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Approximately one-half of patients with alcohol use disorder who abruptly stop or reduce their alcohol
use will develop signs or symptoms of alcohol withdrawal syndrome. The syndrome is due to overactiv-
ity of the central and autonomic nervous systems, leading to tremors, insomnia, nausea and vomiting,
hallucinations, anxiety, and agitation. If untreated or inadequately treated, withdrawal can progress to
generalized tonic-clonic seizures, delirium tremens, and death. The three-question Alcohol Use Disorders
Identification Test-Consumption and the Single Alcohol Screening Question instrument have the best
accuracy for assessing unhealthy alcohol use in adults 18 years and older. Two commonly used tools to
assess withdrawal symptoms are the Clinical Institute Withdrawal Assessment for Alcohol Scale, Revised,
and the Short Alcohol Withdrawal Scale. Patients with mild to moderate withdrawal symptoms without
additional risk factors for developing severe or complicated withdrawal should be treated as outpatients
when possible. Ambulatory withdrawal treatment should include supportive care and pharmacotherapy
as appropriate. Mild symptoms can be treated with carbamazepine or gabapentin. Benzodiazepines are
first-line therapy for moderate to severe symptoms, with carbamazepine and gabapentin as potential
adjunctive or alternative therapies. Physicians should monitor outpatients with alcohol withdrawal syn-
drome daily for up to five days after their last drink to verify symptom improvement and to evaluate the
need for additional treatment. Primary care physicians should offer to initiate long-term treatment for
alcohol use disorder, including pharmacotherapy, in addition to withdrawal management. (Am Fam Phy-
sician. 2021;104(3):253-262. Copyright © 2021 American Academy of Family Physicians.)

cause significant physical,
psychological, and societal harm. Diagnostic criteria have
integrated alcohol abuse and dependence into a single dis-
order: alcohol use disorder (AUD; Table 1'). AUD has an
estimated 12-month and lifetime prevalence of 13.9% and
29.1%, respectively.? Key management principles include
promptly recognizing and evaluating for alcohol withdrawal
syndrome (AWS), establishing a treatment and monitoring
plan, and providing medications and resources to support
long-term abstinence.

Recognizing Patients at Risk for AUD

The U.S. Preventive Services Task Force recommends that
primary care physicians screen patients 18 years and older

[ This clinical content conforms to AAFP criteria for
CME. See CME Quiz on page 228.
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Patient information: Handouts on this topic are available
at https://familydoctor.org/condition/alcohol-abuse and
https://familydoctor.org/alcohol-withdrawal-syndrome.

for unhealthy alcohol use and offer appropriate behavioral
counseling as indicated.” Several screening instruments
can be used to identify hazardous and harmful drinking
behaviors. Thethree-question Alcohol Use DisordersIdentifi-
cation Test-Consumption (AUDIT-C; https://www.mdcalc.
com/audit-c-alcohol-use) and the Single Alcohol Screening
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In a randomized controlled trial, patients who started tak-

ing gabapentin (Neurontin) after 3 days of abstinence had

fewer heavy drinking days (defined as 5 or more drinks for
men and 4 or more drinks for women) and greater rates of
abstinence than those who received placebo.

A Cochrane review found that Alcoholics Anonymous and
other 12-step facilitation programs that follow a specific
manual or syllabus are more effective at increasing rates
of abstinence at 1, 2, and 3 years than motivational inter-
viewing or cognitive behavior therapy, with substantial
cost savings.
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ALCOHOL WITHDRAWAL SYNDROME

TABLE 1

DSM-5 Diagnostic Criteria for Alcohol Use Disorder

A. A problematic pattern of alcohol use leading to clinically significant impair-
ment or distress, as manifested by at least two of the following, occurring
within a 12-month period:

1. Alcoholis often taken in larger amounts or over a longer period than was
intended.

2. There is a persistent desire or unsuccessful efforts to cut down or control
alcohol use.

3. A great deal of time is spent in activities necessary to obtain alcohol, use
alcohol, or recover from its effects.

4. Craving, or a strong desire or urge to use alcohol.

5. Recurrent alcohol use resulting in a failure to fulfill major role obligations
at work, school, or home.

6. Continued alcohol use despite having persistent or recurrent social or
interpersonal problems caused or exacerbated by the effects of alcohol.

