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AUD: Cutoffs for Concern

Patients who drink above the recommended limits account for most of the morbidity and mortality
attributed to AUD.'?

Drinking Levels?

Drinking in n NP ;
Binge Drinking Heavy/Excessive Alcohol use

Males 0 - 2 drinks per day =5 drinks at the same time or within a >4 drinks on any day
couple of hours of each other or

>14 drinks per week

Females and/or 0 -1 drink per day >4 drinks at the same time or within a >3 drinks on any day
Age >65 couple of hours of each other or

>7 drinks per week

*In the past month.
Older adults and women have increased sensitivity to alcohol because they typically metabolize it at a slower rate.
This makes them more susceptible to the adverse consequences associated with alcohol consumption.




How Many Drinks Are In Common Containers?

Standard Sizes of Alcoholic Beverages: One

Regular Beer | MaltLiquor | 1201 Wine | 80-proof standard drink contains 14 grams of alcohol
% alc/vol) | (7% alc/vol) (12% alc/ | Distilled Spirits
(5% alc/vo 0 alc/vo o 12 fl oz 8-9floz  5floz 1.5 fl oz shot
vol) (40% alc/vol)
of regular of malt of table  of 80-proof
12floz=1 12floz=1%  Regular A shot (1.5-o0z beer or liquor wine distilled spirits
wine bottle  glass/50ml hard seltzer (gin, rum
16floz=1% 16floz=2 750ml =5 bottle) =1 tequila, vodka,
whiskey, etc.)
22floz=2 22floz=2% 200 ml (a "half "
pint") = 4% . r
40floz=3% 40floz=4%
375 ml (a "pint"
or "half bottle") about
=8 about5%  about 7% 12% 40%
alcohol alcohol alcohol alcohol

750 ml (a "fifth")
=17 The percent of "pure alcohol," expressed here as
alcohol by volume (alc/vol), varies by beverage.




Screening — Alcohol Use Disorders Identification Test (AUDIT-C)*

How often did you have a Never Monthly or 2-4times per  2-3times per 4 or more
drink containing alcohol in the less month week times per
past year? week

On days in the past year when 1-2 3-4 5-6 7-9 10 or more

you drank alcohol, how many
drinks did you typically drink?

Female: How often did you have Never Less than Monthly Weekly Daily or

4 or more drinks on one monthly almost daily
occasion in the past year?

Male: How often did you have 6

or more drinks on one occasion

in the past year?

To better account for safer drinking levels in females, AUDIT-C item three is automatically tailored to the sex

assigned at birth in the clinical reminder. For VA, an AUDIT-C score of 5 or more is considered positive for both men
and women, and documentation of brief alcohol counseling is required.




Spectrum of Unhealthy Alcohol Use with AUDIT-C Score and Recommended Treatment

Severity>'®

Moderate-risk
Drinking

! ! ! ! !

AUDIT-C=0-3 AUDIT-C=4-5 AUDIT-C=6-7 AUDIT-C=8-9 AUDIT-C=10-12

Health Brief Brief intervention Pharmacotherapy  Specialty care
promotion intervention  +/- Pharmacotherapy  +/- Psychosocial management
+/- Psychosocial interventions
interventions +/- Specialty care

management



Laboratory Monitoring of Alcohol Biomarkers — How Can They Be Used?-2* >
Screening tool

= Measuring biomarkers may assist in differential diagnosis.

= Positive predictive value increases when > 2 indirect biomarkers are elevated.*
Motivating change in drinking behavior

» Biomarker measurement can help motivate changes in drinking behaviors.

Identifying relapse to drinking

= For example, relapse to alcohol use after abstinence may be best identified by a simultaneous
30% increase in Carbohydrate-Deficient Transferrin (CDT) and Gamma-glutamyl transferase
(GGT) elevation.

= Addressing relapse early can prevent further alcohol misuse.




Laboratory Monitoring for Alcohol Use Disorders: Indirect Biomarkers'-232

Time to
Return to Possible Source of
Normal with False Positive
Abstinence

Biomarker e el

(elevated)

Comments

Drinking
Characterized

AST Unknown, but 2-4 weeks Excessive coffee Ratio of AST: ALT >2:1 suggests
ALT heavy lasting consumption, medications liver damage from alcohol.
several weeks ALT is less sensitive than AST.
GGT 5 drinks/day x 2-4 weeks Liver and biliary disease, Primarily reflects liver
several weeks smoking, obesity, damage, often related to
diabetes, hypertension, chronic excessive alcohol
hypertriglyceridemia consumption. More sensitive
than AST and ALT.

AST = aspartate amino transferase; ALT = alanine amino transferase; GGT = gamma-glutamyl transferase.
CDT = carbohydrate-deficient transferrin;
MCV = mean corpuscular volume; *Indirect serum based biomarkers.




continued from page 6 (Laboratory Monitoring for Alcohol Use Disorders: Indirect Biomarkers'-%*)

Tvoe of Time to
Biomarker D%Ekin Return to Possible Source of
(elevated) 'g Normal with False Positive
Characterized .
Abstinence
CcDT 5 drinks/day x 2-4 weeks Rare genetic variant, biliary
2 weeks cirrhosis, end stage liver

disease, smoking, obesity

MCV Unknown, but Up to several Hemolysis, bleeding disorders,
heavy lasting months anemia, folate deficiency,
several months hypothyroidism, hyperglycemia

CDT = carbohydrate-deficient transferrin; MCV = mean corpuscular volume.

Comments

Excellent specificity for alcohol
misuse, but it is costly. Less
sensitive for women and
younger age; good biomarker
for relapse to heavy drinking.

Abnormal range >1.3% total
transferrin concentration.

Poor biomarker for relapse;
higher sensitivity in women
versus men.




