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Who am I?
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What you must know when you leave

1. Alcohol dependence has an enormous 

impact on health.

2. You can treat alcohol dependence as part of 

regular medical practice!regular medical practice!

3. There are medications that help.
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Unhealthy Alcohol Use

• Alcohol dependence is the 5th leading 

preventable cause of death and disease in the 

world

• In the US:  85,000 deaths/year attributed to • In the US:  85,000 deaths/year attributed to 

alcohol 

• Includes a spectrum of disease
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National Institute on Alcohol Abuse and Alcoholism, 

10th Special Report to the US Congress 2000.



Spectrum of Alcohol Use

Saitz R. N Engl J Med 2005;352:596-607.
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Topics of today’s talk

• Unhealthy alcohol use in the context of HIV

• Screening for unhealthy alcohol use 

• Treatment for alcohol dependence

– ‘Medical  management’ approach to treatment– ‘Medical  management’ approach to treatment

– Detoxification

– Medications
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Alcohol and HIV Prevention

• Multiple studies have shown an association 

between unhealthy alcohol use and HIV risk

• Link = increased likelihood of unprotected sex 

with multiple partnerswith multiple partners
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Van Tieu et al, 2009

Baum et al, 2010

Woolf and Maisto, 2009



Alcohol and HIV Disease

• Prevalence of unhealthy alcohol use is higher 

among people with HIV/AIDS

• Alcohol suppresses the immune system

– may speed up disease progression– may speed up disease progression

• Can affect metabolism of antiretroviral 

medications (ARVs) via P450 enzyme 

activation 
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Pandrea, Alc Research & Health 2010



Alcohol and adherence to 

HIV medications

Individuals with unhealthy alcohol use are less 

likely to:

1. Receive ARVS (OR = 0.57)

2. Adhere to ARVS (OR = 0.36)2. Adhere to ARVS (OR = 0.36)

3. Achieve virologic suppression (OR = 0.72)
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Chander, JAIDS 2006



Alcohol and Other 

Medical Problems

• Increases progression to cirrhosis with 

Hepatitis B or C co-infection

• Adversely effects management of 

hypertension and diabeteshypertension and diabetes

• Worsens severity of psychiatric disorders 

(depression, psychosis, insomnia)

• Heavy alcohol use is an important cause of 

malnutrition
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Drug treatment 

programs

Medical settings
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Screening and Brief Intervention (SBI)

Screening -

+

Assessment

?

Counseling

Monitoring
Brief Intervention Medical management

Or

Treatment referral

Assessment

Low Risk Medium Risk
Abuse or 

Dependence
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Screening and Assessment:

AUDIT-C
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Brief Interventions

• Frequent brief interactions (5-20 min)

• Motivational interviewing approach

• Can be done in regular care

• Brief interventions by medical providers • Brief interventions by medical providers 

reduce alcohol use

• However… brief interventions alone not 

recommended for treatment of dependence

Samet et al, Arch Int Med 1996
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Screening and Brief Intervention (SBI)

Screening -

+

Assessment

Counseling

Monitoring
Brief Intervention Medical management

Or

Treatment referral

Assessment

Low Risk Moderate Risk
Abuse or 

Dependence
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Key Points on Alcohol Dependence

• Chronic relapsing disorder

• Involves neuroadaptive changes

• Detoxification addresses physiologic 

dependence (withdrawal)dependence (withdrawal)

• Treatment is needed to prevent relapse

• Treatment is effective – and can be delivered 

in medical settings
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Alcohol Withdrawal

• Chronic heavy alcohol use:  

Decreases sensitivity to GABA (inhibitory)

Increases sensitivity to Glutamate (excitatory)

• Withdrawal symptoms are likely in individuals • Withdrawal symptoms are likely in individuals 

who consume 20+ drinks/day

– Difficult to predict who will have severe symptoms

• Severe untreated withdrawal can lead to 

seizures, delirium tremens, and death
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Treatment of Alcohol Withdrawal:  

