivitis  

Gingival ulceration  

Rhinitis  

Sinusitis  

Pale mucosae  

Burns in oral cavity  

 Gastrointestinal:  

Hepatomegaly  

Liver tenderness  

Positive stool hemoccult  

 Immune:  

Lymphadenopathy  

 Cardiovascular:  

Hypertension  

Tachycardia  

Cardiac arrhythmia  

Heart murmurs, clicks  

Edema  

Swelling  

 Pulmonary:  

Wheezing, rales, rhonchi  

Cough  

Respiratory depression  

 Female reproductive/endocrine:  

Pelvic tenderness  



Vaginal discharge  

 Male reproductive/endocrine:  

Testicular atrophy  

Penile discharge  

Gynecomastia  

 Neurologic:  

Sensory impairment  

Memory impairment  

Motor i mpairment  

Ophthalmoplegia  

Myopathy  

Neuropathy  

Tremor  

Cognitive deficits  

Ataxia  

Pupillary dilation or constriction  

Assessing Intoxication and Overdose.  It is vitally important to assess for signs of opioid 

intoxication, overdose, or withdrawal during the ph ysical examination. Opioid overdose should be 

treated as a medical emergency. Figure 3 -6 lists the signs of opioid intoxication and overdose.  

Signs of Opioid Intoxication and Overdose  

Syndrome  Physical Findings  

Opioid 

Intoxication  

Conscious Sedated, drows y Slurred speech ñNoddingò or 

intermittently dozing Memory impairment Mood normal to 

euphoric Pupillary constriction  

Opioid 

Overdose  

Unconscious Pinpoint pupils Slow, shallow respirations; 

respirations below 10 per minute Pulse rate below 40 per 



Syndrome  Physical Findings  

minute Ov erdose triad: apnea, coma, pinpoint pupils (with 

terminal anoxia: fixed and dilated pupils)  

Assessing Opioid Withdrawal.  Opioid withdrawal can be objectively assessed by using one of the 

following several instruments:  

 COWS (Clinical Opiate Withdrawal Scal e) ( Wesson et al. 1999 )  

 SOWS (Short Opiate Withdrawal Scale) ( Bradley et al. 1987 ; Gossop 

1990 ; Hande lsman et al. 1987 )  

 CINA (Clinical Institute Narcotic Assessment Scale for Withdrawal 

Symptoms) ( Peachey and Lei 1988 )  

 Narcotic Withdrawal Scale ( Fultz and Senay 1975 )  

Full text and/or links to these instruments are included in appendix B . Figure 3 -7 shows methods 

of staging and grading opioid withdrawal.  

Staging and Grading Systems of Opioid Withdrawal  

Stage  Grade  Physical Signs/Symptoms  

Early Withdrawal (8 ï24 

hours after last use)  

Grade 

1 

Lacrimation and/or rhinor rhea 

Diaphoresis Yawning Restlessness 

Insomnia  

 Grade 

2 

Dilated pupils Piloerection Muscle 

twitching Myalgia Arthralgia Abdominal 

pain  

Fully Developed 

Withdrawal (1 ï3 days 

Grade 

3 

Tachycardia Hypertension Tachypnea 

Fever Anorexia or nause a Extreme 
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Stage  Grade  Physical Signs/Symptoms  

after last use)  restlessness  

 Grade 

4 

Diarrhea and/or vomiting Dehydration 

Hyperglycemia Hypotension Curled Ȥup 

positio n 

Assessing Other Drug Intoxication or Withdrawal Syndromes.  Instruments for assessing 

withdrawal from alcohol and benzodiazepines include  

 CIWAȤAr (Clinical Institute Withdrawal Assessment for Alcohol, Revised) 

(Sullivan et al. 1989 )  

 CIWAȤB (Clinical Institute Withdrawal Assessment for Benzodiazepines) 

(Busto et al. 1989 )  

Mental Status Examination  

In addition to observing a patientôs behavior during history taking and the physical examination, 

a formal mental status examination (MSE) should be performed, including the components 

shown in figure  3-8.  

Figure 3 - 8 Mental Status Examination Checklist   

 General appearance  

 Behavior and interaction with interviewer  

 Speech and voice  

 Motor activity  

 Mood and affect  

 Perceptions  

ï Hallucinations  

 Thought process  
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 Thought content  

ï Suicidal ideation  

ï Homicidal ideation  

ï Delusions  

 Insight  

 Judgment  

 Motivation and readiness to change  

ï Patientôs stated goals and expectations 

 Cognitive function  

ï Orientation  

ï Memory  

ï Attention  

ï Concentration  

ï Fund of information  

ï Literacy skills  

ï Abstraction  

ï Intelligence  

 Personality characteristics  

 Defense mechanisms  

Information from the interview and MSE may reveal significant current or past psychiatric 

problems. Depending on the physicianôs expertise and comfort in managing psychiatric disorders, 

referral to an addiction psychiatrist or psychologist for a full mental health evaluation and/or 

formal psychiatric diagnosis may be indicated before starting treatment for addiction.  

Laboratory Evaluations  

Laboratory testing is an important part of the assessment and evaluation o f patients who have 

an addiction. Laboratory tests cannot make a diagnosis of addiction, but a variety of laboratory 

evaluations are useful in the comprehensive assessment of patients who have an addiction.  



The recommended baseline laboratory evaluation of  patients who are addicted to opioids is 

shown in figure 3 -9.  

Figure 3 - 9 Recommended Baseline Laboratory Evaluation of Patients Who Are Addicted 

to Opioids   

 Serum electrolytes  

 BUN and creatinine  

 CBC with differential and platelet count  

 Liver function tests  (GGT, AST, ALT, PT or INR, albumin)  

 Lipid profile  

 Urinalysis  

 Pregnancy test (for women of childbearing age)  

 Toxicology tests for drugs of abuse  

 Hepatitis B and C screens  

The following additional laboratory evaluations should be considered and offered as i ndicated:  

 Blood alcohol level (using a breath testing instrument or a blood sample)  

 Infectious disease evaluation:  

ï HIV antibody testing  

ï Hepatitis B virus (HBV) and hepatitis C virus (HCV) screens  

ï Serology test for syphilis ðVenereal Disease Research L aboratories 

(VDRL)  

ï Purified protein derivative (PPD) test for tuberculosis, preferably with 

control skin tests  

In addition, other laboratory evaluations may be indicated by the patientôs history or physical 

examination. Appropriate counseling should be p rovided, and consent obtained, before testing 

for certain infectious diseases (e.g., HIV, hepatitis C). Abnormalities or medical problems 



detected by laboratory evaluation should be addressed as they would be for patients who are not 

addicted.  

Several find ings may alert physicians to potential complications to treatment with buprenorphine. 

Alcohol use may complicate buprenorphine treatment; indirect indicators of excess alcohol use 

include elevated mean corpuscular volume (MCV) and gamma glutamyl transpepti dase (GGT). 

Liver enzyme abnormalities also may suggest liver disease from toxicity, infection, or other 

factors. Additional biomedical markers such as Carbohydrate ȤDeficient Transferrin (CDT) may 

provide further objective inform ation on screening and conf irmation of acute or recent alcohol 

consumption, relapse to use, heavy or harmful use, and alcohol Ȥrelated organ dysfunction. 

Guidance on liver disease in patients who are addicted to opioids will be available from SAMHSAôs 

Divis ion of Pharmacologic Therap ies (DPT) Web site at http://www.dpt.samhsa.gov .  

As described elsewhere, pregnancy, HIV treatment, and active hepatitis or liver disease also may 

complicate treatment with buprenorphine. Pregnant women  may not be optimal candidates for 

buprenorphine treatment. HIV Ȥpositive status does not preclude buprenorphine treatment, but 

asȤyetȤunrecognized antiretroviral medication interactions with buprenorphine may potentially 

interfer e with treatment. Positive results on hepatitis B surface antigen testing indicate active 

HBV infection, possibly associated with active hepatitis. Further testing (e.g., serial enzymes) 

may be indicated to determine whether HBV infection complicates buprenorphine treatment. 

Hepatitis B information for health professionals can be accessed on th e Centers for Disease 

Control and Prevention (CDC) Web site at 

http://www.cdc.gov/ncidod/diseases/hepatitis/b/index.htm . 

A confirmed positive hepatitis C antibody test in dicates current or past infection with HCV. 

