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CAMPRAL (Acamprosate)

Primary Disciplinary Field(s): Clinical Pharmacology, Psychiatry, Addiction Medicine, Behavioral

Health

1. Core Definition and Nomenclature

CAMPRAL is the established trade name for the pharmaceutical compound acamprosate

calcium. Chemically, it is known as N-acetylhomotaurinate. It functions as a crucial component of

Medication-Assisted Treatment (MAT) aimed specifically at individuals struggling with alcohol

dependence, now clinically categorized as Alcohol Use Disorder (AUD). Unlike medications that

induce adverse reactions to alcohol consumption or those that act as opioid antagonists,

acamprosate works primarily within the central nervous system to restore the balance of

neurotransmission altered by chronic alcohol exposure. Its specific designation as an anti-craving

agent underscores its primary therapeutic goal: to reduce the psychological and physiological

discomfort associated with protracted abstinence, thereby improving the likelihood of sustained

sobriety.

The introduction of CAMPRAL represented a significant advancement in the management of

alcoholism, offering physicians a pharmacological tool designed to support long-term recovery

efforts beyond immediate detoxification. It is often described as an agent that stabilizes the brain

chemistry disrupted by chronic alcohol intake, helping the recovering individual navigate the

complex phase of post-acute withdrawal. This stabilization effect is critical because persistent

neurochemical imbalances are major drivers of relapse, particularly the intense craving

experienced weeks or months into abstinence.

It is imperative to distinguish CAMPRAL's role from that of other alcohol cessation drugs. For

instance, disulfiram creates an immediate physical deterrent to drinking, while naltrexone blocks

the euphoric reinforcement associated with alcohol consumption. CAMPRAL, conversely, targets

the underlying neuroadaptations responsible for the persistent urge to drink. This difference in

mechanism dictates its usage profile, often being initiated only after successful detoxification and

focusing on relapse prevention in the context of ongoing psychosocial support.

2. Pharmacological Classification and Mechanism of Action

Acamprosate is classified pharmacologically as a synthetic amino acid derivative. Its primary

mechanism of action centers on modulating two critical excitatory and inhibitory neurotransmitter

systems: the excitatory glutamate system and the inhibitory GABAergic system (gamma-

aminobutyric acid). Chronic consumption of alcohol causes complex compensatory changes;

specifically, the brain downregulates GABA activity while simultaneously upregulating glutamate
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activity, leading to a state of hyperexcitability during withdrawal and early abstinence.

The pharmacological goal of CAMPRAL is to counteract this withdrawal-induced imbalance.

Research suggests that acamprosate functions as a weak antagonist at the N-methyl-D-aspartate

(NMDA) receptor, a subtype of glutamate receptor. By partially blocking or modulating these

receptors, acamprosate reduces the excessive glutamate activity that contributes to anxiety,

dysphoria, and craving during abstinence. At the same time, it appears to enhance or restore

normal inhibitory GABA function, effectively dampening the central nervous system hyperarousal.

This dual action helps normalize the dysregulated neurocircuitry, particularly within the mesolimbic

and corticostriatal pathways involved in reward and executive control.

The net effect of acamprosate's neurochemical activity is a stabilization of the brain's baseline

state, mitigating the symptoms of protracted abstinence. Clinical studies indicate that this

stabilization reduces the intensity of the negative reinforcement loop--where the discomfort of

withdrawal drives continued drinking--allowing patients to better utilize behavioral therapies. Since

acamprosate does not metabolize through the liver (unlike many other psychoactive drugs) and is

instead primarily excreted renally, it holds an advantage for patients who often have compromised

hepatic function due to long-term alcohol abuse.

3. Clinical Indication and Therapeutic Goals

CAMPRAL is specifically indicated for the maintenance of abstinence in patients with Alcohol Use

Disorder who are already abstinent at the time of treatment initiation. It is not intended for use in

acute withdrawal management or detoxification. Its therapeutic value lies exclusively in preventing

relapse and supporting long-term recovery. The consensus among addiction specialists is that

acamprosate helps normalize the brain's reward system response, which has been hijacked and

sensitized by alcohol, making non-drinking life feel more manageable and less acutely stressful.

