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Glossary of Terms

Below are terms that are used throughout the guideline. Note that some terms listed below are used to
convey a specific meaning for the purposes of this guideline (e.g., “clinicians”).

Abstinence: Intentional and consistent restraint from the pathological pursuit of reward and/or relief that

involves the use of substances and other behaviors. These behaviors may involve, but are not necessarily

limited to substance use, gambling, video gaming, or compulsive sexual behaviors. Use of FDA approved
medications for the treatment of substance use disorder is consistent with abstinence.

Addiction Specialist Physician: Addiction specialist physicians include addiction medicine physicians
and addiction psychiatrists who hold either a subspecialty board certification in addiction medicine by the
American Board of Preventative Medicine, a board certification in addiction medicine from the American
Board of Addiction Medicine, a subspecialty board certification in addiction psychiatry from the
American Board of Psychiatry and Neurology, a subspecialty board certification in addiction medicine
from the American Osteopathic Association, or certification in addiction medicine from the American
Society of Addiction Medicine.

Adjunct therapy (see also monotherapy): A pharmaceutical drug used together with a primary
pharmaceutical drug whose purpose is to assist the primary treatment.!

Alcohol Hallucinosis/Alcohol-induced Psychotic Disorder: See Special Terms.

ASAM Criteria dimensions: The ASAM Criteria use six dimensions to define a holistic biopsychosocial
assessment of an individual to be used for service and treatment planning including acute intoxication or
withdrawal potential; biomedical conditions and complications; emotional, behavioral, or cognitive
conditions or complications; readiness for change; continued use or continued problem potential; and
recovery/living environment.

CIWA-Ar: The Clinical Institute Withdrawal Assessment of Alcohol Scale, Revised, is a reliable, valid,
and reproducible scale that measures the severity of alcohol withdrawal once a diagnosis has been made.?

Complicated alcohol withdrawal: See Special Terms.

Clinicians (Healthcare providers): Used throughout the guideline, this term is intentionally broad. It
encompasses anyone who participates in providing care to patients with substance use disorders,
including staff at specialty addiction treatment centers or other healthcare settings that provide substance
use disorder treatment.?

Fixed-dosing: See Special Terms.
Front loading: See Special Terms.

GABAergic agents: Drugs that affect the neurotransmitter GABA or its receptors. These include
agonists, antagonists, modulators, reuptake inhibitors and enzymes. Examples include benzodiazepines,
phenobarbital, and carbamazepine.

Inpatient Withdrawal Management: See Special Terms.

GLOSSARY
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Kindling: The relationship between repeated episodes of alcohol withdrawal which become progressively
more severe is referred to as the kindling effect or process.* The effect is theorized to be the result of
increased neuronal excitability and sensitivity with repeated episodes of withdrawal and has been
demonstrated to result in increased craving for alcohol and decreased responsiveness to treatment with
benzodiazepines.>”’

Level of Care: See Special Terms.
Monotherapy (see also adjunct therapy): The use of a single drug to treat a disorder or disease.

Patients: Used throughout the guideline, this term is intentionally broad. It encompasses anyone who
receives care for a Substance Use Disorder (SUD) in a specialty SUD treatment center or other healthcare
setting.®

Pharmacotherapy: Therapy (medical treatment) using pharmaceutical drugs.

Recovery capital: The breadth and depth of internal and external resources that can be drawn upon to
initiate and sustain recovery from alcohol and other drug problems. It can be found at the personal, social,
community and cultural levels. Examples of recovery capital include physical health, financial assets,
supportive social relationships, visible local recovery role models, and accessible/affordable community
resources.®

Substance use: Used instead of “drug use” or “drug and alcohol use,” this term refers to the use of
psychotropic substances, which may include illegal drugs, medications or alcohol. This does not refer to
nicotine.

Substance Use Disorder (SUD): Substance use disorder is marked by a cluster of cognitive, behavioral,
and physiological symptoms indicating that the individual continues to use alcohol, nicotine, and/or other
drugs despite significant related problems. Diagnostic criteria are given in the DSM-5. Substance use
disorder is the new nomenclature for what was included as substance dependence and substance abuse in
the DSM-4.