Laboratory Monitoring for Alcohol Use Disorders: Direct Biomarkers'-2

Comments

Tvoe of Time to
. ype Return to Possible Source of
Biomarker Drinking . .
. Normal with False Positive
Characterized .
Abstinence
EtG May detect a 1-3 days Alcohol in medications,
EtS single drink. hygiene products, etc.
PEth 3-4 drinks/day x 3 weeks None likely but still need
several days more data.

EtG = ethyl glucuronide; EtS = ethyl sulfate; PEth = phosphatidyl ethanol.

Direct analytes of nonoxidative
breakdown of alcohol; sensitive
to as little as a single drink;
highly sensitive; good indicator
of relapse; detected in urine for
several days.

Direct serum-based biomarker;
linear dose-response
relationship; more research

is warranted.



Medications for the Treatment of Alcohol Use Disorder*?2¢

Naltrexone Oral 426

e us e e . . Baseline Common
Dose Initiation Contraindications/Precautions ) .
Evaluation Side Effects

Initiation 50 mg daily « Cannot be used in patients o LFTs; GGT; LFTsat6 « Abdominal
e S 25 e on .op|0|ds. . ' B|I'|rub|n months then cramps
. oo - Patients with physiologic + Urine yearly « Abdominal
1 or 2 times daily with . .
opioid dependance should + beta-HCG - pain
meals to reduce nausea, L. . . Suicidal
I R be opioid-free (including for females sl « Nausea
tramadol) a minimum of 7-14 « Headache
week - and
Maintenance 50-100 mg daily - Do not use in severe hepatic depression i de effects
Special Patients with hepatic or impairment or acute hepatitis are often
Populations renal impairment may transient and
respond to lower doses go away with
time.

For complete prescribing information, please refer to the package insert for each medication; GGT = gamma-glutamyl transferase; HCG = human
chorionic gonadotropin; LFT = liver function tests.




continued from page 9 (Medications for the Treatment of Alcohol Use Disorder)

Naltrexone Extended-release Injection %

e u: e e . . Baseline Common
Dose Initiation Contraindications/Precautions X :
Evaluation Side Effects

Initiation 380 mg intramuscular
gluteal injection

Maintenance 380 mg intramuscular
gluteal injection every
4 weeks or once a

month
Special CrCl < 50 mL/min
Populations use with caution,
no dose adjustment
recommended

« Same as oral

« Clinic administration

« Kept refrigerated. Allow drug
to reach room temperature
(about 45 minutes) before
preparation.

- Same as
oral

« Adequate
muscle
mass for
injection

LFTs at6
months then

yearly
Suicidal

thoughts and
depression

- Same as
oral

« Injection
site
reaction

**Side effects
are often
transient and
go away with
time.

For complete prescribing information, please refer to the package insert for each medication; CrCl = creatinine clearance; LFT = liver function tests.

10



continued from page 9 (Medications for the Treatment of Alcohol Use Disorder)

Topiramate %26

e L. Contraindications/ Baseline Common Side
Dose Initiation i X
Precautions Evaluation Effects

Initiation 25 mg daily, increase - Caution in patients with ~ « Weight Periodic:renal - Cognitive/
dose by 25-50 mg/ history of kidney stones - CrCl function, serum  memory
day divided twice « Caution in use with « Serum bicarbonate impairment
daily at weekly metformin (increased bicarbonate . + Paresthesia
. A . Ammonia )
intervals metabolic acidosis risk) « Urine beta- . + Weight loss

. f levels with h

Maintenance 200 - 300 mg daily + Use during pregnancy can HCG for lethargy, . Hegdac e

Special Crcl <70 mbJmin: cause cleft lip or palate females vomitind. or - Fatigue

pecia reis o meb/min: - May decrease the h 9 - Dizziness

Populations Give 50% of dose serum concentrations changes in **Most

. mental status .
of contraceptives and side effects
reduce their effectiveness Suicidal are dose-
thoughtsand  dependent and
depression may dissipate
over time.

**|f side effects don't improve after 4-6 weeks, dose reduction is recommended to improve adherence
For complete prescribing information, please refer to the package insert for each medication; CrCl = creatinine clearance; HCG = human chorionic
gonadotropin.

11



continued from page 9 (Medications for the Treatment of Alcohol Use Disorder)

e as Contraindications/ Baseline Common Side
Dose Initiation . .
Precautions Evaluation Effects
Initiation and 666 mg orally three - Higher pill burden, - CrCl CrClin - Diarrhea
Maintenance times daily multiple daily dosing - Urinebeta-  higher-risk ~ + Nervousness
SRl CrCl 30-50 mL/min: . Rgduce dosein pa.tlents HCG for patients - Fatigue
: 333 lly 3 ti with low body weight females (elderly, renal
Populations > Mg oraily 3times < 60kg + Abstinence impairment) .
daily Ay Side effects
CrCl < 30 mL/min: do before suicidal ge.nerally‘sub5|de
s thoughts with continued
not use initiation
and use.
may d .
. epression
improve
results

For complete prescribing information, please refer to the package insert for each medication; CrCl = creatinine clearance; HCG = human chorionic
gonadotropin.
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continued from page 9 (Medications for the Treatment of Alcohol Use Disorder)

Disulfiram 426

e s e e . X Baseline Common Side
Dose Initiation Contraindications/Precautions )
Evaluation Effects

Initiation 250 mg daily « Patient must be abstinent « LFTs LFTsat 1 « Somnolence
Maintenance  250-500 mg prior to therapy (=12 hrs.) and . CBC month, then + Metallic taste
daily ¢ committed to staying sober - BMP monthly for . Headache
atly {range + Reaction with alcohol can occur - Medicaland 3 months
125-500 mg) for up to 14 days after last dose psychiatric  then Maior:
Special — + Contraindicated in severe assessment  periodically e
g . Hepatotoxicity,
Populations myocardial disease, psychosis, - EKG thereafter erioheral
cognitive disorders, severe « Urine beta- F\eufo ath
hepatic dysfunction HCG for . ch(r))sis Y
« Products containing ethanol females A !
delirium

could cause disulfiram reaction

For complete prescribing information, please refer to the package insert for each medication; BMP = basic metabolic panel; CBC = complete blood
count; CrCl = creatinine clearance; EKG = electrocardiogram; HCG = human chorionic gonadotropin; LFT = liver function tests.
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continued from page 9 (Medications for the Treatment of Alcohol Use Disorder)