Medications for Detoxification

• Benzodiazepines are the only medications 

proven to reduce the symptoms and 

complications of withdrawal

• Mechanism: Facilitate GABA transmission, • Mechanism: Facilitate GABA transmission, 

decrease hyperautonomic state

• Many types of benzodiazepines can be used, 

choice depends on the patient and the setting

• Thiamine to prevent Wernicke-Korsakoff

Mayo-Smith et al, JAMA 1997
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Principles of Alcohol Detoxification 

• Start treatment before withdrawal symptoms 

become severe

• Symptom-triggered dosing generally 

recommended, but requires close monitoringrecommended, but requires close monitoring

• Consider prophylactic treatment in patients at 

high risk for withdrawal

• Outpatient detoxification can be safe and 

effective for select patients
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Treatment of Alcohol Dependence

Why treat beyond detoxification?

• Without treatment, at 1 year 

– at least 70% relapse to heavy drinking

• With treatment, at 1 year• With treatment, at 1 year

– 33-66% are abstinent

– Majority (2/3) have reduced consequences of 

drinking
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Schuckit, Harrison’s Princip of Int Med 2001

Swift, NEJM 1999



Outpatient Treatment Modalities

• Behavioral treatments include:

– Cognitive Behavioral Treatment (CBT)

– Motivational Enhancement Therapy

– 12-step (Alcoholics Anonymous)– 12-step (Alcoholics Anonymous)

• Medical Management

– Medication + Counseling 
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What is ‘Medical Management’ 

of Addictions?

• Approach to treating addiction as part of 

regular medical care

• Provides medication + brief counseling

• Relies on effective and safe medications• Relies on effective and safe medications

• Works as well as intensive behavioral 

treatments when medication is provided 
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Saitz, N Eng J Med 2005



Drug treatment 

programs

Medical settings

Intensity of Treatment Provided

Proportion of Population Reached
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General Clinical Principles of 

Medical Management

– Clinical experience is helpful, but specialty 
training is not necessary

– Plan to treat for at least 3-12 months

– Best used in combination with counseling 
(which may be provided outside the clinic)

– Medication adherence is very important
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What the Practitioner Needs to Do

• Take a medical and substance use history

• Develop a treatment plan, set goals

• Counsel on medication – expectations of 

treatment, side effectstreatment, side effects

• Refer to outside treatment support 

(Alcoholics Anonymous, counseling, etc.)

• Follow-up visits every 1-4 weeks, 15-20 min
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Medications for Treatment of 

Alcohol Dependence

1.  Naltrexone

• Oral (ReVia)

• Extended-release injectable (Vivitrol)

2.  Acamprosate (Campral)2.  Acamprosate (Campral)

3.  Disulfuram (Antabuse)
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Mechanisms of Medications Used 

to Treat Alcohol Dependence 

1. Opioid system:  mu receptor antagonist

Naltrexone

2. Glutamate:  NMDA glutamate receptor antagonist

Acamprosate

(Topiramate - off-label use)

3. Aversion:  Aldehyde dehydrogenase inhibitor

Disulfuram
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Naltrexone – Mechanism of Action

• Alcohol stimulates beta-endorphin release 

from nucleus accumbens

• Naltrexone blocks mu-opioid receptor

alcohol is less stimulatingalcohol is less stimulating

• Reduces craving and reinforcing effects of 

alcohol
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Naltrexone – Clinical Effectiveness

1. Cochrane Review (Rosner et al, 2009)

– Reviewed 50 RCTs

– Found modest but significant effect of NTX

2. COMBINE Study (Anton et al, JAMA 2006)2. COMBINE Study (Anton et al, JAMA 2006)

– Largest single trial (N=1383)

– Studied naltrexone, acamprosate, and combined 

behavioral intervention 
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Naltrexone Reduces Heavy Drinking

Naltrexone vs placebo: RR 0.83 (CI .76-.90), NNT=9

Rosner et al, Cochrane Review 2009
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Naltrexone reduces use among 

those who return to drinking

• Number of drinking days declined 4% 

• Number of heavy drinking days declined 3%

• Amount of alcohol consumed on drinking days 

declined by 11 gramsdeclined by 11 grams

But…

NO significant effect on return to any drinking
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Rosner et al, Cochrane Review 2009



What is XR-NTX?

