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The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available. Local adjudication should be used until updated guidance and/or CFU are developed by the National PBM. The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing..
The Product Information should be consulted for detailed prescribing information.
See the VA National PBM-MAP-VPE Monograph on acamprosate tablets and Criteria for Use of Naltrexone Extended-release Injectable Suspension at www.pbm.va.gov or http://vaww.pbm.va.gov and the VA/DoD Clinical Practice Guideline on Substance Use Disorders for further information. 

	Pharmacotherapeutic Considerations in Alcohol Use Disorder 


Alcohol Use Disorder (AUD, DSM5) is a heterogeneous disorder with different levels of drinking and varying responses to nonpharmacologic and pharmacologic therapies. Complex interactions occur between the drinker and the environment, and drinking behaviors can shift over time. 
The medications FDA-approved for the treatment of alcohol dependence (DSM4) and AUD (DSM5) are 
· Acamprosate delayed-release oral tablets (CAMPRAL and generic)
· Naltrexone oral tablets (REVIA and generics)
· Naltrexone extended-release suspension for intramuscular injection (VIVITROL)
· Disulfiram oral tablets (ANTABUSE and generics)
Other medications (e.g., topiramate) have some supporting evidence for use in AUD but are not FDA-approved for that indication. 
None of these AUD-focused pharmacotherapeutic agents is consistently superior to the others and none has shown benefit over placebo in every trial conducted, although most have shown superiority in meta-analyses across trials. Overall, they produce small to moderate benefits, and treatment response with the oral agents seems to be better in patients who are already abstinent before starting therapy.
In clinical trials, AUD-focused pharmacotherapy was often used adjunctively with addiction-focused counseling. For some patients, medical management may be just as good as extensive psychosocial therapy.
AUD-focused pharmacotherapy may reduce drinking, reduce risk of relapse, and reduce craving in some alcohol-dependent individuals. As is the case for psychosocial treatments, these medications are not effective in many patients. Response to treatment is individualized; if the patient does not respond to one of the FDA-approved medications despite medication adherence, a trial on one of the other approved medications is warranted in the absence of contraindications.
When selecting pharmacotherapy, psychosocial therapy and the care setting, factors to consider include the patient’s motivational level, treatment preferences and goals, and likelihood of adherence. Refer to the VA/DoD Clinical Practice Guideline on Substance Use Disorders.
Treatment goals can be categorized into three general types:  
(1) Abstinence – to stop drinking completely; 
(2) Reduction in drinking; or
(3) Reduction in drinking consequences.
Generally, acamprosate and naltrexone are tried before disulfiram because of their better safety profiles; however, the types of drug effects are a consideration when selecting agents.
· Acamprosate is a first-line option, particularly in patients with liver disease, and may be better than naltrexone in maintaining abstinence in patients who have already stopped drinking. Acamprosate has no proven benefit in reducing hazardous drinking or inducing abstinence. To improve efficacy, use acamprosate in patients who have achieved abstinence from alcohol prior to starting therapy.
· Naltrexone (oral) is a first-line option. Naltrexone is an opioid-antagonist that reduces heavy drinking and craving, and may improve abstinence from alcohol. It may be better than acamprosate in reducing heavy drinking. 
· Patients with no history of opioid use in the past 7 days or methadone use in the past 10 days can be started safely and immediately on naltrexone.
· For patients with recent opioid use, a naloxone challenge should be performed after 7 to 10 days of verified abstinence from opioids before starting naltrexone therapy. 
· A naloxone challenge is a test to see whether a patient is at risk of precipitated opioid withdrawal before being given naltrexone. A naloxone challenge should be done selectively and with great care (e.g., by or in close consultation with a physician experienced in management of opioid withdrawal) since patients can rapidly experience serious opioid withdrawal. 
· Give 0.2 to 0.4 mg of naloxone subcutaneously or intravenously; if patient is physiologically dependent on opioids, precipitated withdrawal usually begins within minutes.
· Patients with low levels of opioid use may require up to a total dose of 0.8 mg of naloxone to precipitate withdrawal, given in increments of 0.2 mg every 30 minutes.
· Symptoms usually peak within 30 minutes and subside in 3 to 4 hours.
· Naltrexone (extended-release injection) should be practitioner-administered as a deep intramuscular injection once monthly. This formulation of naltrexone may be useful in patients who have a history of medication nonadherence. Recommendations for use are otherwise similar to those for oral naltrexone. This formulation has a considerably different pharmacokinetic profile than the oral formulation and may reduce side effects for some patients while maintaining fairly constant therapeutic plasma levels of naltrexone. Refer to the National PBM Criteria for Use for Naltrexone Injection at www.pbm.va.gov .
· Disulfiram interacts with alcohol to cause an unpleasant physiologic reaction that causes an aversion to drinking. Disulfiram should only be used when abstinence is the treatment goal; it should not be used in patients who aim to only reduce heavy drinking since intake of even small quantities of alcohol — including those in foods, medications and over-the-counter products — can produce serious disulfiram-alcohol reactions. Disulfiram is most effective when taken under supervised administration. For safe use, disulfiram therapy requires careful patient and caregiver education about the risks and need to avoid all sources of alcohol.
· Topiramate is an antiepileptic drug that can reduce drinking and increase abstinence. Its use may be limited by adverse effects including paresthesias, anorexia, difficulty concentrating, dizziness, and psychomotor slowing. Its place in therapy is unclear; topiramate therapy may be a consideration in specialty care patients who have contraindications or inadequate response to acamprosate and naltrexone or have comorbidities for which topiramate has established efficacy, such as migraine and epilepsy. 
Pre-treatment abstinence from alcohol may show that the patient is motivated to stop drinking, and may improve the efficacy of treatment relative to a non-abstinent pre-treatment state. Pre-treatment abstinence is not a reason to delay starting therapy except in the case of disulfiram. Abstinence from alcohol for at least 24 hours is a requirement before starting disulfiram to avoid a potentially serious disulfiram-alcohol reaction. Abstinence for 3 to 5 days without developing withdrawal symptoms also verifies that the patient does not need medically assisted withdrawal therapy (detoxification). Verification of abstinence from alcohol may be useful in specialty care. Methods that may be used to verify abstinence from alcohol include the following:
· Patient report of abstinence from alcohol (Patient history of abstinence is typically sufficient to start acamprosate or naltrexone therapy.)
· Family member / caretaker vouches for patient’s history 
· Negative urine alcohol test
· Documentation of recent medically assisted withdrawal / detoxification
· Blood or breath alcohol level of zero (Necessary prior to starting disulfiram.)