Gabapentin 426

e s Contraindications/ Baseline Common Side
Dose Initiation i X
Precautions Evaluation Effects

Initiation 300 mg at bedtime, may - Misuse potential - CrCl Suicidal Somnolence
increase dose by 300 « Use caution with CNS « Urine beta- thoughts - Fatigue
mg/day daily, given in depressants (e.g., opioids, HCG for and « Dizziness
divided doses benzodiazepines) females depression - Ataxia

Maintenance = Target dose 1800 mg/day : PZripheraI
in 3 divided doses edema

Special CrClI*=30to 59 mL/

Populations ~ Min: 400 to 1400 mg/
day given in two divided
doses; 15— 29 mL/min:
200-700 mg at bedtime

For complete prescribing information please refer to the package insert for each medication; CrCl = creatinine clearance; HCG = human chorionic
gonadotropin. *For CrCl < 29 mL/min please see package insert for dosing adjustments.

14



Investigational Medications for Treatment of Alcohol Use Disorder?6-3

- Baclofen Ondansetron Varenicline

Dose Initiation 5 mg three times daily 4 mcg/kg twice daily Days 1 to 3: 0.5 mg once daily
(~0.25 mg twice daily — use
liquid solution) Days 4 to 7: 0.5 mg twice daily
Maintenance Most commonly studied dose 4 mcg/kg twice daily 1 mg twice daily
is 10-20 mg three times daily
Dosing in Special + CrCL 50-80 mL/min: + Renal impairment: + CrCl <30 mL/min:
Populations Reduce dose by one-third Dose adjustment not Maximum of 0.5 mg twice
« CrCL 30-50 mL/min: necessary daily
Reduce dose by one-half « Severe hepaticimpairment - Hemodialysis:
« CrCL <30 mL/min: (Child-Pugh =10) = 8 mg/ Maximum of 0.5 mg daily
Reduce dose by two-thirds day max if tolerated

For complete prescribing information please refer to the package insert for each medication; CrCl = creatinine
clearance; HCG = human chorionic gonadotropin; LFT = liver function tests.

15



continued from page 15 (Investigational Medications for Treatment of Alcohol Use Disorder)

- Baclofen Ondansetron Varenicline

Baseline Urine beta-HCG for females EKG if patient high risk for - CrCl
Evaluation prolonged QT interval -Use .« Suicidal intent
clinical judgment with low « Neuropsychiatric symptoms
dose used in AUD (e.g., agitation, depression)
+ Urine beta-HCG for females  « Urine beta-HCG for females
Adverse Effects « Drowsiness « Headache + Nausea/vomiting
+ Dizziness - Fatigue » Headache
- Ataxia - Constipation « Abnormal dreams
+ Insomnia » Dizziness « Constipation
« Weakness « Fever

For complete prescribing information please refer to the package insert for each medication; CrCl = creatinine
clearance; EKG = electrocardiogram; HCG = human chorionic gonadotropin.
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Alcohol Use Disorder and Pregnancy

There is no safe level of alcohol use during pregnancy, and abstinence is recommended.??-*

Alcohol consumption during pregnancy is associated with:32-3*
« Pregnancy complications (miscarriage, preterm labor, placenta abruption)

« Increased rates of stillbirth and low birth weight
« Cognitive deficits and behavioral problems
- Fetal alcohol spectrum disorders

Alcohol withdrawal needs to be managed in pregnant women. Based on the severity of withdrawal,
consider the utilization of benzodiazepines or gabapentin (see pages 27-33 for additional detail).
There is limited evidence on the safety of medications to treat AUD in pregnancy. Guidelines
recommend that pregnant patients with AUD should preferentially be offered evidence-based
psychosocial treatment interventions.®3*

associated with alcohol use in pregnancy should be weighed against the potential risks associated

In some cases, if psychosocial treatment interventions are insufficient, then potential harms %
with AUD pharmacotherapy.32*

17




Pharmacotherapy for AUD in Pregnancy??3*

m Therapeutic Notes

Naltrexone Limited evidence with naltrexone use in opioid use disorder has demonstrated no adverse effects on
pregnancy outcomes.*¢-*° However, the long-term effects of antagonizing the endogenous opioid
system during development are not well known.

Topiramate Topiramate should be avoided, if possible, during the first trimester. If required, utilize the lowest
effective dose. Use during the first trimester is associated with a two to threefold increased risk of
malformations, primarily due to oral clefts.* Higher doses used in the third trimester are associated
with increased prevalence of small for gestational age infants.*’ Doses of 100 mg/day may not be
associated with a significantly increased risk of malformations.*

Acamprosate A retrospective cohort study found that acamprosate-exposed neonates were similar to a non-exposed
community comparison group for hospitalizations. The acamprosate group also fared better than
the untreated alcohol-exposed comparison group for hospitalizations during pregnancy and 45 days
post-partum. No differences were seen between the groups for birth weight, the proportion of small
for gestational age neonates, or the incidence of congenital abnormalities.®®

18



m Therapeutic Notes

Disulfiram Sparse evidence suggests that this drug is not a major human teratogen.* The negative effects of
alcohol on the developing fetus are mediated through acetaldehyde, thus the risks associated with
alcohol consumption during pregnancy could be amplified by drinking while on disulfiram.*

Gabapentin Population-based studies found that early exposure was not associated with fetal malformations.
There is some indication of a higher risk of cardiac malformations.*#* Use, especially late, has been
associated with increased risk of preterm birth, small for gestational age infants, and neonatal
intensive care admission.*#*

Breastfeeding and AUD

There is limited evidence on the safety of maternal use of AUD pharmacotherapy during breastfeeding.
Careful assessment of benefits and risks, fully informed patient consent, and close monitoring of the
infant is advised.®

19



Pharmacotherapy for AUD and Breastfeeding

“ Therapeutic Notes

Naltrexone® Limited data indicates that naltrexone is minimally excreted in breast milk. No naltrexone-related
adverse effects were reported in a 1.5-month-old infant.*

Topiramate*® In a small number of infants studied, maternal doses up to 200 mg daily produce relatively low
levels in infant serum. Watery foamy stools reported in one infant that subsided when topiramate
was discontinued. Monitor the infant for diarrhea, drowsiness, irritability, adequate weight gain,
and developmental milestones, especially in younger, exclusively breastfed infants.