7. Important social, occupational, or recreational activities are given up or
reduced because of alcohol use.

8. Recurrent alcohol use in situations in which it is physically hazardous.

9. Alcohol use is continued despite knowledge of having a persistent or
recurrent physical or psychological problem that is likely to have been
caused or exacerbated by alcohol.

10. Tolerance, as defined by either of the following:

a. A need for markedly increased amounts of alcohol to achieve intoxi-
cation or desired effect.

b. A markedly diminished effect with continued use of the same amount
of alcohol.

11. Withdrawal, as manifested by either of the following:
a. The characteristic withdrawal syndrome for alcohol.

b. Alcohol (or a closely related substance, such as a benzodiazepine) is
taken to relieve or avoid withdrawal symptoms.

Specify if:
In early remission: After full criteria for alcohol use disorder were previously
met, none of the criteria for alcohol use disorder have been met for at least 3
months but for less than 12 months (with exception that Criterion A4, “Craving,
or a strong desire or urge to use alcohol,” may be met).

In sustained remission: After full criteria for alcohol use disorder were previ-
ously met, none of the criteria for alcohol use disorder have been met at any
time during a period of 12 months or longer (with the exception that Criterion
A4, "Craving, or a strong desire or urge to use alcohol,” may be met).

Specify if:
In a controlled environment: This additional specifier is used if the individual is
in an environment where access to alcohol is restricted.
Specify current severity:
Mild: Presence of 2 to 3 symptoms
Moderate: Presence of 4 to 5 symptoms
Severe: Presence of 6 or more symptoms

DSM-5 = Diagnostic and Statistical Manual of Mental Disorders, 5th ed.

Reprinted with permission from the Diagnostic and Statistical Manual of Mental Disorders. 5th
ed. American Psychiatric Association; 2013:490-491.

www.aafp.org/afp

Question (SASQ) instrument have the
best accuracy for assessing unhealthy
alcohol use in adults 18 years and
older.®> Screening positive with either
scale should prompt a longer evalua-
tion with the full 10-question AUDIT
(https://auditscreen.org/).’

The SASQ has a sensitivity of 73% to
88% and specificity of 74% to 100% for
detecting unhealthy alcohol use.® The
question, “How many times in the past
year have you had X or more drinks
in a day?” where X is five for men and
four for women is used in the screen-
ing. Any response greater than one is
considered positive. In comparison,
the full AUDIT is less sensitive (73.9%)
but more specific (82.8%) at detecting
unhealthy alcohol use.**

Despite the high prevalence of
AUD, many patients are undertreated
partly because of the stigma associ-
ated with the diagnosis.” For patients
who are reluctant to tell their physi-
cian about their alcohol consump-
tion, the National Institute on Alcohol
Abuse and Alcoholism has a website,
Rethinking Drinking (https://www.
rethinkingdrinking.niaaa.nih.gov/),
that provides assessment and motiva-
tional tools for moderation and absti-
nence treatment resources.

Diagnostic Criteria
Approximately one-half of patients
with AUD who abruptly reduce or
abstain from alcohol use experience
signs or symptoms of AWS.® When
patients abruptly stop drinking or
reduce their alcohol intake after a pro-
longed period (more than two weeks)
of heavy use, withdrawal symptoms
begin within six to 24 hours.” With-
drawal effects are primarily due to the
unmasking of the adaptive responses
to chronic alcohol use,” including
decreased inhibitory activity of alpha-2
receptors, resulting in increased cate-
cholamine levels on presynaptic neu-
rons. Table 2 outlines the diagnostic
criteria for alcohol withdrawal.!
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Assessing Severity

The patient’s symptom severity should be eval-
uated using a validated scale to determine the
risk of severe or complicated AWS.®* The syn-
drome is classified as mild, moderate, severe, and
complicated by the most recent guideline from
the American Society of Addiction Medicine.®
Patients with mild AWS tend to have mild to
moderate anxiety, sweating, and insomnia, but
tremor is absent. Moderately severe AWS causes
moderate anxiety, sweating, insomnia, and mild
tremor. Those with severe AWS experience severe
anxiety and moderate to severe tremor, but they
do not have confusion, hallucinations, or seizures.
Complicated AWS is identified by seizures or
signs and symptoms indicative of delirium, such
as the inability to fully comprehend instructions,
clouding of the sensorium, confusion, or new
onset of hallucinations.® Correlating the patient’s
symptoms in relation to the time since their last
drink is useful in anticipating the progression of
symptoms. When not properly treated, AWS can
progress to delirium tremens (Table 35°).

