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Purpose. A concise, source-traceable pharmacology briefing for clinicians and medical researchers. It distinguishes
medications used for acute alcohol withdrawal from medications used for longer-term alcohol-use-disorder (AUD) treatment. It is
not a prescribing order, individualized treatment plan, or substitute for local clinical guidelines.

Executive finding
There is no universal “best” medication for AUD. Current U.S. evidence and guidance identify naltrexone, acamprosate, and
disulfiram as FDA-approved AUD medications; gabapentin and topiramate are evidence-supported off-label options
discussed in clinical guidance. Medication selection depends on treatment goal, current drinking/abstinence status, opioid
exposure, renal/hepatic considerations, adverse-effect profile, adherence, and comorbidity.

The highest-risk error is confusing relapse-prevention medication with withdrawal treatment. A person with physiological alcohol
dependence may require medically supervised withdrawal management; severe withdrawal can involve seizures, delirium,
autonomic instability, and Wernicke encephalopathy.

1. Medication intelligence matrix

Drug Primary mechanism Clinical role Key risks / screening

Naltrexone µ-opioid receptor antagonist;
reduces alcohol's
reinforcing/reward effects and
can reduce craving.

AUD: reduce heavy drinking
and/or support abstinence; oral
daily or extended-release
injection options exist.

Opioids: contraindication/major issue
because it can precipitate withdrawal and
blocks opioid analgesia. Assess liver
disease and interacting analgesic needs.

Acamprosat
e

Modulates
glutamatergic/GABAergic
signaling and helps stabilize
neurochemical changes
associated with abstinence.

AUD: maintenance of
abstinence, particularly after
drinking has stopped.

Renal: severe renal impairment is a
contraindication. Common adverse effects
include diarrhea; multiple daily dosing
affects adherence. Does not treat acute
withdrawal.

Disulfiram Inhibits aldehyde
dehydrogenase, causing
acetaldehyde accumulation after
ethanol exposure and an
aversive reaction.

Deterrence strategy for selected,
motivated patients who can
maintain abstinence and reliably
avoid alcohol-containing
products.

Potentially serious alcohol–disulfiram
reaction; hepatotoxicity and
medication/product interactions require
careful screening and monitoring.

Topiramate
off-label

Anticonvulsant with effects on
GABAergic and glutamatergic
neurotransmission; reduces
alcohol reinforcement in clinical
studies.

Off-label option when
appropriate; evidence supports
reduction in drinking in some
patients.

Cognitive effects, paresthesias, weight
loss, kidney stones/metabolic effects; slow
titration is generally used. Pregnancy and
other contraindications require review.

Gabapentin
off-label

α2δ calcium-channel ligand that
reduces excitatory
neurotransmitter release; may
affect withdrawal-related anxiety,
insomnia and craving.

Off-label option; may be useful in
selected patients, particularly
when insomnia or mild
withdrawal-related symptoms
coexist.

Sedation/dizziness; renal dosing
considerations; misuse risk in some
populations. Avoid assuming it is an
adequate substitute for medically indicated
withdrawal management.

2. The critical clinical distinction: withdrawal vs. AUD treatment
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Acute withdrawal. Chronic alcohol exposure produces neuroadaptation. When alcohol is abruptly removed, excessive CNS
excitability can emerge. ASAM guidance addresses withdrawal management separately from long-term AUD treatment.
Benzodiazepines are central pharmacologic agents in clinically significant alcohol withdrawal because they reduce withdrawal
symptoms and the risk of seizures/delirium. Patients with persistent vomiting, agitation, hallucinations, confusion, unstable vital
signs, seizures, or other severe features may require transfer to a higher level of care.

Thiamine. Thiamine assessment/supplementation is important in patients at risk of deficiency. ASAM notes oral thiamine as
supportive care in appropriate ambulatory patients and recommends immediate parenteral thiamine with inpatient management
when Wernicke encephalopathy is suspected.

Long-term AUD treatment. Naltrexone, acamprosate and disulfiram are intended to address drinking behavior/relapse risk, not
to substitute for acute withdrawal management.

3. Mechanistic map
Alcohol exposure → altered GABAergic inhibition + glutamatergic excitation → chronic neuroadaptation → abrupt alcohol
removal → CNS hyperexcitability → tremor, autonomic activation, seizures and potentially delirium.