Supportive care: Treatment given to prevent, control, or relieve complications and side effects and to
improve the patient's comfort, quality of life and safety. This can include reassurance, orientation, general
nursing care, and adherence to safety measures and protocols (e.qg., risk for fall/syncope).

Symptom-triggered dosing: See Special Terms.

Therapeutic window: Range of drug dose amount needed to maintain therapeutic effect yet avoid
adverse events. A drug with a narrower therapeutic window requires greater precision to be dosed
correctly and safely compared to a drug with a broader therapeutic window. A drug’s therapeutic window
is taken into account when modifying dose amount due to patient variability and exposure to other
substances including adjunt medications.®

Treatment plan: A therapeutic strategy that may incorporate patient education, drug therapy, and the
participation of health professionals. Treatment plans are especially important in the optimal management
of complex or chronic illnesses such as SUDs.®

Unhealthy alcohol use: Includes the following patterns of alcohol use: 1) Binge drinking (defined as
consuming 4 or more alcoholic beverages per occasion for women or 5 or more drinks per occasion for
men); 2) Heavy drinking (defined as consuming 8 or more alcoholic beverages per week for women or 15
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or more alcoholic beverages per week for men); 3) Any drinking by pregnant women or those younger
than age 21.%°

Withdrawal Management: This term has replaced the formerly used “detoxification.” Withdrawal
management refers to the medical and psychological care of patients who are experiencing withdrawal
symptoms as a result of ceasing or reducing their substance use.!! The process of withdrawal management
includes not only attenuation of the physiological and psychological features of withdrawal, but also
interrupting the momentum of habitual compulsive use in persons with SUD. 2
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A2AA
ALT
AUDIT-PC
ASAM
ASSIST
AST
AUD
BAC
BAWS
ccu
CIWA-Ar
CNS
DSM-5
ED

EEG

FAS
FASD
FDA
GABA
GAD-7
GGT

ICU

IM
IPRAS
\Y;

LARS
MCV
PAWSS
PHQ-9
PO

RAM
SAMHSA
SAWS
SuD
WHO
WM

Abbreviations and Acronyms

Alpha-2 adrenergic agonists

Alanine aminotransferase

Alcohol Use Disorder Identification Test — Primary Care
American Society of Addiction Medicine

Alcohol, Smoking and Substance Involvement Screening Test
Aspartate aminotransferase

Alcohol Use Disorder

Blood Alcohol Concentration or Content

Brief Alcohol Withdrawal Scale

Cardiac/Coronary Care Unit

Clinical Institute Withdrawal Assessment for Alcohol, Revised
Central Nervous System

Diagnostic and Statistical Manual — 5

Emergency Department

Electroencephalogram

Fetal Alcohol Syndrome

Fetal Alcohol Spectrum Disorders

Food and Drug Administration

Gamma-aminobutyric acid, or y-aminobutyric acid
Generalized Anxiety Disorder Test — 7
Gamma-glutamyl transferase

Intensive Care Unit

Intramuscular

Interpercentile Range Adjusted for Symmetry
Intravenous

Luebeck Alcohol-Withdrawal Risk Scale

Mean corpuscular volume

Prediction of Alcohol Withdrawal Severity Scale

Patient Health Questionnaire — 9

By mouth

RAND/UCLA Appropriateness Method

Substance Abuse and Mental Health Services Administration
Short Alcohol Withdrawal Scale

Substance Use Disorder

World Health Organization

Withdrawal Management

ABBREVIATIONS
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Executive Summary

Purpose

The American Society of Addiction Medicine (ASAM) developed this Guideline on Alcohol Withdrawal
Management to provide updated information on evidence-based strategies and standards of care for
alcohol withdrawal management in both ambulatory and inpatient settings.

