Acamprosate Calcium Delayed-Release Tablets

(Campral@, Forest Pharmaceuticals, Inc.)

Classification: 

Deterrent for Alcohol Dependency 

Pharmacology: 

The mechanism of action is not completely understood. Chronic alcohol exposure is thought to negatively alter the normal balance between neuronal excitation and inhibition In vitro and in vivo animal studies suggest acamprosate may interact with the glutamate and GABA neurotransmitter systems centrally, and has led to the hypothesis that acarnprosate restores this balance. 

Pharmacokinetics: 

Absorption: 
Peak plasma concentrations occur 3-8 hours post dose. Coadministration with food decreases bioavailability, but the effect on absorption is not clinically significant; no dosage adjustment is necessary. 

Distribution: 
Volume of distribution is 72-l09liters (approximately lUkg). Plasma protein binding is negligible. 

Metabolism: 
Acamprosate does not undergo metabolism. 

Elimination: 
Terminal half-life is from 20-33 hours. Acamprosate is excreted renally via the kidneys as acamprosate. 

Indications: 

Acamprosate is indicated for the maintenance of abstinence from alcohol in patients with alcohol dependence who are abstinent at treatment initiation. Treatment of acamprosate should be part of a comprehensive management program that includes psychosocial support. 

The efficacy of acamprosate in promoting abstinence has not been demonstrated in subjects who have not undergone detoxification and not achieved alcohol abstinence prior to beginning acamprosate. The efficacy of acamprosate in promoting abstinence from alcohol in polysubstance abusers has not been adequately assessed. 

Dosage: 

The recommended dose of acamprosate is two 333 mg tablets taken three times daily. For patients with moderate renal impairment (CrCI 30-50 m1/min), the recommended dose is one 333 mg tablet three times daily. Although dosing may be done without regard to meals, dosing with meals was employed during clinical trials and is suggested as an aid to compliance in those patients who regularly eat three meals daily. 

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. 

Contraindications: 

· Hypersensitivity to acamprosate or any of its components .

· Severe renal impairment (CrCl ~ 30 mUmin) 

Precautions: 

· Use of acamprosate does not eliminate withdrawal symptoms .Pregnancy Category C 

· Lactation: Use with caution. It is unknown whether acamprosate is excreted in human breastmilk. 

· Renal impairment: Patients with moderate renal impairment (CrCl 30 to 50 mUrnin) require a dose reduction. 

· Elderly: Use caution in selecting acamprosate dose and monitor renal function. .Suicidality: Monitor patients for emergent symptoms of suicidality or depression. 

Interactions: 

· Acamprosate has not been reported to have any clinically significant CYP inhibition nor induction of CYP lA2 and 3A4 enzymes. 

· Naltrexone: Combination of acamprosate and naltrexone may increase AUC and Cmax of acamprosate; however, no dosage adjustment is recommended in such patients. 

Adverse Reactions 

Diarrhea (10% to17%), insomnia (6 to 9%), anxiety (5% to 8%), depression (4% to 8%), nausea (3% to 4%) 

Costs 

Campral 333mg UD tab, $0.60 each. $3.60/day (2 tabs, three times daily 

Price Comparison: 

Naltrexone 50mg tab, $1.39 each. $1.39/day (1 tab daily). 

Antabuse (disulfiram) 250mg tab, $1.20 each. $2.40/day (2 tabs daily 

Monitoring 

· Obtain baseline Scr to estimate CrCl. 

· Monitor for suicidal ideation and depression 

Product Identification 

333 mg tablets enteric-coated tablets 

Efficacy 

The efficacy of acamprosate in the maintenance of abstinence as an adjunct to psychosocial therapy was supported by 3 double-blind, placebo-controlled trials with treatment duration ranging from 3 to 12 months. Studies involved a total of 998 alcohol dependent patients who had undergone patient detoxification and were abstinent from alcohol on the day of randomization. Continuous abstinence rates of acamprosate were statistically significant compared to placebo. In a 13-week study, 41% of acamprosate- treated patients maintained complete abstinence versus 15% for placebo-treated patients. In a 48-week trial, 39% of patients taking acamprosate maintained complete abstinence versus 17% of those taking placebo. In a third, 52-week study, 19.1% of acamprosate- treated patients remained abstinent throughout the year, versus 11.3% on placebo. Clinical trials have shown that acamprosate significantly helps maintain complete abstinence in 2-3 times more alcohol-dependent patients and reduces the risk of relapse compared to placebo when used in combination with psychosocial support. 

In the COMBINE study, 8 groups of patients received 16 weeks of acamprosate or naltrexone, both, and/or both placebos with or without combined behavioral intervention (CBI). A ninth group received CBI only (no medication). The study included 1,383 patients. Patients were evaluated for up to one year after treatment. There were no statistically significant differences in patients receiving acamprosate (with or without CBI; with or without naltrexone) compared to placebo. The authors were surprised by the lack of acamprosate efficacy given the positive results of previous trials. A possible explanation of the negative results is that the study design only required 4 days of abstinence prior to treatment; other acamprosate studied required longer pre-treatment abstinence periods. 

Conclusions 

Acamprosate has several advantages and disadvantages. Acamprosate has long-term efficacy data that supports the maintenance of complete abstinence. It is not contraindicated in patients with hepatic impairment, is well tolerated, and there are no known clinically significant drug interactions. Unlike naltrexone, acamprosate can be administered to patients receiving opioid medication. On the other hand, acamprosate has a high pill burden (2 pills, three time daily), and can be costly to the patient ($110/month). Additionally, acamprosate costs more than naltrexone ($3.60 daily vs. $1.39 daily, respectively). 

Recommendation 

Addition of acamprosate to the formulary is recommended. Consider adding acamprosate to the reserved drug use list. Since acamprosate is more costly than naltrexone, consider using the medication only when patient meets certain requirements. 
Recommended requirements: 

· Reserve this medication for patients with hepatic impairment. 

· Ensure medication will be able to be continued on an outpatient basis. .
· Patients must be enrolled in a substance abuse program. 
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