	Primary Care, General Mental Health and Other General Health Care Settings

	Provide Brief Intervention when patient screening indicates unhealthy alcohol use (i.e., drinking above recommended limits or despite contraindications). 

	Recommended Drinking Limits
	Contraindications for Any Alcohol Use

	MEN:	Age ≤ 65 years – no more than 14 standard-sized drinks a week and no more than 4 standard sized drinks on any day

Age > 65 years – no more than 7 standard-sized drinks in a week and no more than 3 standard-sized drinks in a day

WOMEN:	no more than 7 standard-sized drinks a week and no more than 3 standard-sized drinks on any day
	Pregnancy or trying to conceive
Liver disease including hepatitis C
Other medical conditions potentially exacerbated or complicated by drinking (e.g., pancreatitis, congestive heart failure)
Medications with clinically important interactions with alcohol or intoxication (e.g., warfarin, metronidazole)
Alcohol Use Disorder

	Standard-sized drinks: 12 oz. beer, 5 oz. wine, or 1.5 oz. hard liquor
	



Provide medical management and monitoring. Refer to the COMBINE Medical Management Manual at http://pubs.niaaa.nih.gov/publications/combine/ .
If indicated, offer adjunctive pharmacotherapy to patients with alcohol dependence; refer to Pharmacotherapy Guidance below 
Offer and provide psychosocial support for recovery and rehabilitation services when indicated
Manage general medical and psychiatric comorbidities

	Offer referral to a primary care mental health provider or Specialty Alcohol Use Disorder (AUD) provider or program when indicated, as available. 

	Specialty Substance Use Disorder Care Settings

	Provide addiction-focused psychosocial interventions
Address psychosocial function and recovery environment
If there are no contraindications, offer adjunctive pharmacotherapy to patients with alcohol dependence; refer to Pharmacotherapy Guidance below
Manage general medical and psychiatric comorbidities




Table 1	ALCOHOL USE DISORDER PHARMACOTHERAPY GUIDANCE 
	Topic
	Naltrexone Oral
	Naltrexone Injectable
	Acamprosate
	Disulfiram

	Recommended Conditions for Use in Alcohol Dependence 
	Alcohol abstinence at treatment initiation

	Alcohol abstinence at treatment initiation
Patients willing to receive monthly injections
Patients with difficulty adhering to an oral regimen


Refer to VHA PBM Criteria for Use
	Alcohol abstinence at treatment initiation
Most clinical trials have evaluated acamprosate therapy concomitantly with some type of psychosocial therapy


	Abstinence is the treatment goal
Abstinence > 24 hours and / or blood or breath alcohol level is zero
Failure of or contraindication to naltrexone
Previous response to disulfiram
Capacity to appreciate risks and benefits and to consent to treatment
Note:  Most effective with monitored administration (e.g., in clinic or with spouse or probation officer.)
Use in patients with concomitant cocaine dependence can be considered case by case. 