Acamprosate*' No human studies exist. The effect on nursing infants is unknown.
Disulfiram*' No human studies exist. The effect on nursing infants is unknown.

Gabapentin*'#7 Gabapentin is excreted in breast milk. Limited information indicates that maternal doses of
gabapentin up to 2.1g daily produce relatively low levels in infant serum. The safety of gabapentin
for breastfeeding has been investigated by a few case reports involving a range of doses and
treatment durations, and no significant adverse effects were reported. LactMed recommends that
the infant is monitored for drowsiness, adequate weight gain, and developmental milestones.*

20



Alcohol Use Disorder and Hepatitis C (HCV) or B (HBV) and Human Immunodeficiency
Virus (HIV) Infections*®

Alcohol Use Disorder and HCV and/or HIV infections often co-occur.

s T

HBV or + Heavy alcohol use in HBV or HCV is associated with more progressive liver damage, liver cancer, and

HCV liver-related deaths.

Without « Patients with AUD and HCV should be considered for HCV treatment following assessment of

Cirrhosis a patient’s understanding of treatment goals and provision of education about adherence and
follow-up.

HIV + Heavy alcohol consumption is associated with lower antiretroviral therapy treatment adherence,

lower quality of care, and poor retention in care.
« Unhealthy alcohol use should be targeted to increase the proportion of HIV/AIDS patients who
achieves viral suppression.

Liver « Alcohol use can contribute to an acceleration of liver disease (e.g., alcoholic cirrhosis, acute
Cirrhosis alcoholic hepatitis).

« In patients with liver disease, alcohol use can speed disease progression.

« Alcohol use should be targeted for chronic liver disease management.

21



Management

« Patients with AUD should be screened for HCV, HBV, and HIV infections.

« Patients with HCV, HBV, or HIV infections should be screened for AUD.

« Patients with advanced fibrosis/cirrhosis disease should be screened for AUD due to the risk of
progression of liver disease.

- Interventions should focus on reducing alcohol consumption, treating HIV, HCV, and HBV infections
appropriately, and management of cirrhosis.

- HCV treatment options for patients with cirrhosis are limited, highlighting the importance of screening
for AUD to reduce the risk of liver disease progression.

AUD is the most common non-tobacco substance use disorder among Veterans with HCV, with
55% of HCV viremic Veterans suffering from problematic alcohol use.

22



Special Considerations for AUD Pharmacotherapy Use in HIV and HCV #4°~°

-

Drug No CYP450 Medications that contain alcohol ' Closely monitor No known drugs
Interactions interactions.  and may precipitate reaction: renal function with interactions.
with HIV/ + Ritonavir co-administered with
HCV/HBV + Lopinavir/ ritonavir oral Tenofovir Disoproxil
Medications solution Fumarate due to
- Timpranavir capsules increased risk of renal
« Fosamprenavir oral solution toxicity.
Cirrhosis Avoid There are no dosage adjustments — Hepatic impairment,
in acute provided in the manufacturer's severe (Child-Pugh
Hepatitis or labeling. score 10 or greater):
liver failure™. )50 with extreme caution in do not exceed
hepatic cirrhosis or insufficiency. 8 mg/day

*Not FDA approved to treat AUD; No known drug interactions with HIV/HCV medications and acamprosate, baclofen, gabapentin,
ondansetron, or varenicline reported. Practitioners should consult with a knowledgeable clinical pharmacist for additional
information. **Not recommended for patients with signs and symptoms of decompensated cirrhosis including ascites, hepatic

encephalopathy, jaundice, variceal bleed, spontaneous bacterial peritonitis (SBP), or hepatorenal syndrome (HRS).
23




24

Structured or
Manual Based

Usual Length of
Treatment

Requires Specialty

Trained Provider
Goal(s)

Psychosocial Interventions®

Twelve-Step

Facilitation

v

10-12 sessions
over 1-month

v

Therapy
designed

to increase
12-step group
involvement.

Community
Reinforcement
Approach

v

8-12 sessions

over 12-16 weeks

v

Develop social
activities and
networks that
do not involve
alcohol use.

Motivational
Enhancement
Therapy

v

12-weeks

v

Address
ambivalence

towards behavior

change and
develop a
patient-initiated
change plan.

Cognitive
Behavioral
Therapy

v

6-12 sessions
over 6-months

v

Focus on relapse
prevention

skills training to
develop healthy
alternatives to
drinking, cope

with cravings and

life stressors.

Behavioral
Couples Therapy

v

12 weekly
sessions

v

Improve
relationships
with effective
communication
and healthy
shared activities.




Outpatient Medically Supervised Withdrawal*>'->3

Many patients undergoing alcohol withdrawal can do so safely at home with regular supervision.