The two most commonly used tools to assess
withdrawal symptoms are the Clinical Insti-
tute Withdrawal Assessment for Alcohol Scale,
Revised (CIWA-Ar; https://www.mdcalc.com/
ciwa-ar-alcohol-withdrawal) and the Short Alco-
hol Withdrawal Scale (SAWS). The CIWA-Ar is a
10-item questionnaire completed by a physician
that assesses the signs, symptoms, and severity
of alcohol withdrawal to guide benzodiazepine
dosing as part of symptom-triggered dosing
regimens (Figure 1)."! The SAWS is a validated
10-item symptom checklist designed to be a
self-assessment completed by the patient (Figure
2).? The initial assessment can help to determine
appropriate treatment setting and to monitor
symptom improvement.

Physicians may consider laboratory testing that
includes a comprehensive metabolic panel (basic
metabolic profile and hepatic panel), a complete
blood count with differential, urine drug screen,
and blood alcohol level.® These results also aid
in identifying the risk of severe or complicated
withdrawal and determining the appropriate dis-
position of care.

Treatment

Treatment goals include reducing withdrawal
symptoms, preventing seizures, and preventing
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TABLE 2

DSM-5 Diagnostic Criteria for Alcohol Withdrawal

A. Cessation of (or reduction in) alcohol use that has been heavy and
prolonged.

B. Two (or more) of the following, developing within several hours
to a few days after the cessation of (or reduction in) alcohol use
described in Criterion A:

1. Autonomic hyperactivity (e.g., sweating or pulse rate greater
than 100 beats per minute).

. Increased hand tremor.

. Insomnia.

. Nausea or vomiting.

. Transient visual, tactile, or auditory hallucinations or illusions.
. Psychomotor agitation.

NS I NI N

. Anxiety.
8. Generalized tonic-clonic seizures.
C. The signs or symptoms in Criterion B cause clinically significant

distress or impairment in social, occupational, or other important
areas of functioning.

D. The signs or symptoms are not attributable to another medical
condition and are not better explained by another mental disor-
der, including intoxication or withdrawal from another substance.

Specify if:

With perceptual disturbances: This specifier applies in the rare

instance when hallucinations (usually visual or tactile) occur with

intact reality testing, or auditory, visual, or tactile illusions occur in the
absence of a delirium.

DSM-5 = Diagnostic and Statistical Manual of Mental Disorders, 5th ed.

Reprinted with permission from the Diagnostic and Statistical Manual of Mental
Disorders. 5th ed. American Psychiatric Association, 2013:499-500.

TABLE 3

Expected Symptoms of Alcohol Withdrawal
Syndrome after Cessation of Alcohol Use

Time of appearance after

Symptoms cessation of alcohol use

Anorexia, diaphoresis, gastrointestinal 6 to 12 hours
upset, headache, insomnia, mild anxiety,

palpitations, tremulousness

Alcoholic hallucinosis: auditory, tactile, or 12 to 24 hours*

visual hallucinations

Withdrawal seizures: generalized tonic- 24 to 48 hourst

clonic seizures

Alcohol withdrawal delirium (delirium 48 to 72 hoursi
tremens): agitation, diaphoresis, disorienta-
tion, hallucinations (predominantly visual),

hypertension, low-grade fever, tachycardia

*—Symptoms generally resolve within 48 hours.
t—Symptoms reported as early as 2 hours after cessation.
$—Symptoms peak at 5 days.

Information from references 8-10.
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FIGURE 1

(24-hour clock, midnight = 00:00)

Patient:

Date: Time:

Pulse or heart rate, taken for one minute:

Nausea and vomiting

Ask “Do you feel sick to your stomach?
Have you vomited?” Observation.

