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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each Campral delayed-release enteric-coated tablet contains 333 mg of Acamprosate.
Forest Pharmaceuticals, St. Louis, MO 63045

	
	

	Summary of Findings:
	Several controlled clinical trials have demonstrated the effectiveness of acamprosate as an adjunct to psychosocial therapy for the treatment of alcohol dependency in patients who had undergone inpatient detoxification. In these studies, acamprosate was shown to be superior to placebo in maintaining abstinence, as indicated by a greater percentage of patients being assessed as continuously abstinent throughout treatment. Limited trials have shown that naltrexone is more effective than acamprosate in the treatment of alcohol dependence, but more study is needed. Acamprosate does not appear to be effective in the treatment of alcohol dependency for patients with a history of polysubstance abuse or those who have not undergone detoxification prior to treatment.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

	
	
	

	Type of Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
	 FORMCHECKBOX 
 Non-Preferred Agent

	
	 FORMCHECKBOX 
 Appropriate Indications
	 FORMCHECKBOX 
 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Acamprosate is a gamma-aminobutyric acid (GABA) analog that has demonstrated efficacy as an adjunct to psychosocial therapy in the treatment of individuals with alcohol dependency that are abstinent at treatment initiation. Alcohol dependence is a chronic disease that accounts for approximately 100,000 deaths each year. Nearly 14 million Americans have a problem associated with alcohol. Acamprosate is the first new medication approved to treat alcohol dependency in nine years, and it offers a new therapeutic option for this complex and chronic disease. Unlike currently available medications, which either block the "high" associated with alcohol or induce a reaction if alcohol is ingested, acamprosate is thought to interact with neurotransmitter systems to restore a normal balance between neuronal excitation and inhibition. Comparative clinical studies between acamprosate and other agents used to treat alcohol dependency are limited, and will be needed to help differentiate treatment alternatives. Acamprosate will be promoted to key healthcare providers, with a focus on alcohol treatment centers, addiction specialists, and physicians who are experienced with the medical management of alcoholism.
Dosage Form(s)1
Each Campral delayed-release tablet contains 333 mg of Acamprosate.
Manufacturer
Forest Pharmaceuticals, St. Louis, MO 63045
Indication(s)1
Campral is indicated for maintenance of abstinence from alcohol in patients with alcohol dependence who are abstinent at treatment initiation. Treatment with acamprosate should be part of a comprehensive program that includes psychosocial support. 
Clinical Efficacy1-17 (mechanism of action/pharmacology, comparative efficacy)
Acamprosate is an analog of homotaurine, a GABA-ergic agonist. The GABA-ergic system appears to affect the action of alcohol on the CNS and the control of ethanol-induced behavior. Chronic alcohol exposure is thought to alter the normal balance between neuronal excitation and inhibition. Animal studies suggest that acamprosate may interact with central glutamate and GABA neurotransmitter systems to restore this balance. Acamprosate appears to stimulate inhibitory GABA-ergic neurotransmission in the brain and antagonize the effects of certain excitatory amino acids, such as glutamate. Acamprosate decreases spontaneous alcohol consumption in alcohol-dependent animals, but it is not known to cause alcohol aversion, affect blood alcohol levels, or cause a disulfiram-like reaction after alcohol ingestion. Acamprosate has negligible CNS activity in animals outside of its effects on alcohol dependence and it exhibits no anticonvulsant, antidepressant, or anxiolytic activity.
Pharmacokinetics1,17
	Elimination Half Life (T½)
	20-33 hours

	Oral Bioavailability
	11%

	Protein Binding
	Negligible

	Metabolism
	Not metabolized.

	Excretion
	Feces (extensive), Urine (6.5%)


Clinical Studies

Alcoholism – Study 11
	Design
	Three randomized, double-blind, placebo-controlled clinical trials ranging from 90 to 360 days in duration (N=998)

	Inclusion Criteria
	Alcohol-dependent patients who had undergone inpatient detoxification and were abstinent from alcohol on the day of randomization.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to receive acamprosate or placebo as an adjunct to psychosocial therapy.

	Results
	Acamprosate therapy was superior to placebo in maintaining abstinence, as indicated by a greater percentage of patients being assessed as continuously abstinent throughout treatment.

	Safety
	Not specified.


Alcoholism – Study 214
	Design
	Multicenter, placebo-controlled clinical trial over 12 months (N=448 enrolled, N=179 completed study).

	Inclusion Criteria
	Patients with alcohol dependence.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients received acamprosate therapy or placebo.  Concurrent medications included antidepressants, anxiolytics, or hypnotics, which were evenly distributed between the two groups.

	Results
	At the end of the 360-day treatment period, 41 (18.3%) acamprosate patients had been continuously abstinent compared to 16 (7.1%) placebo patients.  The mean cumulative abstinence duration was significantly greater in the acamprosate group than in the placebo group (138 versus 119 days, respectively).

	Safety
	There were no significant differences in adverse effects except for diarrhea, which occurred in 20.1% of the acamprosate patients and in 12.1% with placebo.


Contraindications1
· Hypersensitivity to acamprosate or any product components.

· Severe renal impairment (creatinine clearance <= 30 mL/min).

Warnings and Precautions1
· None noted.
Adverse Effects1
	Most Common, 5% or greater
	Campral
	Placebo

	Diarrhea
	16%
	10%

	Insomnia
	7%
	7%

	Asthenia
	6%
	5%

	Anxiety
	6%
	6%

	Depression
	5%
	5%

	
	
	

	Less Common, 2-4%
	
	

	Nausea
	4%
	3%

	Pruritus
	4%
	3%

	Accidental injury
	3%
	3%

	Pain
	3%
	3%

	Anorexia
	3%
	3%

	Flatulence
	3%
	2%

	Dizziness
	3%
	3%

	Dry mouth
	2%
	2%

	Paresthesia
	2%
	2%

	Sweating
	2%
	2%


Drug Interactions1
· No significant drug interactions noted.

Dosage and Administration1

Usual Dose: 666 mg (two 333 mg tablets) three times daily.

Dose Adjustment: Moderate renal impairment (creatinine clearance 30-50 mL/min), starting dose is 333 mg (one 333 mg tablet) three times daily.

Note: Treatment should be initiated as soon as possible after the period of alcohol withdrawal, when the patient has achieved abstinence, and should be maintained if the patient relapses.  Acamprosate should be used as part of a comprehensive psychosocial treatment program.

Costs (at commonly used dosages)

COST (AWP) *
	DRUG
	STRENGTH/DOSE
	COST/MONTH

	Campral
	333 mg tablets/two tablets TID
	$130.50


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Several controlled clinical trials have demonstrated the effectiveness of acamprosate as an adjunct to psychosocial therapy for the treatment of alcohol dependency in patients who had undergone inpatient detoxification. In these studies, acamprosate was shown to be superior to placebo in maintaining abstinence, as indicated by a greater percentage of patients being assessed as continuously abstinent throughout treatment. Limited trials have shown that naltrexone is more effective than acamprosate in the treatment of alcohol dependence, but more study is needed. Acamprosate does not appear to be effective in the treatment of alcohol dependency for patients with a history of polysubstance abuse or those who have not undergone detoxification prior to treatment.
Recommendation

The Division recommends that Campral be given open access status. 
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