Alcohol Withdrawal Assessment

History and severity of previous episodes of
alcohol withdrawal (e.g., level of care, delirium
tremens (DT), seizures)

History of alcohol use (daily consumption,
recent patterns)

Time of most recent drink

Physical examination

Concomitant drugs (illicit, prescribed, over the
counter)

Co-existing medical/psychiatric disorders
CBC, urea, electrolytes, LFTs, INR, prothrombin
time, urine drug screen

Clinical Institute Withdrawal Assessment from

Alcohol - Revised (CIWA-Ar) Scale

Scores, combined with a history of withdrawal
seizures or delirium tremens, are used to
categorize a patient’s withdrawal:

Very mild withdrawal <10
Mild withdrawal 10to 15
Moderate withdrawal 16-20
Severe withdrawal >20

25




Inpatient Medically Supervised Alcohol . . A
Withdrawal Likely Required®*'- Evaluate for Alcohol Withdrawal in the Community

« CIWA-Ar score >15 and/ or regular « CIWA-Ar 8-15 and without symptoms of delirium
consumption of >17 standard drinks/day or tremens (DT) or seizures
elevated vitals within 72 hours of abstaining + No history of DT or alcohol withdrawal seizures
- History of epilepsy, alcohol-related withdrawal + Able to take oral medications
seizures or hallucinations, delirium tremens, or « Someone who can monitor and supervise the
failed community detoxifications withdrawal process at home
« Concurrent substance misuse and/or risk or + Able to commit to daily medical visits
withdrawal from other substances in addition + No unstable medical condition
to alcohol (e.g., sedative-hypnotics) + No psychotic, suicidal, or significantly cognitively
« Homeless or has no social support impaired
- Very young, elderly, or pregnant -« Not pregnant
- Cognitive impairment, psychiatric or medical + No concurrent substance use that may lead to
conditions that would pose arisk (e.g., severe withdrawal (e.g., sedative withdrawal)
coronary artery disease, congestive heart - Detailed treatment plan that includes provider contact
failure, liver cirrhosis) information and contingency plans
+ Medication provided and physical health assessed daily
for 3-5 days

26



Outpatient Treatment of Alcohol Withdrawal*'¢-'®

Determine Treatment Setting

CIWA-Ar Pharmacotherapy for Withdrawal Symptoms

<10 - Withdrawal medication may not be needed = Community
« Supportive treatment for somatic symptoms
« Patients who have had alcohol intake
within the previous six to eight hours may
not yet exhibit withdrawal

10-18 « Withdrawal medication often appropriate Community or hospital
« Supportive treatment for somatic symptoms

>18 or > 10 - Referral for inpatient withdrawal Hospital

plus co-morbid often appropriate

alcohol-related « Withdrawal medication required

problems (e.g., benzodiazepine)

+ Supportive treatment for somatic symptoms

27



continued from page 27 (Outpatient Treatment of Alcohol Withdrawal)

Determine Treatment Setting

Current intoxication:
- Patients who demonstrate significant withdrawal symptoms with a positive blood alcohol concentration are at
high risk of severe withdrawal symptoms within a few hours.
- Patients who present for treatment while intoxicated should be reevaluated after the alcohol concentration is
below 0.02 g/dL.
Binge drinking:
« Patients who report >3 binges (>4 drinks/day) in a week for two consecutive weeks should be closely monitored
for the emergence of alcohol withdrawal symptoms.

28



Benzodiazepines For The Treatment Of Outpatient Alcohol Withdrawal'¢-*

« Benzodiazepines are not only the most extensively studied but have demonstrated greatest efficacy in
the treatment of alcohol withdrawal.

« Fixed-dose or symptoms triggered protocols can be utilized based on withdrawal severity and
gradually reduced over 5-7 days.

+ Benzodiazepine use beyond 5-7 days is rarely helpful or necessary.

Moderate - Severe (9-14 standard drinks/day)
Outpatient Alcohol Withdrawal Dosing Examples

Chlordiazepoxide 25-50 mg every 6 hours x 4 doses, then: « 15-25 mg every 6 hours x 4 doses,
+ then 10 mg every 6 hours x 4 doses,
« then 5 mg every 6 hours x 4 doses

Lorazepam* 2-4 mg every 6 hours x 4 doses, then: « 1-2 mg every 6 hours x 4 doses,
- then 0.5 mg every 6 hours x 8 doses

*Lorazepam or oxazepam should be used in the elderly and with hepatic dysfunction.

29
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Anticonvulsants for Alcohol withdrawal

Carbamazepine, gabapentin, and valproic acid can be used as effective supplements or alternatives in
patients who cannot use benzodiazepines (e.g., abuse liability or allergy/adverse reactions) for mild to
moderate alcohol withdrawal.

Mild to Moderate Outpatient Alcohol Withdrawal Dosing Examples*>'>#>3

Gabapentin 300-400 mg three times daily x 2 days, then « 300-400 mg twice daily x 2 days,
« then 300-400 mg daily x 2 days
Carbamazepine 200 mg four times daily x 4 doses, then + 200 mg three times daily x 3 doses,

+ then 200 mg twice daily x 6 doses
Valproic acid 500 mg three times daily x 7 days
The use of non-benzodiazepine agents for alcohol withdrawal management has not been well-studied in patients

with either severe alcohol withdrawal (especially a CIWA-Ar >15) or those at risk for complications of withdrawal
(seizure, DT, hallucinosis), and thus use in these situations may carry unknown risks and uncertain benefit.



Treatment Options for Somatic Complaints During Alcohol Withdrawal***

Dehydration Ensure adequate fluid intake to maintain hydration and electrolyte balance

Pain NSAIDs (e.g., ibuprofen), acetaminophen; max 2 gm/day in patients with hepatic impairment
Nausea and vomiting  Antiemetics (e.g ., promethazine 25 mg every 4 hours as needed)

Diarrhea Loperamide (4 mg then 2 mg after each loose stool; max = 16 mg/day)

Itching Antihistamines (e.g., hydroxyzine 25-50 mg three times daily)

*These medications do not prevent seizures.

