Therapeutic Class Review™™
Acamprosate calcium (Campral®) Delayed-Release Tablets

July 2006 Update

Product for Review: Dossier Provided by Manufacturer: yes
Acamprosate (Campral®) [Forest] Quality of Dossier: 3

1 - Low quality (dossier w/missing components)

2 - Medium quality (all components, except
pharmacoeconomic model

3 - High quality (all components, well done)

Available Therapeutic Alternatives:

Preferred/Formulary Non-Preferred/Non-Formulary
Disulfiram (Antabuse®) [Wyeth] Acamprosate (Campral®) [Forest]
Naltrexone (ReVia®) (generic)

Reason for Review:

e An updated review of acamprosate (Campral) reporting on the results of a recently published,
government funded trial [COMBINE] comparing acamprosate (Campral), naltrexone (ReVia),
and continuous behavioral intervention (CBI).

Executive Summary
e Alcohol abuse and dependence:
- Ranks among the top 3 psychiatric disorders in the U.S.
- Isassociated with significant medical and economic consequences.

e Successful treatment of alcohol addiction involves a combination of pharmacologic and psychological
interventions, and behavioral modification.

e The proportion of patients remaining continuously abstinent throughout treatment represents the best
indicator of clinical benefit.

e Acamprosate (Campral) and naltrexone (ReVia) are approved for maintenance of abstinence from
alcohol in recently weaned alcoholics when used as part of a comprehensive management program
that includes psychosocial support.
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o Disulfiram (Antabuse) acts as a deterrent to drinking alcohol. However, its efficacy is not supported
by controlled trials, and is directly affected by patient compliance and motivation to stop drinking
alcohol.

Evidence

e There is inconsistent evidence that acamprosate (Campral) increases the duration of abstinence,
reduces the relapse rate, and reduces the quantity of alcohol consumed in patients with alcohol
dependence.

- European trials have demonstrated clinical benefit with acamprosate (Campral); however, U.S.
trials have shown inconsistent benefit.

- Variable and inconsistent treatment effects may result from:
*  Differences in trial design and baseline populations between studies.

*  Large numbers of dropouts from trials of this nature (reported treatment effects depend on
assumptions made regarding missing data).

*  Differences in psychosocial support.

Current evidence does not support the efficacy of acamprosate (Campral) in patients with:
- Severe alcohol dependence (even with psychosocial support).
- Patients who are not abstinent when initiating acamprosate (Campral).
- Concurrent drug abuse.

Three trials compare acamprosate (Campral) and naltrexone (ReVia) in the treatment of alcohol
dependence. There is no consistent evidence that:

- One product is superior over the other.
- Concomitant administration of both agents is superior to either agent alone.

There are no head-to-head trials that compare the efficacy of acamprosate (Campral) or naltrexone
(ReVia) to disulfiram (Antabuse) in the maintenance of abstinence in recently weaned alcoholics.

There is no evidence that acamprosate (Campral) is safer than naltrexone (ReVia) or disulfiram
(Antabuse) when used in the treatment of alcohol dependence.

Considerations in subpopulations:
o Pediatrics: There is no useful evidence to establish the safety and efficacy in pediatric patients.

e Geriatrics: There were too few patients 65 years of age and older to evaluate differences in efficacy
and safety between older and younger patients. Acamprosate (Campral) is extensively eliminated by
the kidney, and the risk of toxicity is greater in patients with impaired renal function. Because elderly
patients are more likely to have decreased renal function, care is urged when dosing in this population.

e Race, ethnicity: Current clinical experience has not identified differences in safety or efficacy based
on race or ethnicity.

e Gender: Current clinical experience has not identified differences in safety or efficacy based on
gender.

Conclusion

e Acamprosate (Campral) is non-preferred/non-formulary because:

- Evidence regarding its efficacy is inconsistent.
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- Newest information from the COMBINE trial does not provide evidence of additional
clinical value with acamprosate (Campral) over currently available preferred/formulary

products.
Products
Drug FDA L Dose AWP Potential Off-
Product Approval® PR e il CEl s Route Cost® Label Uses®
acamprosate =~ 7/29/2004 = Maintenance of abstinence from 666mg po $137 No information.
calcium alcohol in patients with alcohol (2 x 333mg)
(Campral) dependence that is abstinent at three times
treatment initiation. Treatment with daily
acamprosate should be part of a
comprehensive management
program that includes psychosocial
support.
naltrexone 11/20/1984 = Treatment of alcohol dependence 50mg po daily $73 bulimia, Tourette’s
(generic) and for the blockade of the effects syndrome, nicotine
of exogenously administered dependence, exo-
opioids. Naltrexone has not been genous obesity,
shown to provide any therapeutic polycystic ovary
benefit except as part of an syndrome, premen-
appropriate plan of management for strual syndrome,
the addictions. prevention of mor-
= Opioid Abuse phine adverse
reaction
disulfiram 12/08/1983 = Approved as an aid in the 250mg - 500mg  $47 - $74  Cocaine dependence
(Antabuse) management of selected chronic po daily

alcohol patients who want to remain
in a state of enforced sobriety so
that supportive and
psychotherapeutic treatment may be
applied to best advantage.
? Date applies to approval date for the original brand name medication where there are now generics available.

P Cost estimate based on AWP (average wholesale price) listed in First Data Bank or MAC (maximum allowable cost) as of June 2006 for 30 days of therapy.
¢ As listed in © 1974 - 2006 Thomson MICROMEDEX database or as referenced.
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