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Objectives for the Training

w Define theprevalenceandtreatment admission
rates of prescription opioid dependence In the
United States
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w Describe thanechanism of actioof
buprenorphinenaloxone

w Review theaesultsof a clinical trial that examined
the use of buprenorphin@aloxone to treat
prescription opioid dependent adults

w Describe themplicationsof these findings for the
treatment of prescription opioid dependence




Background, Rationale, and
Introduction of Key Terms and Issues




The Prescription Drug Epidemic Is
Unique iIn Some Ways

A

A Prescription drugs aneot inherently bad

A When used appropriately, they asafeand &
necessary

A Threat comes fronmabuseanddiversion

A Just because prescription drugs are legal anc
are prescribed by an MD, they anet
necessarily safer than illicit substances

[

SOURCE: ATTC National Office, CONNECT to Fight Prescription Drug Abuse.



Prescription Drugs are
Easy to Obtain

e (e

A Easily obtainablé&om family, friends, and
health care professionalsloctors, dentists=—
pharmacists)

A Medicine cabinetsre likely source
A Pill mills andstorefront pain clinics

A Internet ¢ online pharmacies
I Credit card number + access to computer
I No prescription necessary
I No/incomplete identity verification

SOURCE: ATTC National Office, CONNECT to Fight Prescription Drug Abuse.
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Sources Where Pain Relievers were Obtaine
Past Year NoWledical Users Aged 12 or Older: 2

LRI

B Friend/Relative for Free

O Bought from Friend/Relative
@ Took from Friend/Relative

B Prescription from One Doctd
B From Drug Dealer or Strange
B From Internet

O Other/unknown

0.4%

e ———
e

SOURCE: SAMHSA, NSDUH, 2010 results.



Epidemiology of
Prescription Opioid Dependence

M




Past Month lllicit Drug Use among Perso
Aged 12 or Older: U.S., 2010

[llicit Drugs 22.6

M

Marijuana
Psychotherapeutics
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Hallucinogens
Inhalants [ 0.7

Heroin 0.2
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SOURCE: SAMHSA, OAS, NSDUH, 2010 results.
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Percentage of U.S. Population with Past Month I\IE
Medical Use of Prescription Medications, by Typ
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Lifetime NorVledical Use of Prescription Palf=
Relievers among Individuals Aged 12 or OIE_

Drug 2005 2010 % Change| &
Darvocet/Darvon 7.9% 7.0% 0.9% |
Percocet/Percodan 4.5% 5.4% +0.9% —
Vicodin/Lortab 7.2% 8.9% +1.7%

Codeine 2.6% 2. 7% +0.1%
Hydrocodone 2.9% 4.0% +1.1%
OxyContin 1.4% 2.4% +1.0%
Morphine 1.0% 1.2% +0.2%

—

Prevalence and Patterns of Nonmedical UsédofyContirand Other PairRelievers,age4?2 or older.

SOURCE: SAMHSA, OAS, NSDUH, 2010 results.



New No+Medical Users of
Prescription Pain Relievers

wIn 2010¢ 2.0 milllonnew nonmedical users

LR (A

w Approximately5,500new userger day

w Among persons aged 12 to 49, average age at
first use wa21.0 yeardor pain relievers

w 17.6% of new lllicit drug Initiates reported pain
relievers as first drug used

[

SOURCE: SAMHSA, OAS, NSDUH, 2010 results.



Treatment Admissions for Primary Hero

and Prescription Medication Abuse:
U.S., 1992009
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Previous Research on the Treatmen
of Opioid Dependence




Dependence on Heroin vs.
Prescription Opioids

A

A We cant assume that patients with prescription
opioid dependence (POD) will have the same course
of illness and/or response to treatment as those
dependent on heroin

A Moore et al. (2007): POD patients more likely to:
I Earn more income
I Be hepatitis €hegative
I Complete treatment
I Have a higher % of opicriegative urines

SOURCE: Moore et al. (2007).



Previous Research on
Treatment of Opioid Dependence

A Most studies examine heroin addicts receiving
methadone maintenance treatment; favor
maintenance pharmacotherapy and more counseling

A Findings frontounseling researcin methadone
treatment programs may not generalize to office
pased buprenorphine treatment

A Findings regardinigngth of pharmacotherapyor
neroin addiction may not generalize to prescription
opioid addiction

11 Y

SOURCES: Amato et al. (2088)tellanet al. (1993)Sigmon(2006);Mendelsonet al. (2008).



Previous Research on Counseling wi
Buprenorphine Treatment

A Most studies have focused on primarily heroin
dependent populations

A Fiellin et al. (2006)Examined optimal intensity of *©
counseling for patients receiving offib@ased
buprenorphinemaintenancetreatment.