Nutritional Supplement to Consider for Patients Going Through Alcohol Withdrawal®'5¢

Thiamine** 100-300 mg/day x 5 days
Folic acid 0.4-1 mg/day x 5 days
Pyridoxine (B6) 2 mg/day x 5 days

**All patients with AUD should be offered oral thiamine to prevent long term complication.

31



32

References

1. Division of Population Health, National Center for Chronic Disease Prevention and Health Promotion, Centers for Disease
Control and Prevention. Alcohol Use and Your Health. May 11, 2011. https://www.cdc.gov/alcohol/fact-sheets/alcohol-use.htm.
Accessed August 18, 2021. 2. Centers for Disease Control and Prevention. Fact Sheets - Alcohol Use and Your Health. https://
www.cdc.gov/alcohol/fact-sheets/alcohol-use.htm. July 25, 2016. Accessed November 3, 2016. 3. National Institute on Alcohol
Abuse and Alcoholism Drinking Levels Defined. https://www.niaaa.nih.gov/alcohol-health/overview-alcohol-consumption/
moderate-binge-drinking Accessed November 4, 2021. 4. Veterans Health Administration, Department of Defense. VA/DoD
practice guideline for the management of substance use disorders. Version 4.0. Washington (DC): The Management of Substance
Use Disorders Working Group; 2021 August. 5. Bryson CL, Au DH, Sun H, Williams EC, Kivlahan DR, Bradley KA. Alcohol screening
scores and medication nonadherence. Ann Intern Med. 2008;149(11):795-804. 6. Lembke A, Bradley KA, Henderson P, Moos R,
Harris AH. Alcohol screening scores and the risk of new-onset gastrointestinal iliness or related hospitalization. J Gen Intern

Med. 2011;26(7):777-782. 7. Thomas RM, Francis Gerstel PA, Williams EC, et al. Association between alcohol screening scores

and diabetic self-care behaviors. Fam Med. 2012;44(8):555-563. 8. Chew RB, Bryson CL, Au DH, Maciejewski ML, Bradley KA. Are
smoking and alcohol misuse associated with subsequent hospitalizations for ambulatory care sensitive conditions? J Behav
Health Serv Res. 2011;38(1):3-15. 9. Harris AH, Bryson CL, Sun H, Blough D, Bradley KA. Alcohol screening scores predict risk

of subsequent fractures. Subst Use Misuse. 2009;44(8):1055-1069. 10. Rubinsky AD, Sun H, Blough DK, et al. AUDIT-C alcohol
screening results and postoperative inpatient health care use. JAm Coll Surg. 2012;214(3):296-305 €291. 11. Harris AH, Bradley
KA, Bowe T, Henderson P, Moos R. Associations between AUDIT-C and mortality vary by age and sex. Popul Health Manag.
2010;13(5):263-268. 12. Harris AH, Lembke A, Henderson P, Gupta S, Moos R, Bradley KA. Risk of future trauma based on alcohol
screening scores: a two-year prospective cohort study among US veterans. Addict Sci Clin Pract. 2012;7:6. 13. Kinder LS, Bryson CL,
Sun H, Williams EC, Bradley KA. Alcohol screening scores and all-cause mortality in male Veterans Affairs patients. J Stud Alcohol
Drugs. 2009;70(2):253-260.



https://www.cdc.gov/alcohol/fact-sheets/alcohol-use.htm
https://www.cdc.gov/alcohol/fact-sheets/alcohol-use.htm
https://www.cdc.gov/alcohol/fact-sheets/alcohol-use.htm
https://www.niaaa.nih.gov/alcohol-health/overview-alcohol-consumption
https://www.niaaa.nih.gov/alcohol-health/overview-alcohol-consumption

continued

14. Quality Enhancement Research Initiative. Brief alcohol counseling for alcohol misuse. Updated: Feb 20, 2014. Available at:
http://www.queri.research.va.gov/tools/alcohol-misuse/alcohol-counseling.cfm. 15. O'Malley SS, O'Connor PG. Medications for
unhealthy alcohol use: across the spectrum. Alcohol Res Health. 2011;33(4):300-312. 16. Bradley KA, Rubinsky AD, Lapham GT,

et al. Predictive validity of clinical AUDIT-C alcohol screening scores and changes in scores for three objective alcohol-related
outcomes in a Veterans Affairs population. Addiction. 2016;111(11):1975-1984. 17. Hoggatt KJ, Simpson T, Schweizer CA, Drexler
K, Yano EM. Identifying women veterans with unhealthy alcohol use using gender-tailored screening. Am J Addict. 2018;27(2):97-
100. 18. Dawson DA, Smith SM, Saha TD, Rubinsky AD, Grant BF. Comparative performance of the AUDIT-C in screening for DSM-
IV and DSM-5 alcohol use disorders. Drug Alcohol Depend. 2012;126(3):384-388. 19. Substance Abuse and Mental Health Services
Administration. (2012). The Role of Biomarkers in the Treatment of Alcohol Use Disorders, 2012 Revision. Advisory, Volume 11,
Issue 2. 20. Ingall GB. Alcohol biomarkers. Clin Lab Med. 2012;32(3):391-406. 21. Topic A, Djukic M. Diagnostic characteristics and
application of alcohol biomarkers. Clin Lab. 2013;59(3-4):233-245. 22. Nanau RM, Neuman MG. Biomolecules and Biomarkers
Used in Diagnosis of Alcohol Drinking and in Monitoring Therapeutic Interventions. Biomolecules. 2015;5(3):1339-1385. 23.
Addolorato G, Vassallo GA, Mirijello A, Gasbarrini A. Diagnosis and Management of Alcohol Use Disorder in Patients with

Liver Disease: Lights and Shadows. Neurotherapeutics. 2020;17(1):127-141. 24. Dolman JM, Hawkes ND. Combining the audit
questionnaire and biochemical markers to assess alcohol use and risk of alcohol withdrawal in medical inpatients. Alcohol
Alcohol. 2005;40(6):515-519. 25. Litten RZ, Bradley AM, Moss HB. Alcohol biomarkers in applied settings: recent advances and
future research opportunities. Alcohol Clin Exp Res. 2010;34(6):955-967. 26. Micromedex® (electronic version). IBM Watson Health,
Greenwood Village, Colorado, USA. Available at: https://www.micromedexsolutions.com/. Accessed October 7, 2021. 27. Pierce
M, Sutterland A, Beraha EM, Morley K, van den Brink W. Efficacy, tolerability, and safety of low-dose and high-dose baclofen in
the treatment of alcohol dependence: A systematic review and meta-analysis. Eur Neuropsychopharmacol. 2018;28(7):795-806.
28. Muller CA, Geisel O, Banas R, Heinz A. Current pharmacological treatment approaches for alcohol dependence. Expert Opin
Pharmacother. 2014;15(4):471-481.