Background

In June 2017, the American Society of Addiction Medicine’s (ASAM) Quality Improvement Council
(QIC) elected to update ASAM’s clinical guidelines on alcohol withdrawal management based on several
factors. First, ASAM conducted an Educational Needs Assessment in 2016 that showed a strong interest
and need for education on withdrawal management. Second, updated QIC policies recommend that all
ASAM guidelines should be updated every five years. ASAM’s previous guidelines on the topic of
alcohol withdrawal management were published in 1997 and 2004. The first guideline, “Pharmacological
Management of Alcohol Withdrawal'® was published in JAMA, followed five years later with the most
recent guideline entitled “Management of Alcohol Withdrawal Delirium”** in JAMA Internal Medicine,
formerly Archives of Internal Medicine. Subsequent guidelines have not been written since the 2004
guidelines thus an update was due. Third, the American Psychiatric Association (APA) released a practice
guideline in 2018 on the appropriate use of medications in the treatment of alcohol use disorder that is not
inclusive of alcohol withdrawal management.*> An ASAM guideline on alcohol withdrawal should
complement APA’s guideline to provide clinicians with guidance on treatment and management
approaches across a continuum of care. Fourth, outreach to other organizations indicated that other
organizations are not planning on creating a guideline on alcohol withdrawal management.

The updated clinical guideline is intended to address current practice concerns and provide clear guidance
that will lead to more consistent treatment practices in the field.

Scope of Guideline

While the current clinical guideline focuses primarily on alcohol withdrawal management, it is important
to underscore that alcohol withdrawal management alone is not an effective treatment for alcohol use
disorder. Withdrawal management should not be conceptualized as a discrete clinical service, but rather
as a component of the process of initiating and engaging patients in treatment for alcohol use disorder.

Intended Audience

The intended audience of this guideline is clinicians, mainly physicians, nurse practitioners, physician
assistants, and pharmacists who provide alcohol withdrawal management in specialty and non-specialty
addiction treatment settings (including primary care and intensive care and surgery units in hospitals).
The guideline will also have utility for administrators, insurers, and policymakers.

7
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Qualifying Statement

This ASAM Alcohol Withdrawal Management Guideline is intended to aid clinicians in their clinical
decision making and patient management. The Guideline strives to identify and define clinical decision
making junctures that meet the needs of most patients in most circumstances. Clinical decision making
should involve consideration of the quality and availability of expertise and services in the community
wherein care is provided. In circumstances in which the Guideline is being used as the basis for regulatory
or payer decisions, improvement in quality of care should be the goal. Finally, courses of treatment
contained in recommendations in this Guideline are effective only if the recommendations, as outlined,
are followed. Because lack of patient understanding and adherence may adversely affect outcomes,
clinicians should make every effort to promote the patient’s understanding of, and adherence to
recommended treatments. Patients should be informed of the risks, benefits, and alternatives to a
particular treatment, and should be an active party in shared decision making whenever feasible.
Recommendations in this Practice Guideline do not supersede any federal or state regulations.

Overview of Methodology

In order to develop a comprehensive practice guideline focused on alcohol withdrawal management, we
utilized a hybrid of established methodologies. In order to develop the scope of the guideline and draft the
guideline statements, we followed the Veterans Health Administration and Department of Defense
(VA/DoD) Guideline for Guidelines. To rate and refine the draft guidelines, we used the RAND/UCLA
Appropriateness Method (RAM), which is a specific process for combining the available scientific
evidence with the clinical judgment of experts. Quality of the literature reviewed was rated using
standardized rating scales and methodology. The external review process was informed by the VA/DoD
method.

EXECUTIVE SUMMARY
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Summary of Recommendations

I. Identification and Diagnosis of Alcohol Withdrawal

A. ldentification

Recommendation 1.1: Incorporate universal screening for unhealthy alcohol use into medical settings
using a validated scale to help identify patients with or at risk for alcohol use disorder and alcohol
withdrawal.

Recommendation 1.2: For patients known to be using alcohol recently, regularly, and heavily, assess
their risk of developing alcohol withdrawal even in the absence of signs and symptoms (see 1. Initial
Assessment for risk factors and risk assessment scale).

Recommendation 1.3: For patients who have signs and symptoms suggestive of alcohol withdrawal,
assess the quantity, frequency, and time of day when alcohol was last consumed to determine whether the
patient is experiencing or is at risk for developing alcohol withdrawal. For this assessment, it may be
helpful to:

e Use a scale that screens for unhealthy alcohol use (e.g., Alcohol Use Disorders Identification

Test-Piccinelli Consumption [AUDIT-PC])
e Use information from collateral sources (i.e., family and friends)
e Conduct a laboratory test that provides some measure of hepatic function

Recommendation 1.4: A biological test (blood, breath, or urine) for alcohol use may be helpful for
identifying recent alcohol use, particularly in patients unable to communicate or otherwise give an alcohol
use history. When conducting a biological test, consider the range of time (window of detection) in which
the test can detect alcohol use. Do not rule out the risk of developing alcohol withdrawal if the result of a
test is negative.