0 No nausea and no vomiting

1 Mild nausea with no vomiting

2

3

4 Intermittent nausea with dry heaves
5

6

7 Constant nausea, frequent dry heaves
and vomiting

Agitation
Observation.
0 Normal activity
1 Somewhat more than normal activity
2
3
4 Moderately fidgety and restless
5
[§

7 Paces back and forth during most of
the interview, or constantly thrashes
about

Tremor

Arms extended and fingers spread apart.
Observation.

1 Not visible, but can be felt fingertip to
fingertip

2

3

4 Moderate, with patient’'s arms extended
5

6

7 Severe, even with arms not extended

Paroxysmal sweats
Observation.
0 No sweat visible

1 Barely perceptible sweating, palms
moist

2

3

4 Beads of sweat obvious on forehead
5

6

7 Drenching sweats

Blood pressure:

Auditory disturbances

Ask “Are you more aware of sounds around
you? Are they harsh? Do they frighten you?
Are you hearing anything that is disturbing
to you? Are you hearing things you know
are not there?” Observation.

0 Not present

1 Very mild harshness or ability to
frighten

2 Mild harshness or ability to frighten

Moderate harshness or ability to
frighten

Moderately severe hallucinations
Severe hallucinations
Extremely severe hallucinations

N o 0o~

Continuous hallucinations

Visual disturbances
Ask “Does the light appear to be too
bright? Is its color different? Does it hurt
your eyes? Are you seeing anything that is
disturbing to you? Are you seeing things
you know are not there?” Observation.

0 Not present

1 Very mild sensitivity

2 Mild sensitivity

3 Moderate sensitivity

4 Moderately severe hallucinations

5 Severe hallucinations

6 Extremely severe hallucinations

7 Continuous hallucinations

Anxiety
Ask “Do you feel nervous?” Observation.
0 No anxiety, at ease
1 Mildly anxious
2
3
4 Moderately anxious, or guarded, so
anxiety is inferred
5
6
7 Equivalent to acute panic states as
seen in severe delirium or acute
schizophrenic reactions

Tactile disturbances

Ask “Have you had any itching, pins and
needles sensations, burning, or numbness,
or do you feel like bugs are crawling on or
under your skin?” Observation.

0 None

1 Very mild itching, pins and needles,
burning or numbness

2 Mild itching, pins and needles, burn-
ing or numbness

3 Moderate itching, pins and needles,
burning or numbness

Moderately severe hallucinations
Severe hallucinations

Extremely severe hallucinations
Continuous hallucinations

N o o b

Headache, fullness in head
Ask “Does your head feel different? Does it
feel like there is a band around your head?”
Do not rate for dizziness or lightheaded-
ness. Otherwise, rate severity.

0 Not present

1 Very mild

2 Mild

3 Moderate

4 Moderately severe

5 Severe

6 Very severe

7 Extremely severe

Orientation and clouding of sensorium
Ask "What day is this? Where are you?
Who am I?”

0 Oriented and can do serial additions

1 Cannot do serial additions or is uncer-
tain about date

2 Disoriented with date by no more than
two calendar days

3 Disoriented with date by more than
two calendar days

4 Disoriented with place or person

Total CIWA-Ar score:

Rater’s initials:

Maximum possible score is 67

Clinical Institute Withdrawal Assessment for Alcohol Scale, Revised (CIWA-Ar) to assess severity of alcohol withdrawal.

Mild symptoms: score < 10; moderate symptoms: score 10 to 18; severe symptoms or complicated: score > 19.

Adapted with permission from Sullivan JT, Sykora K, Schneiderman J, et al. Assessment of alcohol withdrawal: the revised Clinical Institute With-
drawal Assessment for Alcohol Scale (CIWA-Ar). Br J Addict. 1989;84(11):1357.




ALCOHOL WITHDRAWAL SYNDROME

progression to delirium tremens, which has a 5%
to 10% mortality rate.®'° In appropriate patients,
outpatient treatment for AWS is safe and may be

FIGURE 2

preferred. A randomized trial (n = 164) comparing
outpatient and inpatient treatment of male veter-

Item

Mild
(1 point)

Severe
(3 points)

Moderate
(2 points)

None
(0 points)

ans with mild to moderate withdrawal symptoms
found the duration of therapy was shorter for

Anxious

outpatients.”” The American Society of Addiction

Feeling confused

Medicine guidelines define two levels of outpa-
tient care: Level 1 Withdrawal Management and