Patients who test positive for HCV should be further evaluated and treated according to the most 

upȤtoȤdate recommendation s. Training for health professionals on HCV is available on the CDC 

Web site at http://www.cdc.gov/ncidod/diseases/hepatitis/c_training/edu/default.htm . The 2002 

National Institutes of Health (NIH) Consensus Statement regarding the management of  hepatitis 

C is available on the Web at http://consensus.nih.gov/cons/116/116cdc_intro.htm . Materials 

http://www.dpt.samhsa.gov/
http://www.cdc.gov/ncidod/diseases/hepatitis/b/index.htm
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about hepatitis C also are available on the Agency for Healthcare Research  and Quality Web site 

at http://www.ahrq.gov/clinic/epcsums/hepcsum.htm . 

Positive serology tests for syphilis may indicate active or past infection with Treponema pallidum . 

All pat ients with such positive test results should be treated onsite or referred to a local health 

department for further evaluation and treatment. It should be noted, however, that biologic false 

positive results on serology tests for syphilis are common in ind ividuals who abuse drugs 

intravenously. Only those with confirmatory fluorescent treponemal antibody absorption 

(FTAȤABS) tests are likely to have actual treponemal i nfection. The most current treatment 

recommendations for syphilis and other sexually trans mitted diseases (STDs) are posted on the 

CDC Web site at http://www.cdc.gov/std/ .  

A positive PPD skin test may indicate past or current infection with tuberculosis. Any patient with 

a positive PPD test s hould be referred to a local health department for further evaluation and 

treatment. Additional information on tuberculosis and its treatment is found on the CDC Web site 

at http://www.cdc. gov/nchstp/tb/links.htm . Physicians should be familiar with all reporting 

requirements for infectious diseases in their State.  

Evaluations of Drug Use  

Tests for illicit drugs are not sufficient to diagnose addiction and cannot substitute for a clinical 

in terview and medical evaluation of the patient ( Casavant 2002 ). Hammett ȤStabler et al. (2002)  

point out that the term drug screen  is a misnomer, because not all drugs are, and cannot be, 

tested for routinely. Physicians must decide which drug tests are necessary in each clinical 

setting, including office Ȥbased buprenorphine treatment. Physicians and laboratory personnel 

must understand the limitations of the assays used, the pharmacokinet ic characteristics of the 

drugs assayed, the parent compound ïmetabolite relationships, and how to interpret laboratory 

results ( Hammett ȤStabler et al. 20 02 ). Testing for drugs can be performed on a number of bodily 

fluids and tissues, including urine, blood, saliva, sweat, and hair. Urine screening is the method 

most commonly employed. A comprehensive discussion of urine drug testing in the primary care 

setting can be found in Urine Drug Testing in Primary Care: Dispelling the Myths & Designing 

http://www.ahrq.gov/clinic/epcsums/hepcsum.htm
http://www.cdc.gov/std/
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Strategies  (Gourlay et al. 2002 ). When sele cting drug tests, physicians should consider the cost 

to patients, as testing for all possible drugs of abuse can be costly.  

In buprenorphine treatment, appropriate tests for illicit drug use should be administered as part 

of patient assessment. Physicians  should explain the role of drug testing at the beginning of 

treatment for addiction. The literature supports the therapeutic utility of random drug testing in 

clinical settings ( Preston et al. 2002 ). Laboratory test results can be used in the physician ï

patient interaction to further treatment objectives, to address patient denial, and to reinforce 

abstinence from other drugs. Initial and ongoing drug scre ening should be used to detect or 

confirm the recent use of drugs (e.g., alcohol, benzodiazepines, barbiturates) that could 

complicate management of a patient on buprenorphine.  

When a patient requests treatment with buprenorphine, a toxicology screen can h elp to establish 

that the patient is indeed using either a proscribed substance such as heroin or a prescribed 

substance such as oxycodone. A negative test does not necessarily mean that the patient is not 

using an opioid. It may mean that the patient has not used an opioid within a period of time 

sufficient to produce measurable metabolic products or that the patient was not using the drug 

for which he or she was tested. Thus, as with any patient, the physician is alerted to a spectrum 

of possibilities and  works with the patient using the information collected from the toxicology 

screen.  

Several manufacturers produce combination urine collection and test kits that facilitate in Ȥoffice 

urine testing. In Ȥoffice testing facilitates prompt evaluation of clinical parameters and al lows the 

physician to present the results to the patient and to make immediate therapeutic use of the 

information. However, physicians who do not work in a setting with an onsite, federally regulated 

laboratory must ensure that they are using in Ȥoffice tes ting kits waived from regulatory oversight 

under the Clinical Laboratory Improvement Amendments (CLIA) law of 1988. See the CLIA pages 

on the Food and Drug Administration (FDA) Web site at 

http://www.fda.gov/cdrh/clia/cliawaived.html  for more information about the law and 

CLIAȤwaived point ȤofȤcare testing kits. For the current listing o f CLIAȤwaived urine drug tests, 

refer to the FDA Web site at 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72750
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http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfClia/testswaived.cfm  or search the FDA 

CLIA database at http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCLIA/search.cfm . 

Toxicology testing for drugs of abuse that takes place at scheduled visits cannot be truly 

random; nevertheless, it is clinically worthwhile. Urine samples should be collected in a room 

where they cannot be diluted or otherwise adulterated and where patients are not permitted to 

bring briefcases, purses, bags, or containers of an y sort. If these conditions are not feasible, 

temperature Ȥsensitive strips, specific gravity, and cr eatinine can be used to minimize the 

possibility of false or adulterated urine specimens. If the physicianôs office cannot provide this 

service, patients ca n be referred to a facility that is equipped to perform monitored specimen 

collection. Another option that is sometimes feasible is to collect a sample of oral fluid (saliva) to 

be sent to a laboratory for testing.  

Timely shipment of samples for testing an d rapid turnaround time for the results are also 

important issues that should be resolved before undertaking office Ȥbased treatment of opioid 

addiction. If a patient needs drug test results for employment or for legal monitoring, strict 

chainȤofȤcustody procedures must be followed, and samples should be evaluated by a 

SAMHSAȤcertified laboratory. If a pa tient subsequen tly wants to use the drug test result for other 

purposes, both the physician and the patient should understand the limits of the office testing 

and other requirements for the test. Other than for U.S. Department of Health and Human 

Services and U.S. Depart ment of Transportation, private Ȥsector testing requirements may be less 

rigorous. Further information about the detection of drugs in urine and other biological samples 

is found in appendix E .  

Dia gnosis of Opioid ȤRelated Disorders  

After a thorough assessment of a patient has been conducted, a formal diagnosis can be made. 

Criteria for substance dependence, such as those set forth in the Diagnostic and Statistical 

Manual of Mental Disorders , Fourth Edition, Text Revision (DSM ȤIVȤTR) ( American Psychiatric 

Association 2000 ) (see Appendix C ) or the International Classification of Diseases ðNinth 

Edition ðClinical Modification: ICD Ȥ9ȤCM, should be used to document a diagnosis of opioid 

http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfClia/testswaived.cfm
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dependence. (This diagnosis is not merely physical dependence on opioids but corre sponds to 

opioid addiction, classically defined as compulsive use despite harm.)  

DSMȤIVȤTR defines several opioid Ȥrelated disorders. (See figure 3 -10.) A DSM ȤIVȤTR diagnosis of 

either opioid dep endence or abuse is based on a cluster of behaviors and physio logical effects 

occurring within a specific timeframe. The diagnosis of opioid dependence always takes 

precedence over that of opioid abuse (i.e., a diagnosis of abuse is made only if DSM ȤIVȤTR 

criteria for dependence have never been met). As a general rul e, to be considered for 

buprenorphine maintenance, patients should meet the DSM ȤIVȤTR criteria for a diagnosis of 

opioid dependence. (See full diagnostic criteria in appendix C .) In rare instances, a patient may 

be physiologically dependent on opioids and meet DSM ȤIVȤTR criteria for abuse, but not for 

dependence. In such a case, a short course of buprenorph ine may be considered for 

detoxification. Maintenance treatmen t with buprenorphine is not recommended for patients who 

do not meet DSM ȤIVȤTR criteria for opioid dependence.  