B. Diagnosis

Recommendation 1.5: To diagnose alcohol withdrawal and alcohol withdrawal delirium, use diagnostic
criteria such as those provided by the Diagnostic and Statistical Manual 5 (DSM-5). To diagnose alcohol
use disorder, use diagnostic criteria such as those provided by the DSM-5.

Recommendation 1.6: Alcohol withdrawal severity assessment scales (including the Clinical Instrument
Withdrawal Assessment for Alcohol, Revised [CIWA-Ar]) should not be used as a diagnostic tool
because scores can be influenced by conditions other than alcohol withdrawal.

Recommendation 1.7: Do not rule in or rule out the presence of alcohol withdrawal for patients who
have a positive blood alcohol concentration.

EXECUTIVE SUMMARY
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C. Differential Diagnosis

Recommendation 1.8: As part of differential diagnosis, assess the patient's signs, symptoms, and history.
Rule out other serious illnesses that can mimic the signs and symptoms of alcohol withdrawal. Determine
if patients take medications that can mask the signs and symptoms of alcohol withdrawal.

Recommendation 1.9: Do not rule in or rule out a co-occurring disease, co-occurring mental health
disorder, co-occurring substance use disorder, or simultaneous withdrawal from other substances even in
the presence of alcohol withdrawal.

Recommendation 1.10: Conduct a neurological exam in patients presenting with a seizure to determine
etiology. A seizure should only be attributed to alcohol withdrawal if there was a recent cessation of (or
reduction in) a patient’s alcohol consumption. For patients experiencing new onset seizures or for patients
with a known history of alcohol withdrawal seizures showing a new pattern, an electroencephalogram
and/or neuroimaging is recommended. For patients with a known history of withdrawal seizure who
present with a seizure that can be attributed to alcohol withdrawal, additional neurological testing and a
neurology consult may not be necessary. This includes if the seizure was generalized and without focal
elements, if a careful neurological examination reveals no evidence of focal deficits, and if there is no
suspicion of meningitis or other etiology.

Recommendation 1.11: For patients presenting with delirium, conduct a detailed neurological and
medical examination with appropriate testing to rule out other common causes of delirium regardless of
the apparent etiology. Attempt to distinguish between hallucinations associated with alcohol withdrawal
delirium and alcohol hallucinosis/alcohol-induced psychotic disorder.

I. Initial Assessment of Alcohol Withdrawal

A. General Approach

Recommendation 11.1: First, determine whether a patient is at risk of developing severe and/or
complicated alcohol withdrawal, or complications from alcohol withdrawal. In addition to current signs
and symptoms, a validated risk assessment scale and an assessment of individual risk factors should be
utilized.

Recommendation 11.2: A history and physical examination should be included as part of the
comprehensive assessment process. Clinicians should conduct this examination themselves or ensure that
a current physical examination is contained within the patient’s medical record.

Recommendation 11.3: Additional information about risk factors can be gleaned by interviewing family,
friends, and caregivers about a patient’s history of alcohol withdrawal, seizures, and delirium, as
appropriate. Whenever possible in non-emergent situations, obtain written or verbal consent from the
patient before speaking with or consulting with collateral sources.

Recommendation 11.4: Clinicians should seek information about the time elapsed since the patient's
cessation of (or reduction in) alcohol use. The timeline of symptom onset and severity helps determine the
risk window for developing severe or complicated withdrawal.

10
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B. Risk Factors for Severe or Complicated Withdrawal

Recommendation 11.5: Assess for the following factors associated with increased patient risk for
complicated withdrawal or complications of withdrawal:

e History of alcohol withdrawal delirium or alcohol withdrawal seizure

o Numerous prior withdrawal episodes in the patient’s lifetime

e Comorbid medical or surgical illness (especially traumatic brain injury)

e Increased age (>65)

o Long duration of heavy and regular alcohol consumption

e Seizure(s) during the current withdrawal episode

e Marked autonomic hyperactivity on presentation

e Physiological dependence on GABAergic agents such as benzodiazepines or barbiturates

Recommendation 11.6: The following individual factors may increase a patient’s risk for complicated
withdrawal or complications of withdrawal:
e Concomitant use of other addictive substances
e Positive blood alcohol concentration in the presence of signs and symptoms of withdrawal
e Signs or symptoms of a co-occurring psychiatric disorder are active and reflect a moderate level
of severity

Recommendation 11.7: Patients' risk for complicated withdrawal or complications of withdrawal is
increased by the presence of multiple risk factors.