Restless

Level 2 Withdrawal Management.® The two levels

Miserable

differ in their monitoring capabilities, with Level
1 Withdrawal Management being a typical outpa-

Problems with memory

tient clinic and Level 2 Withdrawal Management

Tremor (shakes)

having extended on-site monitoring outside the
scope of most primary care clinics. Level 2 With-

Nausea

drawal Management facilities, including day

Heart pounding

hospitals, mental health facilities, and addiction
treatment facilities, can monitor each patient for

Sleep disturbance

several hours each day and have greater access to

Sweating

psychological or psychiatric specialty treatments.
Generally, patients experiencing mild symptoms
(CIWA-Ar score less than 10) can be managed
in Level 1 or Level 2 Withdrawal Management.
For those with moderate symptoms, particularly
those at increased risk of complicated withdrawal,
a Level 2 Withdrawal Management facility may

Short Alcohol Withdrawal Scale to assess severity of alcohol
withdrawal.

Mild symptoms: score < 12; moderate to severe symptoms: score > 12.

Adapted with permission from Elholm B, Larsen K, Hornnes N, et al. A psycho-
metric validation of the Short Alcohol Withdrawal Scale (SAWS). Alcohol Alcohol.
2010;45(4):362.

/

be more appropriate (Figure 3°). Those with severe \
or complicated symptoms or additional risk fac-
tors should be treated in an inpatient facility (Table 4°).

MILD SYMPTOMS (CIWA-AR SCORE LESS THAN 10 OR
SAWS SCORE LESS THAN 12)

For patients with mild symptoms who are at minimal risk
of developing severe or complicated alcohol withdrawal,
treatment options include supportive care with or with-
out pharmacotherapy (Table 5%). Patients at minimal
risk have none of the following factors: history of alcohol
withdrawal-related delirium or seizures, multiple prior
withdrawal episodes, comorbid illness, age older than 65
years, long duration of alcohol consumption (e.g., heavy
alcohol use five or more days in the past month'), seizures
during current withdrawal episode, marked autonomic
hyperactivity on presentation, and physiologic dependence
on GABAergic agents.?

Supportive care includes educating patients on the
course of withdrawal, monitoring for severe withdrawal,
instructing them on how to maintain low-stimulation home
environments, consuming noncaffeinated fluids, recom-
mending a daily multivitamin containing 400 mcg of folic
acid, and prescribing thiamine (typical dosage of 100 mg

September 2021 * Volume 104, Number 3
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daily for three to five days).'*" If medications are used,
carbamazepine (Tegretol) and gabapentin (Neurontin) are
appropriate options for monotherapy but do not reliably
prevent withdrawal seizures or delirium tremens.”® Gab-
apentin is effective in treating AUD; patients already taking
it should continue during treatment of AWS.!$*

MODERATE SYMPTOMS (CIWA-AR SCORE OF 10 TO 18
OR SAWS SCORE GREATER THAN 12)
Benzodiazepines are a first-line therapy for patients experi-
encing moderate withdrawal symptoms, reducing the risk of
seizure and the development of delirium tremens®>*' (Table
5%14). Benzodiazepine dosing can be either fixed or symp-
tom triggered. Fixed dosing sets a specific dose and time and
is gradually tapered on a set schedule. Symptom-triggered
dosing is given as needed based on specific CIWA-Ar or
SAWS scores. Symptom-triggered use of benzodiazepines is
preferred when the patient or caregiver can reliably assess
symptoms and follow the dosing guidelines.?

Long-acting benzodiazepines, such as chlordiazepox-
ide (Librium) and diazepam (Valium), can help control
and minimize breakthrough symptoms and are preferred

American Family Physician 257



ALCOHOL WITHDRAWAL SYNDROME

over short-acting benzodiazepines.”*** Patients should be should consider benzodiazepines with less hepatic metab-
monitored for oversedation and respiratory depression, olism, such as lorazepam (Ativan) and oxazepam (Serax),
especially if concomitant liver disease is present.” Physicians  in patients with liver disease.® If contraindications to