The clinical evidence supporting acamprosate suggests that it is particularly effective in reducing

the risk of returning to drinking and increasing the cumulative days of abstinence. Unlike

medications that aim to reduce the pleasure derived from alcohol (like naltrexone), acamprosate

targets the deep-seated urge or compulsion to drink, which often arises from the lingering

neuroadaptation to previous heavy use. This makes it an invaluable tool for patients who report

high levels of psychological craving even after the initial physical detox phase is complete.

Effective treatment using CAMPRAL necessitates a clear commitment to sobriety from the patient.

Physicians emphasize that the medication itself does not enforce abstinence; rather, it makes

abstinence less physiologically taxing. Therefore, the goal of treatment is twofold:

pharmacologically, to stabilize the patient's neurochemistry; and therapeutically, to provide the

necessary mental space and emotional stability for the patient to engage in critical behavioral

modification and recovery programs.
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4. Regulatory History and Approval

Acamprosate was first developed and approved in Europe, gaining considerable clinical use there

before its introduction to the North American market. It was initially approved in France in 1989.

Following extensive multinational clinical trials, which demonstrated its efficacy in maintaining

sobriety, CAMPRAL received approval from the U.S. Food and Drug Administration (FDA) in 2004.

This approval marked it as one of the few medications specifically sanctioned for the long-term

treatment of alcohol dependence in the United States.

The FDA approval process required substantial evidence demonstrating safety and efficacy,

usually measured by the percentage of patients remaining abstinent and the reduction in heavy

drinking days among those who did relapse. The regulatory milestone provided clinicians with a

third primary pharmacological option, alongside naltrexone and disulfiram, thus diversifying the

approaches available for treating the highly prevalent and complex condition of AUD. Its unique

safety profile regarding liver function was a key factor in its favorable regulatory review, especially

considering the frequent hepatic impairment seen in the target patient population.

Since its introduction, acamprosate has been integrated into numerous national and international

treatment guidelines for AUD. Its inclusion in major clinical practice guidelines, such as those

published by the World Health Organization (WHO) and various national psychiatric associations,

solidified its status as a first-line pharmacological agent for relapse prevention, particularly when

contraindications exist for other MAT drugs or when the patient reports craving as the predominant

barrier to sustained recovery.

5. Therapeutic Efficacy and Clinical Trial Data

The efficacy of acamprosate has been rigorously tested in dozens of randomized, placebo-

controlled clinical trials globally. Meta-analyses of these trials generally support the conclusion that

acamprosate significantly increases the rates of continuous abstinence compared to placebo. A

typical finding across these studies is that patients treated with acamprosate have a higher

cumulative rate of abstinence and a delayed time to first drink following initiation of treatment.

While individual study results vary, a consistent pattern emerges suggesting that the medication

provides a modest yet clinically meaningful advantage, especially when patients adhere strictly to

the prescribed dosage and regimen. The beneficial effect tends to manifest over the full course of

treatment, typically lasting 12 months. This sustained benefit supports the theory that acamprosate

is aiding the slower process of neurochemical recovery rather than providing an acute effect.

It is important to contextualize the trial data: no single pharmacological agent cures AUD

completely. Efficacy is defined by improvements in functional outcomes, such as reduced relapse

severity and increased duration of sobriety. CAMPRAL consistently achieves these endpoints,
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proving most beneficial for highly motivated individuals who are receiving concomitant

psychological support. Research has also explored factors predicting response, though clear

biomarkers are still under investigation; some data suggest it may be more effective in individuals

with more severe dependence and specific patterns of glutamate dysregulation.

6. Administration, Dosage, and Pharmacokinetics

CAMPRAL is administered orally, typically in the form of 333 mg delayed-release tablets. The

standard recommended dose for adults is two 333 mg tablets taken three times a day, totaling

1998 mg daily. Adherence to this thrice-daily regimen is crucial for maintaining stable plasma

concentrations necessary for effective glutamate modulation.

Key pharmacokinetic features include:

Absorption: Acamprosate is poorly absorbed from the gastrointestinal tract, resulting in low oral

bioavailability (less than 11%). The delayed-release formulation is designed to optimize this limited

absorption.

Metabolism: Crucially, acamprosate does not undergo hepatic metabolism. It is not metabolized

by cytochrome P450 enzymes, significantly reducing the risk of drug-drug interactions associated

with liver function, a major advantage for patients with compromised liver health.