Figure 3 - 10 DSM ȤIV ȤTR Opioid Use Disorders (ICD Ȥ9 Code)   

 Opioid Abuse (305.50)  

 Opioid Dependence (304.00)  

 Opioid Intoxication (292.89)  

 Opioid Wit hdrawal (292.0)  

 Opioid Intoxication Delirium (292.81)  

 Opioid ȤInduced Psychotic Disorder, With Delusions (292.11)  

 Opioid ȤInduced Psychotic Disorder, With Hallucinations (292.12)  

 Opioid ȤInduced Mo od Disorder (292.84)  

 Opioid ȤInduced Sexual Dysfunction (292.89 )  

 Opioid ȤInduced Sleep Disorder (292.89)  

 Opioid ȤRelated Disorder NOS (292.9)  

Source: International Classification of Diseases , 9th Rev., Clinical Modification: ICD Ȥ9ȤCM. 

Volumes 1 and 2. Salt Lake City, UT: Ingenix, Medicode, 2003. 810 pages.  
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Common Comorb id Medical Conditions  

Individuals addicted to opioids may have the same chronic diseases seen in the general 

population and should be evaluated as appropriate for diseases that require treatment (e.g., 

diabetes, hypertension). In addition, a number of medi cal conditions are commonly associated 

with opioid and other drug addictions. During the course of a medical history and physical 

examination, the possible existence of these conditions should be evaluated. Refer to figure 3 -11 

for a detailed list of selec ted medical disorders related to drug and alcohol use.  

Selected Medical Disorders Related to Alcohol and Other Drug Use  

Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

Cancer  Alcohol:  Aerodigestive (lip, oral cavity, tongue, pharynx, 

larynx, esophagus, stomach, colon), breast, 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

hepatocellular and bile duct cancers. Tobacco:  Oral 

cavity, larynx, lung, cervic al, esophagus, pancreas, 

kidney, stomach, bladder. Injection drug use or high Ȥrisk 

sexual behavior:  Hepatocellular carcinoma related to 

hepatitis C.  

Endocrine/ 

Reproductive  

Alcohol:  Hypoglycemia and hyperglycemia, diabetes, 

ketoacidosis, hypertriglyceride mia, hyperuricemia and 

gout, testicular atrophy, gynecomastia, hypocalcemia and 

hypomagnesemia because of reversible 

hypoparathyroidism, hypercortisolemia, osteopenia, 

infertility, sexual dysfunction. Cocaine:  Diabetic 

ketoacidosis. Opiates:  Osteopenia, al teration in 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

gonadotropins, decreased sperm motility, menstrual 

irregularities. Tobacco:  Graves disease, azoospermia, 

erectile dysfunction, osteopenia, osteoporosis, fractures, 

estrogen alterations, insulin resistance. Any addiction:  

Amenorrhea.  

Hepatic  Alcohol:  Steatosis (fatty liver), acute and chronic hepatitis 

(infectious [that is, B or C] or toxic [that is, 

acetaminophen]), alcoholic hepatitis, cirrhosis, portal 

hypertension and varices, spontaneous bacterial 

peritonitis. Cocaine:  Ischemic necrosis, he patitis. Opiates:  

Granulomatosis. Injection drug use or high Ȥrisk  sexual 

behavior:  Infectious hepatitis B and C (acute and chronic) 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

and delta.  

Hematologic  Alcohol:  Macrocytic anemia, pancytopenia because of 

marrow toxicity and/or splenic sequestration, leukopenia, 

thrombocytopenia, coagulopathy because of liver di sease, 

iron deficiency, folate deficiency, spur cell anemia, burr 

cell anemia. Tobacco:  Hypercoagulability. Injection drug 

use or high Ȥrisk sexual  behavior:  Hematologic 

consequences of liver disease, hepatitis C Ȥrelated  

cryoglobulinemia and purpura.  

Infec tious  Alcohol:  Hepatitis C, pneumonia, tuberculosis (including 

meningitis), HIV, sexually transmitted diseases, 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

spontaneous bacterial peritonitis, brain abscess, 

meningitis. Opiates:  Aspiration pneumonia. Tobacco:  

Bronchitis, pneumonia, upper respiratory t ract infections. 

Injection drug use:  Endocarditis, cellulitis, pneumonia, 

septic thrombophlebitis, septic arthritis (unusual joints, 

that is, sternoclavicular), osteomyelitis (including 

vertebral), epidural and brain abscess, mycotic aneurysm, 

abscesses an d soft tissue infections, mediastinitis, 

malaria, tetanus. Injection or high Ȥrisk sexual  behavior:  

Hepatitis B, C, and delta; HIV; sexually transmitted 

diseases.  

Neurologic  Alcohol:  Peripheral and autonomic neuropathy, seizure, 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

hepatic encephalopathy, Kor sakoff dementia, Wernicke 

syndrome, cerebellar dysfunction, Marchiafava ȤBignami 

syndrome, central  pontine myelinolysis, myopathy, 

amblyopia, stroke, withdrawal, delirium, hallucinations, 

toxic leukoencephalopathy, subdural hematoma, 

intracranial hemorrhage . Cocaine:  Stroke, seizure, status 

epilepticus, headache, delirium, depression, hypersomnia, 

cognitive deficits. Opiates:  Seizure (overdose and 

hypoxia), compression neuropathy. Tobacco:  Stroke, 

small vessel ischemia and cognitive deficits. Any 

addiction:  Compression neuropathy.  

Nutritional  Alcohol:  Vitamin and mineral deficiencies (B 1, B 6, 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

riboflavin, niacin, vitamin D, magnesium, calcium, folate, 

phosphate, zinc). Any addiction:  Protein malnutrition.  

Other 

Gastrointestinal  

Alcohol:  Gastritis, esophagiti s, pancreatitis, diarrhea, 

malabsorption (because of pancreatic exocrine 

insufficiency, or folate or lactase deficiency), parotid 

enlargement, malignancy, colitis, Barrett esophagus, 

gastroesophageal reflux, Mallory ȤWeiss  syndrome, 

gastrointestinal bleedin g. Cocaine:  Ischemic bowel and 

colitis. Opiates:  Constipation, ileus, intestinal 

pseudo Ȥobstruction.  Tobacco:  Peptic ulcers, 

gastroesophageal reflux, malignancy (pancreas, 

stomach). Any addiction:  Overdose from body Ȥpacking . 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

Prenatal and 

Perinatal  

Alcohol :  Fetal alcohol effects and syndrome. Cocaine:  

Placental abruption, teratogenesis, neonatal irritability. 

Opiates:  Neonatal abstinence syndrome, including 

seizures. Tobacco:  Teratogenesis, low birth weight, 

spontaneous abortion, abruptio placentae, placent a 

previa, perinatal mortality, sudden infant death 

syndrome, neurodevelopmental impairment.  

Perioperative  Alcohol:  Withdrawal, perioperative complications 

(delirium, infection, bleeding, pneumonia, delayed wound 

healing, dysrhythmia), hepatic decompensati on, 

hepatorenal syndrome, death. Cocaine:  Hypersomnia and 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

depression in withdrawal, mimicking of postoperative 

neurologic complications, complications from underlying 

drug Ȥinduced cardiopulmonary disease.  Opiates:  

Withdrawal, inadequate analgesia. Tobacco:  Pulmonary 

infection, difficulty weaning, respiratory failure, reactive 

airways exacerbations.  

Pulmonary  Alcohol:  Aspiration, sleep apnea, respiratory depression, 

apnea, chemical or infectious pneumonitis. Cocaine:  Nasal 

septum perforation, gingival ulcer ation, perennial rhinitis, 

sinusitis, hemoptysis, upper airway obstruction, fibrosis, 

hypersensitivity pneumonitis, epiglottitis, pulmonary 

hemorrhage, pulmonary hypertension, pulmonary edema, 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

emphysema, interstitial fibrosis, hypersensitivity 

pneumonia. I nhalants:  Pulmonary edema, bronchospasm, 

bronchitis, granulomatosis, airway burns. Opiates:  

Respiratory depression/failure, emphysema, 

bronchospasm, exacerbation of sleep apnea, pulmonary 

edema. Tobacco:  Lung cancer, chronic obstructive 

pulmonary disease, reactive airways, pneumonia, 

bronchitis, pulmonary hypertension, interstitial lung 

disease, pneumothorax. Injection drug use:  Pulmonary 

hypertension, talc granulomatosis, septic pulmonary 

embolism, pneumothorax, emphysema, needle 

embolization.  