FIGURE 3
Suspected AWS and/or meets
diagnostic criteria (Table 2)
Risk factors for developing severe or
complicated withdrawal (Table 4)?
lNo Yes
Consider laboratory tests
as clinically indicated
! !
Laboratory results: Obtain laboratory tests to include CBC,
« Abnormal electrolytes basic metabolic panel, hepatic panel,
« Elevated AST/ALT blood alcohol level, urine drug screen
 Elevated BUN/Cr ratio l
It S el Laboratory results within normal limits
« Positive urine drug screen l
l Determine withdrawal severity
Consider inpatient management |
Mild (CIWA-Ar score < 10) Moderate (CIWA-Ar score 10 to 18) Severe or
| | complicated
(CIWA-Ar
l l l l score > 19)
Low risk of developing Level 2 Withdrawal Management criteria Presence of the following: i
severe symptoms a.”d does Presence of: « Medical or psychiatric Inpatient
rr:/lot meet Levtel 2ltW|lthdrawatl « Physiologic dependence on opioids or condition requiring inpatient management
anagement criteria excep opioid use disorder treatment

for mild or stable psychiatric
symptoms (e.g., having a

« Severe withdrawal < 1 year ago Unstable chronic condition

limited nonsignificant effect « Older age or history of epilepsy « Inability to tolerate oral drugs
on daily functioning) « Mild or stable psychiatric symptoms * Severe psychiatric/cognitive
impairment
¢ Imminent risk of harm
Level 1 Withdrawal Level 2 Withdrawal Management l
Management Prescribe first-line benzodiazepines: chlordiazepox- .
Supportive care ide (Librium), diazepam (Valium), lorazepam (Ativan) Inpatient management
Can prescribe gabapentin Prescribe gabapentin, carbamazepine, and valproate
(Neurontin) or carbamaz- (Depacon) as adjuncts if symptoms persist despite
epine (Tegretol) adequate benzodiazepine use

AST/ALT = aspartate transaminase/alanine transaminase; AWS = alcohol withdrawal syndrome; BUN/Cr = blood urea nitrogen-to-creatinine;
CBC = complete blood count; CIWA-Ar = Clinical Institute Withdrawal Assessment for Alcohol Scale, Revised.

Algorithm for AWS management.

Information from reference 8.
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ALCOHOL WITHDRAWAL SYNDROME

benzodiazepines exist or if the risk of use out-
weighs the benefits, gabapentin, carbamazepine,
and phenobarbital may be considered as alterna-
tive monotherapies.®'

TABLE 4

Factors for Hospitalization in Patients with AWS

Absence of caregiver support, unstable dwelling situation

SEVERE OR COMPLICATED SYMPTOMS
(CIWA-AR SCORE OF 19 OR MORE)

Those with severe or complicated symptoms
should be referred to the nearest emergency
department for inpatient hospitalization.

Active psychiatric conditions
Consumption of > 8 drinks per day
Failure to benefit from ambulatory treatment

History of severe alcohol withdrawal < 1 year ago

Medical conditions (e.g., non—alcohol-related seizure disorder,

OTHER MEDICATIONS

clinically significant abnormal results on laboratory testing,

unstable chronic condition, inability to tolerate anything by

Gabapentin, carbamazepine, and valproate
(Depacon) may be used adjunctively with benzo-
diazepines if symptoms persist despite adequate
use.”® Valproate is currently not recommended
as monotherapy for the treatment of alcohol
withdrawal.?® Alpha-adrenergic agonists (e.g.,
clonidine) and beta-blocker agonists (e.g., aten-
olol, metoprolol) may also be used adjunctively
with benzodiazepines for persistent hypertension
or tachycardia.””?®* Evidence does not support
the use of oral or intravenous alcohol, baclofen
(Lioresal), or magnesium in prophylaxis and
treatment of AWS.?"*3° Table 5 provides a list of several
medications used to treat moderate AWS.**

Monitoring and Follow-up

The frequency and setting for outpatient monitoring of
AWS should be guided by symptom severity, risk of compli-
cations, and social factors, including reliable social support
and a safe home environment. Most patients will require
daily evaluations for up to five days after their last drink,
but evaluations may increase or decrease in frequency as
necessitated by changes in symptom severity.® These visits
can be with any health care professional. Face-to-face visits
are preferred, but telemedicine appointments can alternate
with in-person visits when necessary, for instance during
treatment in a viral pandemic.® Evaluation should include
multiple indicators of symptom severity and overall health,
including mental status, hydration, sleep, mood, suicidal-
ity, and substance use. Blood pressure, pulse, and alcohol
breath analysis should be obtained whenever possible. The
assessment should also include a validated measure of with-
drawal symptom severity, ideally with the same instrument
as the initial assessment.

