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Buprenorphine

• Developed through a Cooperative Research & Development Agreement
(CRADA) with Reckitt-Benckiser Pharmaceuticals, Inc.

• Partial agonist that functions on the same brain receptors as morphine –
but does not produce the same high, dependence, or withdrawal 
syndrome

• Prevents morphine form binding to opiate receptors, thus blocking its 
pleasurable effects

• Blocks withdrawal discomfort by 
keeping the receptors occupied

• Is long-lasting, less likely to cause 
respiratory depression, well tolerated 
by addicts and, when combined with 
naloxone, has  reduced diversion 
potential



Research on Buprenorphine Has  Exploded



What Have We Learned?
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Buprenorphine-Naloxone Increases Patient 
Retention, Compared To Clonidine

Source: Ling, et al. Addiction. 2005 Aug; 100(8), 1090-1100

In a recent study, 
about 80% of 
those receiving 
buprenorphine 
continued in 
further treatment, 
compared to 30% 
receiving 
clonidine.
Cite: Brigham et al., 
JSAT, 2007



Have We Learned Anything New?



Buprenorphine/Naloxone-Facilitated Rehabilitation 
for Heroin Addicted Adolescents/Young Adults
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HIV Patients Benefit From 
Buprenorphine/Naloxone

Treatment
• 16 HIV-positive, opioid-

dependent patients rcd
bup/naloxone for 12 wks

Sullivan et al, CID 2006L43 (suppl 4) S184-190.

Positive urine tests declined 
from 100% at baseline to 16% 
in month 3

CD4 lymphocyte counts remained stable

• 81% of the patients 
completed the 12 
weeks of treatment



• Like methadone, buprenorphine concentration is significantly reduced when 
administered with the nonnucleoside reverse-transcriptase inhibitor efavirenz

• Unlike methadone, no opioid withdrawal syndrome observed in volunteers 
receiving buprenorphine/naloxone maintenance with efavirenz

• Findings from studies with the nucleoside reverse-transcriptase inhibitor 
zidovudine, with nonnucleoside reverse-transcriptase inhibitor delavirdine, 
and with protease inhibitors (nelfinavir, lopinavir/ritonavir and ritonavir) 
indicate that pharmacokinetic interactions occur, resulting in altered 
buprenorphine exposure; pharmacodynamically, however, these have not 
been of clinical significance

• Antiretroviral medication concentrations not significantly affected by 
buprenorphine/naloxone

• Over sedation and probable opioid excess was found in a case study with 
patients receiving buprenorphine/naloxone and ritonavir

Buprenorphine Interactions with 
Antiretroviral Medications

Bruce et al, Clinical Infectious Diseases 2006;43:S216-23



Interaction Between Buprenorphine and 
Atazanavir or Atazanavir/Ritonavir

• Buprenorphine treatment did not significantly alter 
atazanavir or ritonavir concentrations

• Buprenorphine dose should be monitored as atazanavir/ 
ritonavir may increase buprenorphine metabolite 
concentrations

• Increased sedation may occur with atazanavir/ritonavir

McCance-Katz, et al, Drug and Alcohol Dependence (2007), doi:10.1016/jdrugalcdep.2007.06.007



Buprenorphine appears to be safe and effective 
in individuals with acute Hepatitis C

• Previous studies have raised concerns about 
hepatotoxicity by BUP, particularly among those 
with Hepatitis C

• Most of these studies had mitigating factors 
(consuming alcohol, other psychoactive meds)

• In one case study, four opioid dependent patients 
with acute Hepatitis C tolerated BUP treatment and 
had improved liver transaminases during their 
treatment

Bruce et al, American Journal of Drug and Alcohol Abuse, 33:869-874, 2007.



National Drug Abuse Treatment 
Clinical Trials Network (CTN)

Starting Treatment with Agonist Replacement Therapies - START

Study Lead  - Drs. A. Saxon,  W.Ling at al.                                Participating Site CTN-0027



Design

A randomized, open-label, parallel-group, 
multicenter study, Phase 4 study to compare 
changes in liver enzymes related to treatment with 
BUP/NX to changes in liver enzymes related to 
treatment with MET



Main Aims

Compare changes in liver enzymes related to treatment with 
BUP/NX to changes related to MET over 24 week maintenance 
period of 600 opioid dependent pts. 

Identify risk factors at baseline and during treatment that could 
contribute to interactions with BUP/NX or MET causing liver 
dysfunction

Assess abstinence from illicit substances and alcohol



Ancillary Genetics Study

• To study the frequency of gene variants that 
have primarily been associated  with 
addiction.

• To examine the relationship between 
treatment drug plasma concentrations and 
gene variants associated with drug disposition 
and transport.



National Drug Abuse Treatment 
Clinical Trials Network (CTN)

Prescription Opioid Addiction Treatment Study 

Study Lead – Drs. R. Weiss, W. Ling at al.                        Participating Site                                                       CTN-0030



Rationale
• Prescription opioid dependence is a growing 

problem, esp. in some areas of U.S.