33



http://www.queri.research.va.gov/tools/alcohol-misuse/alcohol-counseling.cfm
https://www.micromedexsolutions.com/

34

continued

29. Muzyk AJ, Rivelli SK, Gagliardi JP. Defining the role of baclofen for the treatment of alcohol dependence: a systematic review
of the evidence. CNS Drugs. 2012;26(1):69-78. 30. Fairbanks J, Umbreit A, Kolla BP, et al. Evidence-Based Pharmacotherapies for
Alcohol Use Disorder: Clinical Pearls. Mayo Clin Proc. 2020;95(9):1964-1977. 31. Bold KW, Zweben A, Fucito LM, et al. Longitudinal
Findings from a Randomized Clinical Trial of Varenicline for Alcohol Use Disorder with Comorbid Cigarette Smoking. Alcohol Clin
Exp Res. 2019;43(5):937-944. 32. British Columbia Centre on Substance Use (BCCSU), B.C. Ministry of Health, and B.C. Ministry

of Mental Health and Addictions. Pregnancy Supplement - Provincial Guideline for the Clinical Management of High-Risk
Drinking and Alcohol Use Disorder. 2020. Vancouver, B.C.: BCCSU. Available at: https://www.bccsu.ca/clinical-care-guidance/.
33. Thibaut F, Chagraoui A, Buckley L, et al. WFSBP (*) and IAWMH (**) Guidelines for the treatment of alcohol use disorders

in pregnant women. World J Biol Psychiatry. 2019;20(1):17-50. 34. Reus VI, Fochtmann LJ, Bukstein O, et al. The American
Psychiatric Association Practice Guideline for the Pharmacological Treatment of Patients With Alcohol Use Disorder. Am J
Psychiatry. 2018;175(1):86-90. 35. Kelty E, Terplan M, Greenland M, Preen D. Pharmacotherapies for the Treatment of Alcohol

Use Disorders During Pregnancy: Time to Reconsider? Drugs. 2021;81(7):739-748. 36. Kelty E, Hulse G. A Retrospective Cohort
Study of Birth Outcomes in Neonates Exposed to Naltrexone in Utero: A Comparison with Methadone-, Buprenorphine- and
Non-opioid-Exposed Neonates. Drugs. 2017;77(11):1211-1219. 37. Kelty E, Hulse G. A Retrospective Cohort Study of Obstetric
Outcomes in Opioid-Dependent Women Treated with Implant Naltrexone, Oral Methadone or Sublingual Buprenorphine, and
Non-Dependent Controls. Drugs. 2017;77(11):1199-1210. 38. Kelty E, Tran D, Lavin T, Preen DB, Hulse G, Havard A. Prevalence and
safety of acamprosate use in pregnant alcohol-dependent women in New South Wales, Australia. Addiction. 2019;114(2):206-215.
39. Wachman EM, Saia K, Miller M, et al. Naltrexone Treatment for Pregnant Women With Opioid Use Disorder Compared With
Matched Buprenorphine Control Subjects. Clin Ther. 2019;41(9):1681-1689. 40. Towers CV, Katz E, Weitz B, Visconti K. Use of
naltrexone in treating opioid use disorder in pregnancy. Am J Obstet Gynecol. 2020;222(1):83.e81-83.e88. 41. Briggs GG, Freedman
RK, Yaffe SJ. Drugs in Pregnancy and Lactation: A Reference Guide to Fetal and Neonatal Risk. 12th ed. Philadelphia, PA: Lippincott
Williams & Wilkins; 2022. 42. Hernandez-Diaz S, Huybrechts KF, Desai RJ, et al. Topiramate use early in pregnancy and the risk of
oral clefts: A pregnancy cohort study. Neurology. 2018;90(4):e342-e351.



https://www.bccsu.ca/clinical-care-guidance/

continued

43, Patorno E, Hernandez-Diaz S, Huybrechts KF, et al. Gabapentin in pregnancy and the risk of adverse neonatal and maternal
outcomes: A population-based cohort study nested in the US Medicaid Analytic eXtract dataset. PLoS Med. 2020;17(9):e1003322.
44, Fujii H, Goel A, Bernard N, et al. Pregnancy outcomes following gabapentin use: results of a prospective comparative
cohort study. Neurology. 2013;80(17):1565-1570. 45. Drugs and Lactation Database (LactMed) [Internet]. Bethesda (MD):
National Library of Medicine (US); 2006-. Naltrexone. [Updated 2021 Jul 19]. Available from: https://www.ncbi.nlm.nih.gov/
books/NBK501239/. 46. Drugs and Lactation Database (LactMed) [Internet]. Bethesda (MD): National Library of Medicine (US);
2006-. Topiramate. [Updated 2021 Jul 19]. Available from: https://www.ncbi.nlm.nih.gov/books/NBK501259/. 47. Drugs and
Lactation Database (LactMed) [Internet]. Bethesda (MD): National Library of Medicine (US); 2006-. Gabapentin. [Updated 2021
Feb 15]. Available from: https://www.ncbi.nlm.nih.gov/books/NBK501224/. 48. Fuster D, Sanvisens A, Bolao F, Rivas |, Tor J,
Muga R. Alcohol use disorder and its impact on chronic hepatitis C virus and human immunodeficiency virus infections. World J