I Only 17% of study participants dependent on
prescription opioids

I 20-minute vs. 4&Bminute weekly counseling
session

i No difference in outcomes between counselini

(a1

groups



The Medication

Buprenorphine/\Naloxone




Buprenorphine

w Partial Opioid Agonist
¢ Has effects ofypical opioid agonists at lowe&loses
¢ Produces @&eiling effect at highedoses
¢ Binds to opioid receptors andlsng-acting

w Safe and effectiveherapy for opioid maintenance and
detoxification in adults

w Slow to dissociate from receptose effects last even if
one daily dose Is missed.

w FDA approvefbr use with opioid dependent persons
agedl6and older
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Formulations of Buprenorphine

w Buprenorphine is currently marketed for opioid
treatment under the trade names:

)) @ <

Subute® Suboxoné& Suboxo'ﬁ'@SuinnguaI Film
(buprenorphine) (buprenorphine/naloxone) (buprenorphine/naloxone)

w Over 25 years of research

w Over 5,000 individuals received medication during clinical
trials —

w Proven safe and effective for the treatment of opioid &
addiction




Buprenorphine:
A ScienceBased Treatment

e (e

Clinical trials with opioid dependent adults have
established the effectiveness of buprenorphine for tht
treatment of heroin addiction. Effectiveness of
buprenorphine has been compared to:

(DplacebQJohnson et al., 1995; Kakko et al., 2003; Ling et al., 1998)

(DM eth adone(Fischer et al., 1999; Johnson, Jaffee, & Fudula, 1992; Ling et al., 1996;
Schottenfield et al., 1997; Strain et al., 1994)

wMethadone and LAAM (levalphaacetylmethadol)

(Johnson et al., 2000)




Buprenorphine Research Outcomes

w Buprenorphine is as effective asderate dose®sf

meth adone(Fischer et al., 1999; Johnson, Jaffee, &Fudula, 1992; Ling et al., 1996;
Schottenfield et al., 1997; Strain et al., 1994).
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w Buprenorphine is as effective asderate doses of
LAAM(Johnson et al., 2000).

w Buprenorphine's partial agonist effects make it
mildly reinforcing encouraging medication
complianc@ting etar. 1999).

w After a year of buprenorphine plus counseli@%o
of patients retained in treatment compared @%oin
a placebeplus-counseling conditioikakko et al., 2003).




Why did they make two formulations?

Buprenorphine/
Naloxone

M

)9

Buprenorphine




Advantages of Buprenorphine/Naloxo

V.

L

w Discourages IV use

w Diminishes diversion




What is the Ratio of Buprenorphine to E
Naloxone in the Combination Tablet? ==

a4:l ratio

I Each 8 mg tablet contains 2 mg of naloxone

I Each 2 mg tablet contains 0.5 mg of naloxone
w Ratio was deemed optimal in clinical studies

I Preserves buprenorphinetherapeuticeffects when
taken as intended sublingually

I Sufficientdysphoric effects occur if injectday
physically dependent persons to discourage abuse

w Each tablet contains buprenorphine and naloxone ia——




Areas of Potential Concern about
Using Buprenorphine

w Generalphilosophical oppositioo medicationr
assisted substance abuse treatment

w Denial of severityf addiction by patient and family
w Diversionpotential

w Compliance, side effects, drug interactions, storage,
andother safety issues

w Cost

w Appropriatedosing, duration, and taper




Use of Buprenorphine:
Studies on CodEffectiveness

w Medication costs are only one factor. Costs of
providing treatment also includeosts associated
with clinic visits, staff timgetc. These costs are
greater for methadone.

w A costeffective comparison of buprenorphine
versus methadone for opioid dependenioeth
demonstrated increases in herefree days.

w There Ixno statistically significant difference
between the coseffectivenesdor buprenorphine
and methadone due to difference in the way that
the treatment Is provided.

SOURCE: Doran et al. (2003).

LR (A

[




Use of Buprenorphine:
Studies on CodgEffectiveness

w Treatment with buprenorphinaaloxone was
associated with aeduction in opioid utilization and =

cost In the first year of follovap «aur emcqueen, 2008)

w Systematic review found good studies supporting
buprenorphine as aosteffective approach to opioid

treatment oran, 200s).




Prescription Opioid Addiction
Treatment Study

The NIDA CTN Clinical Tral

REFERENCES:

Weiss, et al. (2011). Adjunctive counseling during brief and extended buprenonpdlioeone treatment for
prescription opioid dependence: Apghase randomized controlled trighrchives of General Psychiatry,
68(12), 123846.




The Context of the Study

—
| —
| —

A While opioids have been used for decades to treat
chronic painserious concerns about prescription &
opioid abuse have increased In recent years —

A Most treatment studies of opioid
dependent populations have heretofore focused
either exclusively or predominantly on heroin
users

A Clinical research over the last 10 years has
established sublingual buprenorphine/naloxone as
a safe and effective pharmacotherapy for opioid
dependence




The Prescription Opioid Addiction
Treatment Study (POATS)

Largest study ever conducted for prescription
opioid dependencet 653 participants enrolled

Compared treatments for prescription opioid
dependence, using buprenorphimaloxone and
counseling

Conducted as part of NIDA Clinical Trials Network
(CTN) at 10 participating sites across U.S.

Examined detoxification as initial treatment
strategy, and for those who were unsuccessful, -
how well buprenorphine stabilization worked
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