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

Renal  Alcoh ol:  Hepatorenal syndrome, rhabdomyolysis and 

acute renal failure, volume depletion and prerenal failure, 

acidosis, hypokalemia, hypophosphatemia. Cocaine:  

Rhabdomyolysis and acute renal failure, vasculitis, 

necrotizing angiitis, accelerated hypertension, 

nephrosclerosis, ischemia. Opiates:  Rhabdomyolysis, 

acute renal failure, factitious hematuria. Tobacco:  Renal 

failure, hypertension. Injection drug use or high Ȥrisk 

sexual behavior:  Focal glomerular sclerosis (HIV, heroin), 

glomerulonephritis from hepatitis or endocarditis, chronic 

renal failure, amyloidosis, nephrotic syndrome (hepatitis 

C).  



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

Sleep  Alcohol:  Apnea, periodic limb movements of sleep, 

insomnia, dis rupted sleep, daytime fatigue. Cocaine:  

Hypersomnia in withdrawal. Opiates:  Insomnia. Tobacco:  

Insomnia, increased sleep latency.  

Trauma  Alcohol:  Motor vehicle crash, fatal and nonfatal injury, 

physical and sexual abuse. Cocaine:  Death during 

"Russian Rou lette." Opiates:  Motor vehicle crash, other 

violent injury. Tobacco:  Burns, smoke inhalation. Any 

addiction:  Sexual and physical abuse.  

Musculoskeletal  Alcohol:  Rhabdomyolysis, compartment syndromes, gout, 



Cardiovascular  Alcohol:  Cardiomyopathy, atrial fibrillation (holiday 

heart), hypertension, dysrhythmia, masks angina 

symptoms, coronary artery spasm, myocardial 

ischemia, high Ȥoutput states,  coronary artery 

disease, sudden death. Cocaine:  Hypertension, 

myocardial infarction, angina, chest pain, 

supraventricular tachycardia, ventricular 

dysrhythmias, cardiomyopathy, cardiovascular 

collapse from body Ȥpacking rupture,  moyamoya 

vas culopathy, left ventricular hypertrophy, 

myocarditis, sudden death, aortic dissection. 

Tobacco:  Atherosclerosis, stroke, myocardial 

infarction, peripheral vascular disease, cor 

pulmonale, erectile dysfunction, worse control of 

hypertension, angina, dysrhyt hmia. Injection drug 

use:  Endocarditis, septic thrombophlebitis.  

saturnine gout, fracture, osteopenia, osteonecros is. 

Cocaine:  Rhabdomyolysis. Opiates:  Osteopenia. Any 

addiction:  Compartment syndromes, fractures.  

Source:  Saitz 2003. Overview of medical and surgical complications. In Graham, A.W.; Schultz, T.K.; 

MayoȤSmith, M.F.; Ries, R.K.; and Wilford, B.B., eds. Principles of Addiction Medicine , 3rd ed. Copyright 

2003, American Society of Addiction Medicine, Chevy Chase, MD. All rights reserved. Reprinted with 

permission.  

Infectious diseases are more common among individuals who are addicted to opioids, individuals 

who are addicted to other drugs, and individuals who inject drugs. For example, in some areas, 

more than 50 percent of injection drug users may be HIV positive. There are wide variations in 

the epidemiology of HIV infection, however, and in other areas the  prevalence of HIV infection 



among injection drug users may be less than 10 percent. Because of the potential impact of HIV 

on the lives of affected patients and the availability of effective treatments, it is important to 

screen for HIV infection among pa tients who present for buprenorphine treatment.  

Tuberculosis is also a major problem among substance abusers. In 2001, 2.3 percent of 

tuberculosis cases in the United States occurred in injection drug users, 7.2 percent in 

noninjection drug users, and 15.2  percent in individuals with excessive alcohol use in the past 12 

months (CDC 2002; http://www.cdc.gov/nchstp/tb/surv/surv2001/default.htm . See tables 28, 

29, and 30). Indi viduals who abuse drugs and alcohol are also at increased risk of engaging in 

highȤrisk sexual behavior (e.g., exposure to multiple partners, inconsistent use of safe sexual 

practices) and of contracting syphilis, gonorrhea,  and other STDs.  

Among individuals who are opioid addicted, other common medical conditions are related to the 

use  of other drugs and to the life disruptions that often accompany addiction. These conditions 

include nutritional deficiencies and anemia caused by poor eating habits; chronic obstructive 

pulmonary disease secondary to cigarette smoking; impaired hepatic fu nction or moderately 

elevated liver enzymes from various forms of chronic hepatitis (particularly hepatitis B and C) 

and alcohol consumption; and cirrhosis, neuropathies, or cardiomyopathy secondary to alcohol 

dependence.  

Summary  

After completing a compreh ensive assessment of a candidate for treatment, the physician should 

be prepared to  

 Establish the diagnosis or diagnoses  

 Determine appropriate treatment options for the patient  

 Make initial treatment recommendations  

 Formulate an initial treatment plan  

 Plan for engagement in psychosocial treatment  

http://www.cdc.gov/nchstp/tb/surv/surv2001/default.htm


 Ensure that there are no absolute contraindications to the recommended 

treatments  

 Assess other medical problems or conditions that need to be addressed 

during early treatment  

 Assess other psychiatric or psychosocia l problems that need to be 

addressed during early treatment  

The next section describes methods for determining the appropriateness of buprenorphine 

treatment for patients who have an opioid addiction.  

Determining Appropriateness for Buprenorphine Treatment  

Several issues should be considered in evaluating whether a patient is an appropriate candidate 

for buprenorphine treatment of opioid addiction in the office or other setting.  

First, a candidate for buprenorphine treatment for opioid addiction should have  an objectively 

ascertained diagnosis of opioid addiction (compulsive use of opioids despite harm), otherwise 

known as opioid dependence as defined in the latest edition of the DSM ȤIVȤTR of the APA (2000) . 

Refer to appendix C  for DSM ȤIVȤTR diagnostic criteria for opioid dependence and opioid abuse. In 

rare instances,  a patient may be physiologically dependent on opioids and meet DSM ȤIVȤTR 

criteria for abuse, but not for dependence. In such a case, a short course of buprenorphine may 

be considered for detoxification. Maintenance treatment with buprenorphine is not reco mmended 

for patients who do not meet DSM ȤIVȤTR criteria for opioid dependence.  

Second, a candidate for buprenorphine treatment should, at a minimum  

 Be interested in treatment for opioid addiction  

 Have no absolute contraindication (i.e., known hypersensitiv ity) to 

buprenorphine (or to naloxone if treating with the buprenorphine/naloxone 

combination)  

 Be expected to be reasonably compliant with such treatment  

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72696
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72923


 Understand the risks and benefits of buprenorphine treatment  

 Be willing to follow safety precautions f or buprenorphine treatment  

 Agree to buprenorphine treatment after a review of treatment options  

Patients who request treatment with buprenorphine to achieve abstinence from all illicit opioid 

use should be able to receive this treatment, if it is clinicall y indicated.  

Evaluation Questions 

To thoroughly evaluate a patient for appropriateness for opioid addiction treatment with 

buprenorphine, the physician should ask the following questions:  

1.  Does the patient have a diagnosis of opioid dependence?  

Candidates f or buprenorphine treatment should have a diagnosis of opioid 

dependence. Buprenorphine treatment is not indicated for other disorders.  

2.  Are there current signs of intoxication or withdrawal? Is there a 

risk for severe withdrawal?  The physician should assess  the patient for 

current signs of intoxication or withdrawal from opioids or other drugs as 

well as for the risk of severe withdrawal. The risk of severe opioid 

withdrawal is not a contraindication to buprenorphine treatment. The risk 

of withdrawal from se dative Ȥhypnotics, however, may initially preclude the 

use of buprenorphine in an office setting.  

3.  Is the patient interested in buprenorphine treatment?  If a patient 

with opioid addiction has not heard of or presented specifically for 

buprenorphine treatment, bupr enorphine treatment should be discussed 

as a treatment option.  

4.  Does the patient understand the risks and benefits of 

buprenorphine treatment?  (Refer to chapter 2 and appendix H .) It 

should be assumed that many patients are unaware that buprenorphine is 

an opioid, thus they should be so informed. The risks and benefits of 

buprenorphine treatment should be presented to potential patients, and 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A73127


their understanding of thes e factors evaluated. Physicians must review the 

safety, efficacy, side effects, potential treatment duration, and other 

factors with each patient.  

5.  Can the patient be expected to adhere to the treatment plan?  This 

is a judgment call, based on the patientôs past adherence to treatment for 

addiction or other medical conditions, comorbid psychiatric conditions, 

psychosocial stability, comorbid substance use disorders, and other 

factors.  