Continued symptoms despite multiple doses of the
prescribed medication, worsening or severe symptoms
(persistent vomiting, hallucinations, confusion, or seizure),
signs of oversedation, worsening psychiatric symptoms, or
unstable vital signs should prompt transfer to a higher level

September 2021 * Volume 104, Number 3
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mouth, suspected head injury)
Physiologic dependence on opioids or other substances

Risk of imminent relapse, harm to self or others, or low commit-
ment and questionable cooperativeness

Severe and complicated withdrawal symptoms (CIWA-Ar > 19)

Unstable housing or transportation situation

AWS = alcohol withdrawal syndrome; CIWA-Ar = Clinical Institute Withdrawal
Assessment for Alcohol Scale, Revised.

Information from reference 8.

of care. Symptoms outside of the anticipated withdrawal
period or resumption of alcohol use also warrants referral
to an addiction specialist or inpatient treatment program.

Supporting Long-Term Abstinence

Long-term treatment of AUD should begin concurrently
with the management of AWS.® Successful long-term treat-
ment includes evidence-based community resources and
pharmacotherapy. Primary care physicians should offer to
initiate appropriate medications.

Currently, three medications are approved by the U.S.
Food and Drug Administration for AUD treatment:
acamprosate, naltrexone (Revia), and disulfiram (Ant-
abuse). Acamprosate and naltrexone have the best evidence
for use in AUD and should be initiated in patients who wish
to reduce or abstain from alcohol use.” Neither of the med-
ications has been shown consistently to be more effective
than the other, and thus the choice should be individual-
ized based on patient and physician preference.* Disulfiram
should be considered for patients who have not responded
to acamprosate or naltrexone.*

Gabapentin and topiramate (Topamax), though not
approved for this use, may be considered as second-line
treatments.* In a randomized controlled trial, patients who
started taking gabapentin after three days of abstinence had
fewer heavy drinking days (defined as five or more drinks
for men and four or more drinks for women) and greater

American Family Physician 259
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TABLE 5

Oral Medications Used to Treat Mild to Moderate AWS

Medications

Typical dosing

Comments

Nonbenzodiazepine anticonvulsants

Carbamazepine
(Tegretol)

Gabapentin
(Neurontin)

Benzodiazepines

Chlordiazepoxide
(Librium)

Diazepam (Valium)

Lorazepam (Ativan)

Oxazepam (Serax)

Phenobarbital

600 mg to 800 mg

Loading dose: 1,200 mg

Days 1 through 3: 600 mg to
1,200 mg per day

Days 4 through 7: taper to
300 mg to 600 mg per day

50 mg to 100 mg

10 mg to 20 mg

0.5mg to 2 mg

15 mg to 30 mg

60 mg to 260 mg*

Adjunctive therapy with benzodiazepines

Beta blockers

Carbamazepine

Clonidine
Gabapentin

Valproate (Depacon)

Atenolol: 25 mg to 50 mg daily

Metoprolol: 25 mg to 50 mg
every 12 hours

200 mg every 8 hours or 400 mg
every 12 hours

0.2 mg
400 mg every 6 to 8 hours

300 mg to 500 mg every 6 hours

AUD = alcohol use disorder; AWS = alcohol withdrawal syndrome.

Appropriate monotherapy in mild AWS

600 mg to 800 mg per day tapered to 200 mg to 400 mg
per day over 4 to 9 days

Adjunctive therapy dosing: 300 mg to 500 mg every
6 to 8 hours

Consider in those with continuing treatment for AUD
(1,200 mg per day)

First-line treatment for moderate AWS. Longer-acting types
are preferred; if concern for liver disease, use benzodiazepines
with less hepatic metabolism

Single dose of 50 mg to 100 mg or symptom-triggered dose
every 4 to 6 hours

10 mg to 20 mg every 6 to 12 hours for the first 24 hours,
then reduce to 5 mg to 10 mg every 6 to 12 hours for the
next 3 to 5 days