	Considerations for Use
	Pretreatment abstinence from alcohol is not required but improves response
May be efficacious for reducing heavy drinking (small effect size)
Most trials for oral NTX required as an inclusion criterion pretreatment abstinence of ≥ 4 or ≥ 7 days. This is the subgroup of patients in which oral NTX was shown to be efficacious. 
	Pretreatment abstinence from alcohol is not required but improves response
Greater benefit may be seen in patients who achieve some duration of alcohol abstinence (e.g. 2–4 days) prior to the initial injection of naltrexone. 

	May support abstinence in patients, who are already abstinent (small to moderate effect size)
	Limited data available on comparative efficacy and safety

	Contraindications
	Receiving opioid agonists
Physiologic opioid dependence with use within past 7 days
Acute opioid withdrawal
Failed naloxone challenge test
Positive urine opioid screen
Acute hepatitis or liver failure
Hypersensitivity
	Receiving opioid agonists
Physiologic opioid dependence with use within past 7 days
Acute opioid withdrawal
Failed naloxone challenge test
Positive urine opioid screen
Acute hepatitis or liver failure
Hypersensitivity
Inadequate muscle mass
Gluteal adiposity that precludes deep intramuscular injection

	Hypersensitivity
Severe renal impairment (CrCl ≤ 30 ml/min)
	Severe cardiovascular, respiratory, or renal disease
Severe hepatic dysfunction (i.e., transaminase levels > 5 times upper limit of normal or abnormal bilirubin)
Severe psychiatric disorders, especially psychotic and cognitive disorders and suicidal ideation
Poor impulse control
Metronidazole or ketoconazole, which already induce similar reaction to alcohol
Hypersensitivity to disulfiram or thiuram derivatives

	Warnings / Precautions
	Active liver disease
Severe renal failure
Pregnancy category C
	Active liver disease
Moderate to severe renal insufficiency (no data)
Injection site reactions
Use intramuscular injections with caution in patients with thrombocytopenia or coagulation disorders
Pregnancy category C
	Monitor for emergence of depression or suicidality
Reduce dose in patients with renal impairment, including elderly
Pregnancy category C
	Never administer to a patient who is alcohol intoxicated; educate patient and family about risks
Disulfiram-alcohol reactions can occur even with small amounts of alcohol; severe reactions may be fatal
Use with extreme caution in patients at high risk from disulfiram-alcohol reactions, including those with diabetes mellitus, hypothyroidism, epilepsy, cerebral damage, chronic and acute nephritis, hepatic cirrhosis or insufficiency
Hepatic toxicity and failure
Exposure to ethylene dibromide in rats has increased the risk of tumors and mortality
Hypersensitivity reactions:  history of rubber contact dermatitis should be evaluated for thiuram allergy (contraindication)
Pregnancy category C

	Baseline Evaluation
	Urine opioid screen (must be negative), if opioids used in past 7–10 days
Liver transaminases
Bilirubin normal
Urine beta-HCG for females
	Urine opioid screen (must be negative), if opioids used in past 7–10 days
Liver transaminases
Bilirubin normal
Urine beta-HCG for females
CrCl (estimated or measured) 50 ml/min or greater
Ensure patient has adequate muscle mass for injection
	Creatinine clearance (estimated or measured)
Urine beta-HCG for females
	Liver transaminases
Physical assessment
Check for psychiatric contraindications
Electrocardiogram (not required in younger patients with no history of cardiac disease)
Verify abstinence with breath or blood alcohol level
Urine beta-HCG for females

	Dosage and Administration
	50 to 100 mg orally once daily
Start therapy as soon as possible after abstinence has been established.

	380 mg once monthly by deep intramuscular injection
Start therapy as soon as possible after abstinence has been established.
	666 mg orally 3 times daily, preferably with meals to aid adherence
A lower initial dose may be effective in some patients.
Start therapy as soon as possible after abstinence has been established.
	250 mg orally once daily (range, 125–500 mg daily)
Start therapy as soon as possible after abstinence has been established.