• Extended release naltrexone 

• Given once/month

• Intramuscular injection
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Why Extended-Release (XR)-NTX?

• Adherence!

• Adherence to NTX is low even in clinical trials

• Adherence is very low in the ‘real world’

• With XR-NTX, 100% adherence per monthly injection

Galloway GP, et al. BMC Psychiatry. 2005 Apr 1;5:18.
Galloway et al, BMC Psychiatry 20059/14/12



Naltrexone – For What Patients?

• Predictors of good clinical response:

– Family history of alcoholism

– Strong cravings or urges

– Genetics(?): Asp variant of OPRM1 gene 

• Cautions:  

– Do not use in patients who take opioids

– Follow liver enzymes
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Johnson, Biochem Pharmacol 2007



Naltrexone – Dose and Side Effects

• Dose:  

– Oral NTX:  50mg po daily

– XR-NTX :  380mg IM q4 weeks

• Side effects: • Side effects: 

– Nausea, headache, nervousness, fatigue, GI symptoms

– Liver function test elevation (dose-related)

• Duration:  Studies look at 6-month outcomes
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Acamprosate: Mechanism of Action

• Poorly understood 

• NMDA glutamate receptor antagonist

• Glutamate system is disrupted by chronic 

alcohol usealcohol use

• Acamprosate restores balance

in the glutamate system
Excitatory Inibitory 
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Johnson, Biochem Pharmacol 2007



Acamprosate:  Effectiveness

1. Cochrane Review: 24 RCTs (Rosner et al, 2011)

• Decrease in any drinking:  

RR 0.86 (.81-.91), NNT = 9

• Increase in mean days abstinent:  • Increase in mean days abstinent:  

11 days (5.08-16.81)

• NO effect on heavy drinking days

2. US Trials (COMBINE):  No better than placebo
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Acamprosate: For What Patients?

• Who is likely to benefit:

– Physiologic dependence

– Increased anxiety

– Negative family history– Negative family history

– Later onset of drinking

– Female 

• Cautions:  Renal insufficiency
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Verheul, Psychopharmacology 2005



Acamprosate - Dose and side effects

• 666mg po 3x/day

• Adherence is challenging

• Diarrhea is common

• Duration:  Studies look at 6-month outcomes• Duration:  Studies look at 6-month outcomes
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Disulfiram: Mechanism of Action

• Aversive agent:  does not directly affect 

craving for alcohol

• Inhibits aldehyde dehydrogenase enzyme• Inhibits aldehyde dehydrogenase enzyme

• If alcohol is then ingested:  flushing, 

nausea/vomiting, lowered blood 

pressure, headache, confusion

• Potential for severe reactions
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Disulfiram Effectiveness

• Weaker evidence base

• Mixed results:  

– May decrease number of drinking days

– No change in continuous abstinence– No change in continuous abstinence

– More effective with supervised dosing
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Garbutt et al, JAMA 1999

Fuller et al, J Am Med Assoc 1986

Azrin et al, J Behav Ther Exp Pscych 1982



Disulfiram: For What Patients?

• Not used in regular medical practice 

• Who is likely to benefit: 

– Patients in drug treatment programs

– Supervised dosing– Supervised dosing

– Highly motivated

• Cautions: Multiple potential medical 

complications
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Disulfiram – Dose and Side Effects

• 500mg po daily

• Side effects:  

– Idiosyncratic fulminant hepatitis 

– Psychosis – Psychosis 

– Headache, drowsiness, fatigue, pruritis

• Generally not recommended except in highly 

supervised treatment programs

Johnson et al, JAMA 2007.

Williams, Am Fam Physician 2005
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Summary

• Alcohol problems are under-treated

• Medical visits are an opportunity to provide 

treatment 

– Especially in HIV – Especially in HIV 

• You can deliver effective treatment for alcohol 

dependence, even in regular medical practice, 

with proper use of medications
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