Excretion: The drug is primarily excreted unchanged by the kidneys. This means that dose

adjustment is necessary for patients presenting with moderate to severe renal impairment

(creatinine clearance below 30 mL/min), and it is generally contraindicated in severe renal failure.

Treatment is typically initiated as soon as possible after detoxification and should continue for at

least one year, reflecting the chronic nature of AUD and the duration required for substantial

neuroadaptation recovery.

7. The Essential Role of Combination Therapy

As highlighted by the original source material, CAMPRAL, like any other pharmaceutical

intervention for addiction, is not a standalone cure. Its efficacy is maximized only when used in

combination with comprehensive therapeutic modalities. These essential components include:

Medical Treatment: Ongoing clinical monitoring, management of comorbidities (e.g., depression,

anxiety), and assessment of overall physical health.

Group Therapy and Psychosocial Support: Participation in mutual-help groups (like Alcoholics

Anonymous) or professionally led group therapy sessions provides accountability, peer support,

and essential coping skills.

Abstinence from Drinking: The medication is designed to support the state of abstinence; it

cannot counteract continued alcohol consumption. The foundation of the treatment is the patient's

ARABPSYCHOLOGY.C
OM

https://scales.arabpsychology.com/?p=66040
https://scales.arabpsychology.com
https://scales.arabpsychology.com


CAMPRAL 6

PSYCHOLOGICAL SCALES scales.arabpsychology.com

commitment to sobriety.

This integrated approach, often termed Medication-Assisted Treatment (MAT), acknowledges that

AUD is a complex biological, psychological, and social disease. The medication addresses the

biological substrate of craving, while therapy addresses the behavioral and emotional triggers for

relapse. Disconnecting the pharmacological aid from the necessary behavioral framework

significantly diminishes the chances of long-term success, emphasizing the need for robust patient

education regarding the collaborative nature of the recovery process.

8. Potential Side Effects and Contraindications

Acamprosate is generally well-tolerated, particularly when compared to other psychotropic

medications. However, patients may experience side effects, which are usually mild and transient.

Commonly reported adverse effects include:

Gastrointestinal disturbances (e.g., diarrhea, flatulence, nausea), which are the most frequent

complaints and often lead to discontinuation.

Headache, dizziness, and insomnia.

Anxiety, depression, and generalized weakness.

A crucial consideration is that acamprosate is contraindicated in patients with severe renal

impairment (creatinine clearance <30 mL/min) due to its primary route of excretion. While there

were initial concerns about potential links to suicidal ideation, large-scale studies and clinical

experience have not established a direct causal link between the drug and increased risk of

suicide; however, depression and suicidal ideation are common features of AUD itself, requiring

careful monitoring.

9. Comparison with Other MAT Options

The choice of MAT for AUD often involves selecting between CAMPRAL (acamprosate),

naltrexone, and disulfiram, based on patient profile, comorbidities, and treatment goals.

CAMPRAL vs. Naltrexone: Naltrexone can be started while the patient is still drinking, aiming to

reduce heavy drinking and block reinforcement (the "buzz"). CAMPRAL requires initial abstinence

and focuses solely on preventing relapse by reducing craving. They have different routes of

metabolism, making CAMPRAL preferable for patients with liver disease and naltrexone potentially

advantageous for those with renal impairment.

CAMPRAL vs. Disulfiram: Disulfiram acts as a chemical deterrent, causing severe physical

distress if alcohol is consumed. This requires exceptional patient motivation and adherence due to

the serious risks involved. CAMPRAL works internally to reduce the internal drive to drink without
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punitive physiological effects upon exposure to alcohol.

Ultimately, CAMPRAL provides a valuable option for patients seeking non-aversive, long-term

pharmacological support for sobriety maintenance, particularly those for whom reducing chronic

craving is the main barrier to recovery. In certain clinical scenarios, combination therapy using both

naltrexone and acamprosate has been explored, although this approach is generally reserved for

patients who do not respond sufficiently to monotherapy.

Further Reading

Wikipedia: Acamprosate

National Institutes of Health (NIH): Acamprosate in the Treatment of Alcohol Dependence

U.S. Food and Drug Administration (FDA): Medications to Treat Alcohol Use Disorder
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