Naltrexone: alcohol → endogenous opioid signaling → reinforcement/reward; naltrexone blocks µ-opioid receptors → reduced
reinforcing effects/craving.

Acamprosate: chronic alcohol exposure → disrupted excitatory/inhibitory homeostasis; acamprosate helps stabilize signaling
during abstinence and supports maintenance of abstinence.

Disulfiram: ethanol → acetaldehyde → acetate; disulfiram inhibits aldehyde dehydrogenase → acetaldehyde accumulation →
unpleasant physiological reaction if alcohol is consumed.

Gabapentin: α2δ calcium-channel modulation → reduced excitatory neurotransmitter release; may reduce
insomnia/anxiety/craving in selected AUD patients.

Topiramate: mixed effects on GABAergic and glutamatergic systems → reduced alcohol reinforcement and drinking in clinical
studies.
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4. Clinician screening logic before medication selection

Question Why it matters

Is the patient currently drinking, recently stopped, or already
abstinent?

Changes whether the immediate problem is withdrawal risk, initiation of AUD medication, or maintenance of
abstinence.

History of withdrawal seizures or delirium? Raises withdrawal risk and can change the appropriate level of care.

Current opioid use or anticipated opioid analgesia? Critical for naltrexone because µ-opioid blockade can precipitate withdrawal and interfere with analgesia.

Renal function? Especially important for acamprosate and gabapentin.

Liver disease / hepatic risk? Important for medication selection and monitoring, particularly naltrexone and disulfiram.

Ability to adhere to multiple daily doses? Relevant to acamprosate and some off-label regimens.

Goal: abstinence, reduced heavy drinking, or both? Helps align medication choice with the clinical objective and evidence base.

Other CNS depressants, psychiatric comorbidity, pregnancy
potential, seizure history?

May materially change risk/benefit and contraindication screening.

5. Evidence and source trail
The following URLs were checked against the cited authoritative source pages during preparation of this brief. Links are
embedded in the PDF for direct source verification.

NIAAA — Alcohol Use Disorder: From Risk to Diagnosis to Recovery

https://www.niaaa.nih.gov/health-professionals-communities/core-resource-on-alcohol/alcohol-use-disorder-risk-diagnosis-recovery

NIAAA — FAQs: Searching for Alcohol Treatment

https://alcoholtreatment.niaaa.nih.gov/FAQs-searching-alcohol-treatment

NIAAA — Professional Support / Rethinking Drinking

https://rethinkingdrinking.niaaa.nih.gov/thinking-about-change/professional-support

NIAAA — Options for People Who Are Thinking About Their Drinking (PDF)

https://www.niaaa.nih.gov/sites/default/files/Options-People-Thinking-About-Drinking.pdf

NIAAA — Treatment for Alcohol Problems (PDF)

https://www.niaaa.nih.gov/sites/default/files/publications/NIAAA_Treatment_Alcohol_Problems_Booklet.pdf

NIAAA Alcohol Research — Current Medications and Innovative Potential Medications

https://arcr.niaaa.nih.gov/media/1716/download?inline=

ASAM — Clinical Practice Guideline on Alcohol Withdrawal Management

https://www.asam.org/quality-care/clinical-guidelines/alcohol-withdrawal-management-guideline

ASAM — Alcohol Withdrawal Management Guideline PDF

https://www.asam.org/docs/default-source/quality-science/the_asam_clinical_practice_guideline_on_alcohol-1.pdf

FDA — Campral (acamprosate) prescribing information

https://www.accessdata.fda.gov/drugsatfda_docs/label/2010/021431s013lbl.pdf

ASAM — Clinical Guidelines index

https://www.asam.org/quality-care/clinical-guidelines

6. Safety note
For clinicians and medical researchers. This document summarizes evidence and guidance; it does not establish a
patient-specific prescription or detoxification protocol. Abrupt cessation after sustained heavy alcohol use can be dangerous.
Withdrawal severity should be assessed before advising unsupervised cessation. Medication choice requires review of the
complete medication list, substance use, renal/hepatic function, contraindications, pregnancy status where applicable, and local
Canadian/provincial prescribing requirements.
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