Recommendation 11.8: In general, clinicians may consider patients at risk of severe or complicated
withdrawal if they are experiencing at least moderate alcohol withdrawal on presentation (e.g., CIWA-Ar
score >10).

C. Risk Assessment Tools

Recommendation 11.9: Clinicians can consider the use of a tool such as The ASAM Criteria Risk
Assessment Matrix to assess a patient's risk of severe or complicated alcohol withdrawal as well as
potential complications of withdrawal.

Recommendation 11.10: The following scales can be helpful for assessing for the risk of severe alcohol
withdrawal:

e Prediction of Alcohol Withdrawal Severity Scale (PAWSS)

e Luebeck Alcohol-Withdrawal Risk Scale (LARS)

D. Symptom Assessment Scales

Recommendation 11.11: A validated scale should be used to assess alcohol withdrawal severity.

Recommendation 11.12: Assess the risk for scores on an alcohol withdrawal severity assessment scale to
be confounded by causes other than alcohol withdrawal. If risk factors are present, interpret the results of
scales with caution. Use a scale that relies more on objective signs of withdrawal (autonomic activity) if a

11
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patient has difficulty communicating about their symptoms. See Appendix 111 for the features of different
scales.

Recommendation 11.13: A validated withdrawal severity assessment scale can be used as part of risk
assessment. A high initial score can indicate risk of developing severe or complicated withdrawal,
although scores should not be the only information used to predict patient risk.

E. Identify Concurrent Conditions

Recommendation 11.14: When assessing for concurrent medical conditions, screen patients for medical
conditions that could affect the course of alcohol withdrawal or treatment of alcohol withdrawal, as well
as common chronic conditions that are associated with alcohol use disorders.

Recommendation 11.15: A pregnancy test should be obtained for women of childbearing potential. For
managing pregnant patients, see VII.F. Patients who are Pregnant.

Recommendation 11.16: In settings with access to laboratory tests, clinicians should conduct and/or
arrange for a comprehensive metabolic profile (CMP) or basic metabolic profile (BMP), a hepatic panel,
and a complete blood count with differential to assess a patient’s electrolytes, liver functioning, renal
functioning, and immune functioning. In a setting with limited access to laboratory testing, clinicians
should obtain results when practical to assist with treatment planning decisions. Address any nutritional
deficiencies detected.

Initial screening may also include laboratory tests for:
e Hepatitis
e Human Immunodeficiency Virus (HIV) (with consent)
e Tuberculosis

Recommendation 11.17: Assess patients for polysubstance use and be prepared to treat other potential
withdrawal syndromes. To assess a patient’s other substance use, it may be helpful to:
e Use a validated scale that addresses other substance use, such as the Alcohol, Smoking and
Substance Involvement Screening Test (ASSIST)
e Conduct a urine or other toxicology test to detect other substance use
e Utilize information from collateral sources when possible (i.e., family and friends)

Recommendation 11.18: Do not delay the initiation of treatment if alcohol withdrawal is suspected but
laboratory test results are not available at the treatment setting or the results are pending.

Recommendation 11.19: Assess patients for concurrent mental health conditions, including a review of
their mental health history, to determine their mental health treatment needs. Consult with any mental
health professionals caring for such patients. Obtain written or verbal consent before consultation
whenever possible in non-emergent situations. The Patient Health Questionnaire (PHQ-9) and the
Generalized Anxiety Disorder (GAD-7) scales can be helpful to screen for mental health disorders. Be
cautious when diagnosing a new primary mental health disorder during acute withdrawal, as it can be
difficult to differentiate between substance-induced signs and symptoms and primary psychiatric
disorders.

Recommendation 11.20: Evaluate active suicide risk as part of the initial patient assessment.