6.  Is the patient willing and able to follow safety procedures?  If a 

patient i s unwilling or unable to follow safety procedures, or is dismissive 

of them, then that patient is not a good candidate for office Ȥbased 

treatment with buprenorphine.  

7.  Does the patient agree to treatment after review of the options?  

Buprenorphine treatment i s not coercive; the patient must agree to 

treatment before it is initiated. Treatment options (including no treatment, 

doseȤreduction, abstinence Ȥbased treatment, and the variety of medication 

treatments) and their associated risks and benefits should be r eviewed so 

that patients can make informed decisions about buprenorphine 

treatment.  

8.  Can the needed resources for the patient be provided (either 

onsite or offsite)?  Each patientôs needs should be assessed. If the 

resources that are available onsite or offs ite are insufficient for a particular 

patient, he or she should be referred to an appropriate treatment setting 

or provider.  

9.  Is the patient psychiatrically stable?  Is the patient actively suicidal or 

homicidal? Has he or she recently attempted suicide or h omicide? Do 

current emotional, behavioral, or cognitive conditions complicate 

treatment? Patients who have significant untreated psychiatric comorbidity 

are less Ȥthan Ȥideal candidates for office Ȥbased buprenorphine treatment. A 



full psychiatric assessment is indicated for all patients who have significant 

psychiatric comorbidity. Psychiatric comorbidity requires appropriate 

manag ement or referral as part of treatment. It should be noted that the 

buprenorphine clinical trials reported to date have not includ ed patients 

maintained on antipsychotic or mood Ȥstabilizing agents (e.g., lithium), and 

thus there is limited or no informatio n on the potential interactions with 

these medications.  

10.  Is the patient pregnant?  If a patient is pregnant or is likely to become 

pregnant during the course of treatment, bupreno rphine may not be the 

best choice. (See ñPregnant Women and Neonatesò in chapter 5.) 

Currently, methadone maintenance, when it is available, is the treatment 

of choice for patients who are pregnant and are opioid addicted.  

11.  Is the patient currently dependen t on or abusing alcohol?  Patients 

with alcohol abuse or dependence, whether continuous or periodic in 

pattern, may be at risk of overdose from the combination of alcohol with 

buprenorphine. Patients with high Ȥrisk or harmful drinking patterns are, 

therefore, less likely to be appropriate candidates for office Ȥbased 

buprenorphine trea tment.  

12.  Is the patient currently dependent on or abusing benzodiazepines, 

barbiturates, or other sedative Ȥhypnotics?  Patients who have 

sedative Ȥhypnotic abuse or dependence, whether continuous or periodic in 

pattern, may be at some risk of overdose and deat h from the combination 

of sedative Ȥhypnotics with buprenorphine.  

13.  What is the patientôs risk for continued opioid use or continued 

problems? Does the patient have a history of multiple previous 

treatments or relapses, or is the patient at high risk for relapse to 

opioid use? Is the patient using other drugs?  Several factors may 

increase a patientôs risk for continued use of opioids or continued 

problems. A patient who is using other (nonopioid) drugs or who has a 



history of multiple previous treatments or relapses may not be an 

appropriate candidate for office Ȥbased buprenorphine treatment. 

Physicians should assess the patientôs understanding of problems and 

relapse triggers, as well as his or her skills in managing cravings and 

controlling impulses to use dr ugs. Multiple previous attempts at 

detoxification whi ch were followed by relapse to opioid use, however, are 

not a contradiction to maintenance with buprenorphine. Rather, such a 

history is a strong indication for maintenance treatment with 

pharmacotherapy.  

14.  Has the patient had prior adverse reactions to bupr enorphine?  

Cases of acute and chronic hypersensitivity to Subutex® have been 

reported both in clinical trials and in the postmarketing experience. The 

most common signs and symptoms include rashes, hives, and pruritus. 

Cases of bronchospasm, angioneurotic edema, and anaphylactic shock 

have been reported. A history of hypersensitivity to buprenorphine is a 

contraindication to Subutex® and Suboxone® use. A history of 

hypersensitivity to naloxone is a contraindication to Suboxone® use. 

(Reckitt Benckiser Healt hcare (UK), Ltd. and Reckitt Benckiser 

Pharmaceuticals, Inc. 2002).  

15.  Is the patient taking other medications that may interact with 

buprenorphine?  Certain medications (e.g., naltrexone) may be 

absolutely contraindicated with buprenorphine treatment (see cha pter 2) 

and must be discontinued or changed before starting buprenorphine. If 

this is not a reasonable clinical alternative, the patient may not be a 

candidate for buprenorphine treatment. Use of other medications, such as 

those metabolized by the cytochro me P450 3A4 system (e.g., azoles, 

macrolide antibiotics, calcium channel blockers, selective serotonin 

reuptake inhibitors [SSRIs]) may need to be closely monitored when used 

concurrently with buprenorphine. (See figure 2 -3.)  



16.  Does the patient have medical problems that are contraindications 

to buprenorphine treatment? Could physical illnesses complicate 

treatment?  A complete history and physical assessment must address 

any medical problems or physical illnesses, and physicians must evaluate 

the impact of th ese conditions on buprenorphine treatment.  

17.  What kind of recovery environment does the patient have? Are the 

patientôs psychosocial circumstances sufficiently stable and 

supportive?  Any threats to the patientôs safety or treatment engagement 

should be addre ssed at the beginning of assessment. Supportive 

relationships and resources will increase the likelihood of successful 

treatment.  

18.  What is the patientôs level of motivation? What stage of change 

characterizes the patient?  Motivation is a dynamic quality tha t can be 

enhanced by treatment providers. Physicians may wish to determine each 

patientôs readiness to change using tools such as the Stages of Change 

Readiness and Treatment Eagerness Scale (SOCRATES) (see appendix G ) 

and to make interventions directed to the patientôs current stage of 

change. Highly motivated individuals are more appropriate candidates for 

office Ȥbased buprenorphine treatment.  

Figure 3 -12 provides a  checklist for ascertaining the appropriateness for buprenorphine 

treatment.  

Figure 3 - 12 Buprenorphine Treatment Checklist   

1.  Does the patient have a diagnosis of opioid dependence?  

2.  Are there current signs of intoxication or withdrawal? Is there a risk for 

severe withdrawal?  

3.  Is the patient interested in buprenorphine treatment?  

4.  Does the patient understand the risks and benefits of buprenorphine 

treatment?  

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A73108


5.  Can the patient be expected to adhere to the treatment plan?  

6.  Is the patient willing and able to follow sa fety procedures?  

7.  Does the patient agree to treatment after a review of the options?  

8.  Can the needed resources for the patient be provided (either on Ȥ or 

offsite)?  

9.  Is the patient psychiatrically stable? Is the patient actively suicidal or 

homicidal; has he o r she recently attempted suicide or homicide? Does the 

patient exhibit emotional, behavioral, or cognitive conditions that 

complicate treatment?  

10.  Is the patient pregnant?  

11.  Is the patient currently dependent on or abusing alcohol?  

12.  Is the patient currently dep endent on benzodiazepines, barbiturates, or 

other sedative Ȥhypnotics?  

13.  What is the patientôs risk for continued use or continued problems? Does 

the patient have a history of multiple previous treatments or relapses, or 

is the patient at high risk for relapse to opioid use? Is the patient using 

other drugs?  

14.  Has the  patient had prior adverse reactions to buprenorphine?  

15.  Is the patient taking other medications that may interact with 

buprenorphine?  

16.  Does the patient have medical problems that are contraindications to 

buprenorphine treatment? Are there physical illnesses that complicate 

treatment?  

17.  What kind of recovery environment does the patient have? Are the 

patientôs psychosocial circumstances sufficiently stable and supportive? 

18.  What is the patientôs level of motivation? What stage of change 

characterizes this patient?  

Patients less likely to be appropriate candidates for office Ȥbased treatment are individuals whose 

circumstances or condi tions include or have previously included those listed in figure 3 -13.  



Figure 3 - 13 Conditions and Circumstances That May Preclude a Pa tient as a Candidate 

for Office ȤBased Buprenorphine Treatment   

 Comorbid dependence on high doses of benzodiazepines or other central 

nervous system depressants (including alcohol)  

 Significant untreated psychiatric comorbidity  

 Active or chronic suicidal or homicidal ideation or attempts  

 Multiple previous treatments for drug abuse with frequent relapses (except 

that multiple previous detoxification episodes with relapse are a strong 

indication for long Ȥterm maintenance treatment)  

 Poor response to previous wel lȤconducted attempts at buprenorphine 

treatment  

 Significant medical complications  

 Conditions that are outside the area of the treating physicianôs expertise 

Cautions and Contraindications for Buprenorphine Treatment  

Several medical conditions and medicatio ns, as well as concurrent abuse of other drugs and 

alcohol, necessitate caution or are relative contraindications to buprenorphine treatment.  