	Alternative Dosing Regimens
	25 mg once or twice daily with meals to reduce nausea, especially during the first week
100 mg on Monday and Wednesday and 150 mg on Friday
	None
	Consider lower dose for patients less than 60 kg:  Four 333-mg tablets per day in 3 divided doses (total 1332 mg per day)
Consider lower dose in patients who had a previous response to a lower dose or who had adverse events on the recommended labeled dose (six 333-mg tablets per day):  
	Reduce dose to 125 mg to reduce adverse effects
For monitored administration, consider giving 500 mg on Monday, Wednesday and Friday

	Dosing in Special Populations
	Hepatic or renal impairment:  Use caution
	Mild renal impairment (CrCl 50–80 mol/min):  No dosage adjustment necessary
Moderate–Severe renal impairment:  No data
	Moderate renal impairment (CrCl 30–50 ml/min):  333 mg 3 times daily
Do not administer to patients with severe renal impairment (CrCl ≤ 30 ml/min)
	

	Major Adverse Effects
	
	Eosinophilic pneumonia
Depression
Suicidality
	Suicidality
	Hepatotoxicity
Peripheral neuropathy
Psychosis
Delirium,
Severe disulfiram-ethanol reaction

	Common Adverse Effects (≥ 10%)
	Nausea
	Injection-site reaction, tenderness, induration
Nausea
Headache
Asthenic conditions
Anxiety
Insomnia
Abdominal pain
Diarrhea
Vomiting
Pharyngitis
Anorexia
	Diarrhea
	Somnolence
Metallic taste
Headache

	Other Adverse Effects
	Headache
Dizziness
Nervousness
Fatigue
Insomnia
Vomiting
Anxiety
Somnolence
	Depression
Somnolence
Dry mouth
	Anxiety
Asthenia
Depression
Insomnia
	

	Drug Interactions
	Opioid-containing medications, including OTC preparations
Thioridazine (increased lethargy and somnolence)
	Opioid-containing medications, including OTC preparations
Thioridazine (increased lethargy and somnolence)
	Naltrexone:  33% increase in Cmax of acamprosate (no dosage adjustment is recommended)
Antidepressants:  weight gain and weight loss more common than with either medication alone
	Alcohol containing medications, including OTC preparations
Drug-drug interactions may occur with phenytoin, warfarin, isoniazid, rifampin, diazepam, chlordiazepoxide, imipramine, desipramine, and oral hypoglycemic agents

	Monitoring
	Ongoing alcohol use, craving, medication adherence, adverse effects, emerging symptoms (e.g., depression, suicidality), biomarkers of unhealthy alcohol use (e.g., blood pressure, gamma glutamyl transferase (GGT), mean corpuscular volume (MCV), HbA1c, carbohydrate-deficient transferrin (CDT)) 

	
	Repeat liver transaminases at 6 and 12 months and then every 12 months thereafter
Efficacy and safety beyond 8 months is unclear; after 8 months, reassess patient regularly for adverse effects and need for continuation of therapy
	Repeat liver transaminases at 6 and 12 months and then every 12 months thereafter
	Serum creatinine / CrCl, at baseline and as clinically indicated thereafter, particularly in patients with renal impairment and the elderly
Efficacy and safety beyond 1 year of treatment is uncertain; after 1 year, reassess patient regularly for adverse effects and need for continuation of therapy
	Repeat liver transaminases in 10 to 14 days, monthly for 3 months, and every 12 months thereafter
CBC, serum chemistries, liver transaminases / LFTs

	Reasons to Discontinue AUD Medication in Adherent Patients
	No clinically important reduction in alcohol use within 3 months
	No clinically important reduction in alcohol use within 3 months
	No clinically important reduction in alcohol use within 3 months 
	Unable to avoid alcohol within 3 months

	Patient Education
	Discuss methods to enhance medication adherence
Negotiate patient’s commitment to monitored ingestion
Adverse effects, if any, tend to occur early in treatment and can typically resolve in 1–2 wks after dosage adjustment
	Report any concerning injection-site reactions
Report any new or worsening depression or suicidal thinking
May cause allergic pneumonia; contact provider if patient develops signs and symptoms of pneumonia
	Report any new or worsening depression or suicidal thinking
Discuss methods to enhance medication adherence

	Avoid alcohol in food and beverages, including medications
Avoid disulfiram if alcohol intoxicated
Negotiate patient’s commitment to monitored ingestion
May cause sedation; caution operating vehicles and hazardous machinery
Discuss methods to enhance medication adherence
Family members should not administer disulfiram without informing patient
Provide patients with disulfiram wallet cards 

	
	If signs and symptoms of acute hepatitis occur, discontinue naltrexone (oral); contact provider immediately 
Very large doses of opioids may overcome the effects of naltrexone and lead to serious injury, coma, or death
Small doses of opioids, such as in analgesic, antidiarrheal, or antitussive drugs may be blocked by naltrexone and fail to produce a therapeutic effect
Patients who have previously used opioids may be more sensitive to toxic effects of opioids after discontinuation of naltrexone
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