12
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I11. Level of Care Determination

A. General Approach

Recommendation 111.1: Level of care determination should be based on a patient's current signs and
symptoms; level of risk for developing severe or complicated withdrawal or complications of withdrawal;
and other dimensions such as recovery capital and environment. Alcohol withdrawal can typically be
safely managed in an ambulatory setting for those patients with limited or mitigated risk factors. Patients
with low levels of psychosocial support or an unsafe environment may benefit from a more intensive level
of care than is otherwise indicated.

Recommendation 111.2: Patients with active risk of suicide should be treated in a setting equipped to
manage patients at risk of suicide, which often necessitates admission to an inpatient psychiatric setting
that also provides withdrawal management services.

B. Level of Care Determination Tools

Recommendation 111.3: The ASAM Criteria Risk Assessment Matrix and withdrawal severity scales can
be helpful for determining the appropriate level of care for managing patients in alcohol withdrawal. Most
withdrawal severity scales reflect current signs and symptoms and should not be used alone to determine
level of care.

C. Considerations for Ambulatory vs Inpatient Management

Recommendation 111.4: See Table 2. Ambulatory (Level 1-WM and Level 2-WM) and Inpatient
Placement Considerations on p. 60.

V. Ambulatory Management of Alcohol Withdrawal

A. Monitoring

Recommendation 1V.1: In ambulatory settings, arrange for patients to check in with a qualified health
provider (e.g., medical assistant, nurse) daily for up to five days following cessation of (or reduction in)
alcohol use. For some patients who are unable to attend daily in-person check-ins, alternating in-person
visits with remote check-ins via phone or video call is an appropriate alternative.

Recommendation 1V.2: Re-assessments should focus on the patient’s health since the last checkup.
Clinicians should assess general physical condition, vital signs, hydration, orientation, sleep and
emotional status including suicidal thoughts at each visit. Ask about alcohol and other substance use and,
if available, measure Blood Alcohol Content (BAC) with a breathalyzer to detect recent alcohol use.

Recommendation 1V.3: Alcohol withdrawal severity should be monitored with a validated instrument
(see Appendix I11 for a summary of scale and their associated features). Patients who are able to monitor

i3
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their own signs and symptoms may use an instrument designed for self-administration such as the Short
Alcohol Withdrawal Scale (SAWS).

Recommendation 1V.4: In ambulatory settings, patients with a current or past benzodiazepine use
disorder need additional monitoring.

Recommendation 1V.5: For patients managed in an ambulatory setting, the following indications would
necessitate transfer to a more intensive level of care such as Level 2-WM (if in a Level 1-WM setting) or
an inpatient setting:
e Agitation or severe tremor has not resolved despite having received multiple doses of medication,
and the patient will not be continually monitored (e.g., treatment setting is closing)
o More severe signs or symptoms develop such as persistent vomiting, marked agitation,
hallucinations, confusion, or seizure
e Existing medical or psychiatric conditions worsen
e Patient appears over-sedated
e Patient returns to alcohol use
e Syncope, unstable vital signs (low/high blood pressure, low/high heart rate)

B. Supportive Care

Recommendation 1V.6: Supportive care is a critical component of alcohol withdrawal management.
Providers should ensure patients are educated about what to expect over the course of withdrawal,
including common signs and symptoms and how they will be treated.

Recommendation 1V.7: When treating patients in ambulatory settings, providers should ensure
patients/caregivers are educated about monitoring for the development of more severe withdrawal and
instructed to create a low-stimulation, reassuring environment at home to promote an effective outcome.

Recommendation 1V.8: Patients should be advised to drink non-caffeinated fluids and that a daily
multivitamin may be beneficial.

Recommendation 1V.9: Patients can be offered oral thiamine. Typical dosing is 100 mg PO per day for
3-5 days.

Recommendation 1V.10: Clinicians must explain the importance of taking medications as prescribed and
confirm the patient’s understanding.

Recommendation 1V.11: Communicate that safe alcohol withdrawal management may necessitate a
transfer to a more intensive level of care including to an inpatient setting and secure the patient’s
agreement to transfer if there are indications that management in the ambulatory setting is not safe or
effective. See Recommendation IV.5 for indications for transfer to a more intensive level of care.