Seizures  

Buprenorphine should be used cautiously in patients who are being treated for seizure disorders. 

When bup renorphine is used concurrently with antiseizure medications (e.g., phenytoin, 

carbamazepine, valproic acid, and others), metabolism of buprenorphine and/or the antiseizure 

medications may be altered. (See figure 2 -3.) In addition, the relative risk of int eraction between 

buprenorphine and sedative Ȥhypnotics (e.g., phenobarbital, clonaz epam) should be kept in mind. 

Monitoring for therapeutic plasma levels of seizure medications should be considered.  

HIV Treatment  



Buprenorphine should be used cautiously in c ombination with HIV antiretroviral medications that 

may inhibit, induce, or be metabolized by the cytochrome P450 3A4 enzyme system. (See figure 

2-3.) Protease inhibitors inhibit cytochrome P450 3A4. Metabolism of buprenorphine and/or the 

antiretroviral me dications may be altered when they are combined. In some cases, therapeutic 

blood levels may need to be monitored. Note that this is a caution, not a contraindication; 

successful treatment of addiction with buprenorphine in HIV Ȥinfected patients has been well 

demonstrated ( Berson et al. 2001 ; Carrieri et al. 2000 ; McCance ȤKatz et al. 2001; Moatti et al. 

2000 ).  

Hepatitis and Impaired Hepatic Function  

Pharmacotherapy with bupren orphine is not contraindicated on the basis of mildly elevated liver 

enzymes; however, elevated liver enzymes should be appropriately evaluated and monitored 

frequently. Viral hepatitis (especially infection with HBV or HCV) is common among individuals 

who  abuse opioids and should be evaluated and treated appropriately.  

Pregnancy  

Buprenorphine is classified by FDA as a Category C agent. Very few studies exist on the use of 

buprenorphine in pregnant women. If a patient is pregnant or is likely to become preg nant 

during the course of treatment with buprenorphine, the physician must consider whether 

buprenorphine is the appropriate treatment and must weigh the risks and benefits of 

buprenorphine treatment against all the risks associated with continued heroin o r other opioid 

use. In the United States, methadone is the standard of care for pregnant women who are 

addicted to opioids. (See ñPregnant Women and Neonatesò in chapter 5.) 

Use of Other Drugs  

Buprenorphine is a treatment for opioid addiction, not for addi ction to other classes of drugs. 

Although the use of other drugs tends to be a predictor of poor adherence, other drug use is not 

an absolute contraindication to buprenorphine treatment. (See below for exceptions.)  
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Patients should be encouraged to abstain from the use of all nonprescribed drugs while receiving 

buprenorphine treatment. However, abuse of or dependence on other drugs (e.g., alcohol, 

cocaine, stimulants, sedative Ȥhypnotics, hallucinogens, inhalants) is common among individuals 

who are addicted to opioids, and such abuse or dependence may interfere with overall treatment 

adherence.  

Patients who use or abuse more than one substance present unique problems and may ne ed 

referral to resources outside the office setting for more intensive treatment. Patients should be 

encouraged to be truthful about their use of all drugs. A recent drug use history and a toxicology 

screen for drugs of abuse are guides to help assess use,  abuse, and dependence on opioids and 

other drugs. Treatment of patients with more than one addiction problem will depend largely on 

the physicianôs level of comfort in treating addiction, the availability of psychosocial support and 

counseling, and the av ailability of other forms of addiction treatment. (See ñPolysubstance 

Abuseò in chapter 5.) 

Sedative ȤHypnotics  

The use of sedative Ȥhypnotics (benzodiazepines, barbiturates, and others) is a rela tive 

contraindication to treatment with buprenorphine because the combination (especially in 

overdose) has been reported to be associated with deaths ( Reynaud et al. 1998 a,b). The 

combination of buprenorphine and se dative Ȥhypnotics may increase depression of the central 

nervous system. If treatment with buprenorphine and sedative Ȥhypnotics is necessary, the doses 

of both medications may need to be lowered.  Physicians must assess for use, intoxication, and 

withdrawal from s edative Ȥhypnotics. Unfortunately, the use of certain benzodiazepines and other 

sedatives may not be detected on routine drug screens. Physicians must determine their 

laboratoryôs specific parameters for detection of sedative Ȥhypnotic use.  

Alcohol  

Because a lcohol is a sedative Ȥhypnotic drug, patients should be advised to abstain from alcohol 

while taking buprenorphine. Rarely are individuals with active, current alcohol dependence 
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appropriat e candidates for office Ȥbased buprenorphine treatment. (It may be po ssible to treat 

such patients through initial, intensive services that effectively detoxify the patient from alcohol 

while concurrently starting buprenorphine [e.g., in an inpatient or res idential setting].)  

Patients may present with withdrawal symptoms fr om other drugs at the same time they are 

experiencing opioid withdrawal symptoms. Buprenorphine will not control seizures caused by 

withdrawal from alcohol or other sedative Ȥhypnotic subst ances. Benzodiazepines and 

barbiturates, the most commonly used pharmacological treatments for seizures caused by 

alcohol or other sedative Ȥhypnotic withdrawal, should be used only with caution in combination 

with buprenorphine because of th e increased ris k of central nervous system and respiratory 

depression from the combination.  

Summary 

Patients who may be good candidates for opioid addiction treatment with buprenorphine are 

those who have an objective diagnosis of opioid addiction, who hav e the appropriate 

understanding of and motivation for buprenorphine treatment, and who do not have medical or 

psychiatric contraindications to this form of treatment. This chapter has provided information on 

the questions, cautions, and contraindications t hat should be considered when determining 

whether a patient is an appropriate candidate for opioid addiction treatment with buprenorphine. 

Chapter 4 describes the next steps in providing treatment with buprenorphine for opioid 

addiction.  

Footnotes  

For addi tional information, see the CSAT publication entitled Classifying Skin Lesions of Injection Drug 

Users: A Method for Corroborating Disease Risk , NCADI Order No. AVD 154, DHHS Publication No. (SMA) 

02Ȥ3753, Printed 2002. Order from: http://store.health.org/ . 
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 TIP 40:   4 Treatment Protocols  

Overview 

OfficeȤbased treatment of opioid addiction has been unavailable in the United State s sin ce the 

early 1900s. Thus, most U.S. physicians today have little or no experience in the management of 

opioid addiction. As a consequence, physicians often treat substance Ȥrelated  disorders (e.g., 

infectious diseases) without having the resources to treat the concurrent substance Ȥuse  disorder 

itself. With the introduction of buprenorphine, office Ȥbased physicians now will have the ability to 

treat both the complications of opioid addiction and opioid addiction itself. (For articles on 

managing opioid Ȥdepend ent patients in the office setting, please see ( Fiellin et al. 2001 ; Fiellin 

and O'Connor 2002 ; O'Connor et al. 1996 , 1998 )  

Physicians who use buprenorphine to treat opioid addiction must consider the entire process of 

treatment, from induction, through stabilization, and then maintenance. At each stage of the 

process, many different factors must be cons idered if the physician is to provide comprehensive 

and maximally effective opioid addiction care. Physicians should conduct a comprehensive 

assessment to understand the nature of an individualôs addiction problem, especially with regard 

to the primary typ e of opioid abused. Before initiating buprenorphine treatment, physicians 

should obtain a signed release of information (see Title 42, Part 2 of the Code of Federal 

Regulations [42 C.F.R. Part 2]) from patients who are currently enrolled in Opioid Treatmen t 

Programs (OTPs) or other programs (42 C.F.R. Part 2 2001). (See ñConfidentiality and Privacyò 

in chapter 6.) This chapter provides detailed protocols on the use of buprenorphine for the 

treatment of opioid addiction. The chapter begins with a discussion of some general issues 

regarding treatment with buprenorphine.  