Hepatol. 2016;8(31):1295-1308. 49. Podmedics. University of Liverpool. HIV Drug Interactions. https://www.hiv-druginteractions.

org/checker. Accessed December 30, 2016. 50. Podmedics. University of Liverpool. HEP Drug Interactions. http://www.hep-
druginteractions.org/. Accessed November 4, 2021. 51. Lindsay DL, Freedman K, Jarvis M, et al. Executive Summary of the
American Society of Addiction Medicine (ASAM) Clinical Practice Guideline on Alcohol Withdrawal Management. J Addict Med.
2020;14(5):376-392. 52. Ambulatory management of alcohol withdrawal. UpToDate; 2020. Accessed November, 3, 2021. 53.
Taylor D, Paton C, S K. The Maudsley Prescribing Guidelines in Psychiatry 12th Edition ed. West Sussex Wiley Blackwell; 2015. 54.
Leung JG, Hall-Flavin D, Nelson S, Schmidt KA, Schak KM. The role of gabapentin in the management of alcohol withdrawal
and dependence. Ann Pharmacother. 2015;49(8):897-906. 55. Hammond CJ, Niciu MJ, Drew S, Arias AJ. Anticonvulsants for the
treatment of alcohol withdrawal syndrome and alcohol use disorders. CNS Drugs. 2015;29(4):293-311. 56. Maldonado JR. Novel
Algorithms for the Prophylaxis and Management of Alcohol Withdrawal Syndromes-Beyond Benzodiazepines. Crit Care Clin.
2017;33(3):559-599.

35



https://www.ncbi.nlm.nih.gov/books/NBK501239/
https://www.ncbi.nlm.nih.gov/books/NBK501239/
https://www.ncbi.nlm.nih.gov/books/NBK501259/
https://www.ncbi.nlm.nih.gov/books/NBK501224/
https://www.hiv-druginteractions.org/checker
https://www.hiv-druginteractions.org/checker
http://www.hep-druginteractions.org/
http://www.hep-druginteractions.org/

U.S. Department of Veterans Affairs

Veterans Health Administration
PBM Academic Detailing Services

U.S. Department of Veterans Affairs

This reference guide was created to be used as a tool for VA providers and is available from the
Academic Detailing SharePoint. These are general recommendations only; specific clinical decisions
should be made by the treating provider based on an individual patient’s clinical condition.

VA PBM Academic Detailing Services Email Group:
PharmacyAcademicDetailingProgram@va.gov

VA PBM Academic Detailing Services SharePoint Site:
https://dvagov.sharepoint.com/sites/vhaacademicdetailing

VA PBM Academic Detailing Services Public Website:
http://www.pbm.va.gov/PBM/academicdetailingservicchome.asp

July 2025V2 IB 10-1531, P97051

WWW.va.gov


mailto:PharmacyAcademicDetailingProgram@va.gov
https://dvagov.sharepoint.com/sites/vhaacademicdetailing
http://www.pbm.va.gov/PBM/academicdetailingservicehome.asp
http://www.va.gov

	Alcohol Use Disorder (AUD)
	Leading the Charge in the Treatment of AUD 
	VA PBM Academic Detailing Services Real Provider Resources Real Patient Results 

	Table of Contents 
	AUD: Cutoffs for Concern 
	Drinking Levels3 

	How Many Drinks Are In Common Containers? 
	Screening — Alcohol Use Disorders Identification Test (AUDIT-C)4 
	Spectrum of Unhealthy Alcohol Use with AUDIT-C Score and Recommended Treatment Severity5–18 
	Laboratory Monitoring of Alcohol Biomarkers — How Can They Be Used?19–23, 25 
	Laboratory Monitoring for Alcohol Use Disorders: Indirect Biomarkers19–23, 25 
	Laboratory Monitoring for Alcohol Use Disorders: Direct Biomarkers19–23 
	Medications for the Treatment of Alcohol Use Disorder4,26 
	Investigational Medications for Treatment of Alcohol Use Disorder26–31 
	Alcohol Use Disorder and Pregnancy 
	Pharmacotherapy for AUD in Pregnancy32,35 
	Breastfeeding and AUD 
	Pharmacotherapy for AUD and Breastfeeding 
	Alcohol Use Disorder and Hepatitis C (HCV) or B (HBV) and Human Immunodeficiency Virus (HIV) Infections48 
	Management 

	Special Considerations for AUD Pharmacotherapy Use in HIV and HCV 49,50 
	Psychosocial Interventions25 
	Outpatient Medically Supervised Withdrawal4,51–53 
	Alcohol Withdrawal Assessment 
	Clinical Institute Withdrawal Assessment from Alcohol - Revised (CIWA-Ar) Scale
	Inpatient Medically Supervised Alcohol Withdrawal Likely Required4,51––53
	Evaluate for Alcohol Withdrawal in the Community4,51–53

	Outpatient Treatment of Alcohol Withdrawal3,16–18 
	Determine Treatment Setting 
	Current intoxication: 
	Binge drinking: 


	Benzodiazepines For The Treatment Of Outpatient Alcohol Withdrawal16–23 
	Moderate – Severe (9–14 standard drinks/day) Outpatient Alcohol Withdrawal Dosing Examples 

	Anticonvulsants for Alcohol withdrawal 
	Mild to Moderate Outpatient Alcohol Withdrawal Dosing Examples4,51,54,55 

	Treatment Options for Somatic Complaints During Alcohol Withdrawal53* *These medications do not prevent seizures.
	Nutritional Supplement to Consider for Patients Going Through Alcohol Withdrawal51,56 

	References 
	U.S. Department of Veterans Affairs 