C. AUD Treatment Initiation and Engagement

Recommendation 1V.12: When feasible, alcohol use disorder (AUD) treatment should be initiated
concurrently with alcohol withdrawal management as cognitive status permits. If appropriate, clinicians
should offer to initiate pharmacotherapy for AUD as cognitive status permits. If not initiating AUD
treatment themselves, clinicians should explain the range of evidence-based treatment services available

14
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in the community, and engage patients with these options. In addition, clinicians may offer information
about local recovery support groups, including 12-step groups.

D. Pharmacotherapy

(1) Prophylaxis

Recommendation 1V.13: Patients at risk of developing severe or complicated alcohol withdrawal or
complications of alcohol withdrawal may be treated in ambulatory settings at the discretion of providers
with extensive experience in management of alcohol withdrawal. Such patients should be provided with
preventative pharmacotherapy. Benzodiazepines are first-line treatment because of their well-documented
effectiveness in reducing the signs and symptoms of withdrawal including the incidence of seizure and
delirium. Phenobarbital is an appropriate alternative in a Level 2-WM setting for providers experienced
with its use. For patients with a contraindication for benzodiazepine use, phenobarbital (in Level 2-WM
settings by providers experienced with its use) or transfer to a more intensive level of care are appropriate
options.

Recommendation 1V.14: A front loading regimen is recommended for patients at high risk of severe
withdrawal syndrome. Providing at least a single dose of preventative medication is appropriate for
patients at lower levels of risk who have:

e A history of severe or complicated withdrawal
An acute medical, psychiatric, or surgical illness
Severe coronary artery disease
Displaying signs or symptoms of withdrawal concurrent with a positive blood alcohol content

Recommendation 1V.15: Patients at risk of developing new or worsening signs or symptoms of
withdrawal while away from the ambulatory treatment setting should be provided with pharmacotherapy.
Some indications of risk include a history of withdrawal episodes of at least moderate severity and being
within the window for the development of symptoms in the time course of withdrawal. Benzodiazepines,
carbamazepine, or gabapentin are all appropriate options for monotherapy. Providing at least a single dose
of benzodiazepine followed by ongoing treatment according to symptom severity is also appropriate. If
the risk of developing worse withdrawal is unknown, patients should be reassessed frequently over the
next 24 hours to monitor their need for withdrawal medication.

(2) Withdrawal symptoms

Recommendation 1V.16: Patients experiencing mild alcohol withdrawal (e.g., CIWA-Ar score <10) who
are at minimal risk of developing severe or complicated alcohol withdrawal or complications of alcohol
withdrawal may be provided pharmacotherapy or supportive care alone. If providing medication,
carbamazepine or gabapentin are appropriate options. For patients who are at risk of developing new or
worsening withdrawal while away from the treatment setting, benzodiazepines, carbamazepine, or
gabapentin are appropriate.

Recommendation 1V.17: Patients experiencing moderate alcohol withdrawal (e.g., CIWA-Ar scores 10-
18) should receive pharmacotherapy. Benzodiazepines are first-line treatment. Carbamazepine or
gabapentin are appropriate alternatives. For patients with a contraindication for benzodiazepine use,
carbamazepine, gabapentin, or phenobarbital (in Level 2-WM settings for providers experienced with its
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use) are appropriate. Carbamazepine, gabapentin, or valproic acid (if no liver disease or childbearing
potential) may be used as an adjunct to benzodiazepines.

Recommendation 1V.18: Patients experiencing severe, but not complicated, alcohol withdrawal (e.g.,
CIWA-Ar > 19) may be treated in ambulatory Level 2-WM settings at the discretion of providers with
extensive experience in management of alcohol withdrawal. Such patients should receive
pharmacotherapy. Benzodiazepines are first-line treatment. Phenobarbital is an appropriate alternative for
providers experienced with its use. For patients with a contraindication for benzodiazepine use,
phenobarbital, carbamazepine, or gabapentin are appropriate. The use of adjunct medications is also
appropriate.

Recommendation 1V.19: If a patient is taking medication as prescribed and symptoms are not controlled
as expected:
e First, consider increasing the dose

If over-sedation or inadequate monitoring is a concern:
o Reassess for appropriate level of care
o Consider switching medications
e If using benzodiazepines, consider adding an adjunct medication

(3) Benzodiazepine use

Recommendation 1VV.20: While no particular benzodiazepine agent is more effective than another,
longer-acting benzodiazepines are the preferred agents due to the clinical benefits of their longer duration
of action.