Buprenorphine Monotherapy and Combination 

Buprenorphine/Naloxone Treatment  

The consensus panel recommends that the buprenorphine/naloxone combination be used for 

induction treatment (and for st abilization and maintenance) for most patients. However, 
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pregnant women who are determined to be appropriate candidates for buprenorphine treatment 

should be inducted and maintained on buprenorphine monotherapy. In addition, patients who 

desire to change f rom long Ȥacting opioids (e.g., methadone, levo ȤalphaȤacetyl Ȥmethadol [LAAM]) 

to buprenorphine should be inducted using buprenorphine monotherapy. *  If the  buprenorphine 

monotherapy formulation is elected for induction treatment, it is recommended that patients who 

are not pregnant be switched to the buprenorphine/naloxone combination form as early in 

treatment as possible to minimize the possibility of dive rsion of Subutex® to abuse via the 

injection route. When the buprenorphine monotherapy formulation is used for induction, it is 

recommended that it be used for no more than 2 days before switching to the 

buprenorphine/naloxone combination formulation (for patients who are not pregnant). If 

buprenorphine alone is to be used for extended periods, the number of doses to be prescribed 

should be limited, and the use of the monotherapy formulation should be justified in the medical 

record.  

Although controlled tri als have not compared buprenorphine monotherapy to the 

buprenorphine/naloxone combination for induction, clinical experience in office Ȥbased trials 

conducted by the National Institute on Drug Abuse (NIDA) has demonstrated that physicians 

were comforta ble starting patients on either the monotherapy formulation or the combination 

formulation and did not report adverse events when patients began directly on combination 

treatment. Physicians will need to find their own comfort level with the induction protocols, but 

the consensus panel sees no contraindication to the use of the buprenorphine/naloxone 

combination in the initiation of buprenorp hine treatment, except as noted above.  

Opioid Withdrawal Syndrome With Buprenorphine Induction  

Because buprenorphine (and particularly buprenorphine/naloxone) can precipitate an opioid 

withdrawal syndrome if administered to a patient who is opioid dependen t and whose receptors 

are currently occupied by opioids, a patient should no longer be intoxicated or have any residual 

opioid effect from his or her last dose of opioid before receiving a first dose of buprenorphine.  
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Due to this required abstinence before  initiating buprenorphine treatment, it is likely that 

patients will feel that they are experiencing the early stages of withdrawal when they present for 

buprenorphine induction treatment, unless they are on maintenance treatment with a long Ȥacting 

opioid agonist (e.g., methadone). If a patient has early symptoms of withdrawal, then the opioid 

receptors are unlikely to b e occupied fully; precipitated withdrawal from administration of 

buprenorphine will be avoided, and the efficacy of buprenor phine in alleviating withdrawal 

symptoms can be assessed more easily.  

Withdrawal symptoms can occur if either too much or too little buprenorphine is administered 

(i.e., spontaneous withdrawal  if too little buprenorphine is given, precipitated withdrawal  if 

buprenorphine is administered while the opioid receptors are occupied to a high degree by an 

opioid agonist). Therefore, physicians must be careful when timing initiation of buprenorphine 

induction. Each patientôs history and concerns must be considered carefully, and patient 

counseling about potential side effects from buprenorphine overdosing (especially in combination 

with benzodiazepines) or underdosing (e.g., a reemergence of opioid craving) must be 

emphasized. Before undertaking buprenorphine treatm ent of opioid addiction, physicians should 

be familiar with the signs, symptoms, and time course of the opioid withdrawal syndrome. (See 

figure 3 -7.)  

Method of Administration  

Buprenorphine sublingual tablets should be placed under the tongue until they are  dissolved. For 

doses requiring the use of more than two tablets, patients should either place all the tablets at 

once or alternatively, if they cannot fit in more than two tablets comfortably, place two tablets at 

a time under the tongue. Either way, the tablets should be held under the tongue until they 

dissolve; swallowing the tablets reduces the bioavailability of the drug. To ensure consistency in 

bioavailability, patients should follow the same manner of dosing with continued use of the 

medication. Di ssolution rates vary, but, on average, the sublingual tablets should dissolve in 

approximately 5 ï10 minutes.  

Treatment Approach 



There are two general approaches to the medication Ȥassisted treatment of opioid addiction: (1) 

opioid maintenance treatment, and  (2) medically supervised withdrawal (detoxification) with 

either opioid (e.g., methadone) or nonopioid (e.g., clonidine) medication s. Because 

opioid Ȥassisted maintenance and medically supervised withdrawal treatments have not been 

available outside the OT P setting, many patients may not be aware that these forms of 

treatment are now available in new clinical settings. Thus, a discussi on with patients of all 

available treatment options is essential.  

For many patients, it may be inappropriate to decide arbit rarily on the length of treatment at 

initial evaluation. It is more likely that patients will need to be started in treatment within a 

flexible timeframe that responds to the progress and needs of the patient. For example, in one 

report of rapid Ȥterm opioid detoxification using buprenorphine, it was noted that 25 percent of 

patients initially requesting detoxification subsequently swit ched to maintenance treatment 

within the 10 Ȥday study ( Vignau 1998 ). Thus, as treatment progresses, it may become a more 

appropriate time to assess the duration of various aspects of treatment, including medications, 

counseling therapies, and self Ȥhelp groups. There fore, it is important to assess initially, and to 

reassess periodically, a patientôs motivation for treatment, as well as his or her willingness to 

engage in appropriate counseling and/or a structured rehabilitation program. (See ñAssessmentò 

in chapter 3. )  

Maintenance Treatment With Buprenorphine  

The three phases of maintenance treatment with buprenorphine for opioid addiction are (1) 

induction, (2) stabilization, and (3) maintenance. The following sections describe these phases.  

Induction Phase 

Buprenorph ine induction (usual duration approximately 1 week), the first phase of treatment, 

involves helping a patient begin the process of switching from the opioids of abuse to 

buprenorphine. The goal of the induction phase is to find the minimum dose of buprenor phine at 

which the patient discontinues or markedly diminishes use of other opioids and experiences no 
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withdrawal symptoms, minimal or no side effects, and no uncontrollable cravings for drugs of 

abuse. The physician should assess for signs and symptoms of  withdrawal or inadequate dosing 

during induction. Patients should be advised to avoid driving or operating other machinery until 

they are familiar with the effects of buprenorphine and their dose is stabilized. Induction 

protocols differ, depending on the  type of opioid to which the patient is addicted (e.g., short Ȥ or 

longȤacting) and whether  or not the patient is in active withdrawal at the time of induction.  

The consensus panel recommends that physicians administer initial induction doses as observed 

treatment (e.g., in the office); further doses may be provided via prescription thereafter. This 

ensures that the amount of buprenorphine located in the physicianôs office is kept to a minimum. 

Following the initial buprenorphine dose, patients should be observed in the physicianôs office for 

up to 2 hours. For patien ts who do not experience excessive opioid agonist symptoms after the 

initial dose, induction protocols can be followed as described below.  

Induction Days 1 and 2: Who Is the Patient and What Does He or She 

Need?  

 

 

 

 

Figure 4 -1. Induction Days 1 ï2  
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   Figure 4 - 1. Inducti on Days 1 ï2  

It is important to identify the opioid(s) that patients have been using, as the response to 

buprenorphine treatment in individuals dependent on long Ȥacting opioids is different than that 

seen with short Ȥacting opioids and, therefore, the appropriate induction protocol must be chosen. 



Most patients starting buprenorphine induction will b e physically dependent on a short Ȥacting 

opioid (e.g., heroin, oxy codone, hydrocodone) and should be in the early stages of withdrawal at 

the time they receive their first dose of buprenorphine. (See figu re 4 -1

 and 

appendix B .)  
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Patients Dependent on Short ȤActing Opioids  

Before the initial buprenorphine induction dose is administered to a patient dependent on 

short Ȥacting opioids, a minimum of 12 ï24 hours should have elapsed since the last use of 

opioids. The patient should preferably be exhibiting early si gns of opioid withdrawal (e.g., 

sweating, yawnin g, rhinorrhea, lacrimation). (See figure 3 -7.) Patients who are not in active 

withdrawal because they have not abstained from using opioids for a sufficient period should 

receive a careful explanation of the advantages of waiting and should be urged to wait until they 

begin to experience the symptoms of withdrawal.  

Patients who are experiencing objective signs of opioid withdrawal and whose last use of a 

short Ȥacting opioid was more than 12 ï24 hours prior to the initiation of induction can receive a 

first d ose of 4/1 ï8/2 mg of the buprenorphine/naloxone combination (buprenorphine 

monotherapy for pregnant women). (See figure 4 -1
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.) If the 

initial dose of the buprenorphine/naloxone combination is 4/1 mg and opioid withdrawal 

symptoms subside but then return (or are still present) after 2 hours, a second dose of 4/1 mg 

can be administered. The total amount of buprenorphine administered in the first day should not 

exceed 8 mg.  