• Population consists of a continuum, from legitimate 
pain pts to street/Internet buyers.

• TAU varies widely from brief detox to maintenance, 
with associated wide ranging psychosocial 
interventions.

• This is the first national scale study that evaluates a 
treatment for addiction to prescription painkillers.



Main Questions

• Office-based opioid treatment model vs. Drug abuse treatment 
program model

• What is the optimal length of BUP/NX treatment for this 
population: 1 month? 3 months? Maintenance? And for whom?

Do chronic pain patients do better or worse?

Do patients who have ever used heroin do worse?



In 2006, An Estimated
22.6 Million Americans

Were Dependent On or Abused
Any Illicit Drugs or Alcohol

But…Only 4 Million  (17.7%)  
of These Individuals

Had Received Some Type of
Treatment In the Past Year 
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As we strengthen our knowledge on treatment of 
addiction it becomes increasing urgent to…

expand our research on strategies to optimize their 
translation into clinical practice and the community 
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Our Strategy Involves BLENDINGOur Strategy Involves BLENDING
andandRESEARCHRESEARCH PRACTICEPRACTICE

Bringing User-friendly Science-Based 
Technologies 

Into Ongoing Community Practice
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Research Utilization  Research Utilization  

An Example with Adoption of BuprenorphineAn Example with Adoption of Buprenorphine

Source: Roman et al Presented 2006Source: Roman et al Presented 2006



NIDA & SAMHSA have partnered 
to conduct and disseminate 

research findings for application in 
the community



NATIONAL INSTITUTE
ON DRUG ABUSE

NIDA U.S. Department of Health
& Human Services

SAMHSA
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Advancing the Science of Addiction
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Partnerships Are Essential In
Advancing the Science of Addiction

and in Translating Promising
Strategies into Practice



Puerto Rico ATTC
Puerto Rico

As of  February 20, 2007

National Drug Abuse Treatment Clinical Trials Network

CTNCTN SitesSites



Puerto Rico ATTC
Puerto Rico

Addiction Technology Transfer Centers
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Buprenorphine 
Treatment:      
A Training for 
Multidisciplinary 
Addiction 
Professionals

Treatment 
Planning: 
MATRS: 
Utilizing the 
Addiction 
Severity Index 
(ASI) to Make 
Required Data 
Collection 
Useful

Short-Term 
Opioid 
Withdrawal 
Using 
Buprenorphine

Second Component: NIDA-SAMHSA Blending TeamsSecond Component: NIDA-SAMHSA Blending Teams

Motivational 
Interviewing 
Assessment: 
Supervisory  
Tools for 
Enhancing 
Proficiency 
(MIA-STEP)

Promoting 
Awareness 
of 
Motivational 
Incentives  
(PAMI)

Promoting Awareness of 
Motivational Incentives (PAMI)



Buprenorphine Treatment: A Training for 
Multidisciplinary Addiction Professionals –

Available Training Materials

• 6-hour classroom training program providing 
an overview of buprenorphine treatment

• Self-paced CD-ROM awareness course on 
buprenorphine treatment

• Annotated bibliography 

• Research articles

• Brochure



Short-Term Opioid Withdrawal Using 
Buprenorphine: 

Available Training Materials

• 4-hour classroom training providing 
step-by-step instructions on using 
buprenorphine for opioid dependent 
patients

• PowerPoint slides and CD

• Brochure

• Resources and bibliography



NIDA is Reaching Out to the Criminal 
Justice Community

The Primary goal is to stop the vicious cycle 
of drug abuse and criminal involvement



NIDA released  
Publication as 

Part of Its 
Criminal Justice 

Initiative



Buprenorphine for Prisoners
Timothy W. Kinlock, Friends Research Institute

R01DA021579

Will examine:

• Effectiveness of buprenorphine administration to previously-
addicted male and female inmates

• Effect of post-release treatment setting [opioid treatment 
program (OTP) vs. a community health center (CHC)]

• Outcome measures include: treatment entry and retention in the 
community, heroin use, cocaine use, HIV infection, HIV-risk 
behaviors, criminal activity, and employment



Buprenorphine: Where We Are Going Next

• We will continue to test the safety and efficacy of 
buprenorphine in other affected populations, including  
pregnant women, adolescents, and patients addicted to opiate 
analgesics.

• Working with SAMHSA’s Addiction Technology Transfer 
Centers (ATTCs), State Directors, and other stakeholders, we 
are continuing to disseminate research information about 
buprenorphine to more proactively address the urgent needs 
of drug addiction.

• We are striving to increase the use of this and other addiction 
medications in different settings and locales, including in the 
U.S. criminal justice system and in countries where injection 
drug use is still a primary mode of HIV transmission.
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