Alternative front-loading regimen of 20 mg every 1 to 2 hours
for 3 doses, then proceed to symptom-triggered regimen

0.5 mg to 1 mg every 6 to 8 hours on a scheduled basis, plus
1 mg every 4 hours if needed for mild symptoms or plus 2 mg
every 2 hours if needed for moderate symptoms

15 mg to 30 mg every 6 to 8 hours

Narrow therapeutic window, should be used by physicians
with extensive experience or in Level 2 Withdrawal Manage-
ment facility

Used if symptoms persist despite adequate benzodiazepine use

For persistent hypertension and tachycardia

For additional control; reduces craving

For autonomic hyperactivity or anxiety
For additional control; reduces craving

Contraindicated in pregnancy and in patients with liver dis-
ease; should not be used as monotherapy for withdrawal

*—Can also be given intramuscularly.

Information from references 8 and 14.
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SORT: KEY RECOMMENDATIONS FOR PRACTICE

Evidence
Clinical recommendation rating Comments
Adults should be screened for unhealthy alcohol use and coun- B U.S. Preventive Services Task Force
seled, if appropriate.® recommendation
Patients with mild or moderate AWS can be treated safely in the C ASAM guideline
outpatient setting.®
Carbamazepine (Tegretol) and gabapentin (Neurontin) are appro- C ASAM guideline recommendation, random-
priate options for treating mild AWS 81819 ized controlled trial, and review
Benzodiazepines are the preferred medication for treating mod- A Clinical practice guideline and ASAM
erate AWS. 202 meta-analysis
Gabapentin, carbamazepine, and valproate (Depacon) may be C Expert opinion
prescribed as adjuncts to benzodiazepines if symptoms persist
despite adequate benzodiazepine use.'®
Patients successfully treated for AWS should be offered referral B Meta-analysis of FDA-approved pharmaco-

to a long-term treatment program to maintain abstinence and
adjunctive use of an FDA-approved pharmacotherapy (i.e., acam-
prosate, naltrexone [Revial, and disulfiram [Antabuse]).343237

therapies and Cochrane review

ASAM = American Society of Addiction Medicine; AWS = alcohol withdrawal syndrome; FDA = U.S. Food and Drug Administration.

A = consistent, good-quality patient-oriented evidence; B = inconsistent or limited-quality patient-oriented evidence; C = consensus, disease-
oriented evidence, usual practice, expert opinion, or case series. For information about the SORT evidence rating system, go to https://www.aafp.

org/afpsort.

rates of abstinence than those who received placebo.** These
results were more pronounced in patients with higher
self-reported scores on the Alcohol Withdrawal Severity
Checklist than those with lower scores.**** Antidepressants
may be beneficial for concomitant mood disorders but are
not used for the treatment of AUD.*

Community-based support and formal therapeutic
interventions should accompany pharmacotherapy. Moti-
vational interviewing and cognitive behavior therapy are
beneficial.** A recent Cochrane review found Alcoholics
Anonymous and 12-step facilitation programs that fol-
low a specific manual or syllabus to be more effective at
increasing rates of abstinence at one-, two-, and three-year
follow-up than motivational interviewing or cognitive
behavior therapy, with substantial cost savings.”” Regular
monthly follow-up visits for at least one year can increase
abstinence.®

This article updates previous articles on this topic by Muncie,
et al.’8; Blondell**; and Bayard, et al.*®

Data Sources: A PubMed search was completed using the key
terms alcohol use disorder (AUD), alcohol withdrawal, alco-
hol dependence, epidemiology, diagnosis, delirium tremens,
screening, outpatient, and management. The search included

September 2021 * Volume 104, Number 3

www.aafp.org/afp

meta-analyses, systematic reviews, practice guidelines, clinical
trials, and original studies. Also searched were the Cochrane
database, ECRI Guidelines Trust, Essential Evidence Plus, and the
U.S. Preventive Services Task Force. Search dates: March 4 and
14, April 15 and 29, and June 15, 2020.

The opinions and assertions contained herein are the private
views of the authors and are not to be construed as official or as
reflecting the views of the Uniformed Services University of the
Health Sciences, the U.S. Army Medical Department, or the U.S.
Army at large.
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