Patients Dependent on Long ȤActing Opioids  

Induction onto buprenorphine from long Ȥacting opioids (e.g., methadone, LAAM) may be 

complicated and is best managed by physicians experienced with this procedure. If this 

treatment will be conducted in an office Ȥbased setting, the physicia nôs office must contact the 

patientôs OTP (after receiving signed consent) to determine the methadone or LAAM dosage 

levels and time of last dose. Such contact will ensure that the physician knows the exact quantity 

and time of the last methadone or LAAM d ose, as well as prevent patients from receiving opioid 

agonist treatment (OAT) and office Ȥbased buprenorphine tre atment simultaneously. To allow this 

exchange of addiction treatment information per Federal confidentiality regulation 42 C.F.R. Part 

2 (see ñConfidentiality and Privacyò in chapter 6), the patient must provide signed consent to 

both the OTP and the buprenorphine Ȥtreating physician.  

For patients taking methadone, the methadone dose should be tapered to 30 mg or less per day 

for a minimum of 1 week before initiating buprenorphine induction treatment. Patients should 

not receive bupre norphine until at least 24 hours after the last dose of methadone. The first dose 

of buprenorphine should be 2 mg of the monotherapy formulation. (See figure 4 -1
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.) If a 

patient develops signs or symptoms of withdrawal after the first dose, a second dose of 2 mg 

should be administered and repeated, if necessary, to a maximum of 8 mg buprenorphine on 

Day 1.  



It should be noted that not all p atients maintained on methadone may be good candidates for 

the switch to buprenorphine treatment at a methadone dose of 30 mg/day. As a methadone 

taper approaches 30 mg/day many patients become uncomfortable, develop withdrawal 

symptoms, and are at increas ed risk of relapse to opioid abuse. Such patients may request the 

transfer to buprenorphine at higher daily doses of methadone. The decision to transfer a patient 

to buprenorphine at higher daily methadone doses should be based on clinician judgment, 

infor med by the patientôs subjective and objective findings. While there have been case reports 

of transferring patients to buprenorphine from methadone doses as high as 80 mg/day, there is 

insufficient data to formulate recommendations regarding which patients  may be able to tolerate 

a switch at these higher doses or the best way to manage the transfer.  

No clinical experience with inducting patients from LAAM to buprenorphine is documented. 

However, extrapolating from consensus panel membersô experience with such patients, the panel 

recommends that the dose of LAAM be tapered down to 40 mg or less per 48 Ȥhour dose, and 

buprenorphine induction should not be undertaken until at least 48 hours after the last dose of 

LAAM. Induction should then proceed in the same m anner and at the same dosage levels as 

recommended for methadone patients.  

Induction Management When Withdrawal Symptoms Are Not Relieved 

by 8 mg Buprenorphine in the First 24 Hours  

If withdrawal symptoms are still not relieved after a total of 8 mg of bup renorphine on Day 1, 

symptomatic relief with nonopioid medications should be provided and the patient asked to 

return the following day for dose management. (See ñInduction Day 2 and Forwardò below.) 

Patients Not Physically Dependent on Opioids  

Patients wh o are not physically dependent on opioids but who have a known history of opioid 

addiction, have failed other treatment modalities, and have a demonstrated need to cease the 

use of opioids, may be candidates for buprenorphine treatment. Patients in this ca tegory will be 

the exception rather than the rule, however. Other patients in this category would be those 



recently released from a controlled environment who have a known history of opioid addiction 

and a high potential for relapse.  

Patients who are not p hysically dependent on opioids should receive the lowest possible dose 

(2/0.5 mg) of buprenorphine/naloxone for induction treatment.  

Induction Day 2 and Forward  

If buprenorphine monotherapy was administered on Day 1, switch to buprenorphine/naloxone on 

Day  2 (for a patient who is not pregnant).  

 

 

 

 

Figure 4 -2. Induction Day 2 Forward  
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   Figure 4 - 2. Induction Day 2 Forward   

Patients who return on Day 2 experiencing withdrawal symptoms should 

receive an initial dose of buprenorphine/naloxone equivalent to the total 

amount  of buprenorphine/naloxone (or buprenorphine) administered on Day 1 



plus an additional 4/1 mg (maximum initial dose of 12/3 mg). If withdrawal 

symptoms are still present 2 hours after the dose, an additional 4/1 mg dose 

can be administered. The total dose on Day 2 should not exceed 16/4 mg. 

Continue dose increases on subsequent days according to the induction 

schedule shown in figure 4 -2 up to a maximum of  32/8 mg per day.  

If patients have problems adjusting to buprenorphine (e.g., experience 

withdrawal symptoms or continue to feel compelled to use illicit drugs), the 

dose may need to be increased more rapidly, or to a higher maintenance dose 

level, and pat ients may need intensive psychosocial treatments to help them 

cease illicit use. Patients who continue to take illicit opioids should be warned 

strongly of the dangers of continuing to do so. Physicians also should verify 

that patients are taking the medic ation correctly and should assess the timing 

of doses in relation to last opioid use, amount of time the medication is allowed 

to dissolve under the tongue, and dose taken. If a dose of buprenorphine 

makes a patient feel worse, it is likely that the medica tion is causing 

precipitated withdrawal. In this situation, the physician should help the patient 

to decrease the use of the illicit opioid while gradually increasing the dose of 

buprenorphine. Toxicology testing for drugs of abuse may be helpful in 

determ ining adequacy of clinical response.  

For patients who do not experience any difficulties with the first day of buprenorphine dosing, 

and who are not experiencing withdrawal symptoms on Day 2, the induction schedule shown in 
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figure 4 -2  

can be followed. The daily buprenorphine/naloxone dose is established as equivalent to the total 

amount of buprenorphine/naloxone (or buprenorphine) that was  administered on Day 1. Doses 

may be subsequently increased in 2/0.5 to 4/1 mg increments each day, if needed for 

symptomatic relief, with a target dose of 12/3 to 16/4 mg per day to be achieved within the first 
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week, unless side effects occur. If side eff ects occur, the dose of buprenorphine should be 

maintained or lowered until these side effects disappear.  

Stabilization Phase 

 

 

 

 

Figure 4 -3. Stabilization Phase  
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   Figure 4 - 3. Stabilization Phase   

Dosage adjustments may be necessary during early stabilization, and fr equent 

contact with patients increases the likelihood of compliance. Until full 

stabilization is achieved, weekly assessments of patients may be indicated to 

make necessary dosage adjustments. With stabilization goals in mind, doses of 

buprenorphine/naloxo ne may be increased in 2/0.5 ï4/1 mg increments per 

week until stabilization is achieved. Nearly all patients will stabilize on daily 

doses of 16/4 ï24/6 mg; some, however, may require up to 32/8 mg daily.  

Some patients may prefer or may respond better to le ssȤthan Ȥdaily dosing 

regimens of buprenorphine. It is possible that less Ȥthan Ȥdaily dosing will most 

likely be advantageous in an OTP or other directly observed dose setting, where 

daily visits might otherwise be required. A variety of studies have sh own t he 

efficacy of alternate Ȥday or thrice Ȥweekly buprenorphine administration ( Amass 

et al. 2000 ; Bickel et al. 1999 ; Perez de los Cobos et al. 2000 ; Petry et al. 

1999 ). The typical method of determining the dose for less Ȥthan Ȥdaily dosing 

regimens was to double (for alternate Ȥday dosing) or triple (for every Ȥthird Ȥday 

dosing) the stable daily dose for the patient. Although all regimens were 

determined to be safe and, in most cases, effective, several authors noted that 

some subjects were more likely to have urine samples positive for opioids on 

the less Ȥthan Ȥdaily dosing regime ns. During induction and early stabilization 

daily dosing is recommended.  

If a patient continues to use illicit opioids despite the maximal treatmen t 

available in the physicianôs clinical setting, the physician should consider 

referral to a more intensive therapeutic environment.  

The induction phase is completed and the stabilization phase (usual duration approximately 1 to 

2 months) is begun when the  patient is experiencing no withdrawal symptoms, is experiencing 

minimal or no side effects, and no longer has uncontrollable cravings for opioid agonists. (See 

http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=hssamhsatip&part=A72689#A72693
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