Recommendation 1V.21: If waiting for lab test(s) results or if the test(s) are unavailable, if a patient has
signs of significant liver disease, use a benzodiazepine with less hepatic metabolization.

Recommendation 1V.22: Clinicians should monitor patients taking benzodiazepines for signs of over-
sedation and respiratory depression.

Recommendation 1V.23: A benzodiazepine prescription to treat alcohol withdrawal should be
discontinued following treatment.

Recommendation 1V.24: Clinicians can manage benzodiazepine misuse or diversion risk in ambulatory
settings by dispensing or prescribing the minimum amount necessary given patients’ level of stability and
timing of their next in-person clinic visit. Alternative medications can also be considered such as
carbamazepine or gabapentin.

Recommendation 1V.25: In ambulatory settings, benzodiazepines should not be prescribed to patients
with a history of even mild adverse events with benzodiazepine use because rapid intervention is not
typically available. Benzodiazepines can be used with caution in patients with a high risk of
benzodiazepine diversion including patients with a current or past benzodiazepine use disorder for the
short period of acute alcohol withdrawal. Risk can be managed by dispensing or prescribing a small
number of doses.

Recommendation 1V.26: Patients who are taking benzodiazepines, and their caregivers, should be
educated regarding:
e The danger of drug-drug interactions between benzodiazepines and other CNS depressants
(impairment and respiratory depression)
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e The risks associated with combining alcohol and benzodiazepines and importance of abstinence
from alcohol

e The risks associated with driving or use of heavy machinery for the first few days of
benzodiazepine administration

e Instructions to reduce their benzodiazepine dose if drowsiness occurs

(4) Benzodiazepine dosing regimens

Recommendation 1V.27: At short-term observational settings with continuous monitoring (e.g. Level 2-
WM), symptom-triggered treatment conducted by trained staff is the preferred benzodiazepine dosing
method. Front loading while under clinical supervision or fixed dosing with additional as-needed
medication are also appropriate.

Recommendation 1V.28: At settings without extended on-site monitoring (Level 1-WM), symptom-
triggered dosing is appropriate if patients or a caregiver can reliably monitor signs and symptoms with a
withdrawal severity scale and follow dosing guidance. Otherwise, front loading while under clinical
supervision or fixed dosing with additional as-needed medication is appropriate.

Recommendation 1V.29: Front loading is recommended for patients experiencing severe alcohol
withdrawal (e.g., CIWA-Ar > 19). Diazepam and chlordiazepoxide are preferred agents for front loading.

Recommendation 1V.30: When using a fixed-dose schedule, patients’ signs and symptoms should still
be monitored. A few additional take-home doses can be provided to take as needed. When initiating a
fixed-dose regimen, arrange for the patient to be follow up with the following day to modify the dose if
needed.

Recommendation 1V.31: If prescribing a shorter-acting benzodiazepine, using a fixed-dose regimen with
a gradual taper may be appropriate to reduce the likelihood of breakthrough and rebound signs and
symptoms.

(5) Carbamazepine, gabapentin, valproic acid

Recommendation 1V.32: Gabapentin is a favorable choice for treating alcohol withdrawal when a
clinician also plans to use it for a patient’s ongoing treatment of alcohol use disorder.

Recommendation 1V.33: If benzodiazepines are contraindicated, carbamazepine or gabapentin are
appropriate alternatives.

Recommendation 1V.34: Carbamazepine, gabapentin, or valproic acid may be used as an adjunct to
benzodiazepine therapy to help control alcohol withdrawal. Before using as an adjunct, clinicians should
ensure that an adequate dose of benzodiazepine has been administered.

Recommendation 1V.35: Valproic acid should not be used in patients who have liver disease or women
of childbearing potential.

Recommendation 1V.36: There is insufficient evidence to support the use of valproic acid as
monotherapy for the treatment of alcohol withdrawal.
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(6) Phenobarbital

Recommendation 1VV.37: Phenobarbital can be used for some patients in Level 2-WM ambulatory
settings; however, it should only be used by clinicians experienced with its use given its narrow
therapeutic window and side effects.

Recommendation 1V.38: In a Level 2-WM ambulatory setting (e.g., with extensive monitoring),
phenaobarbital monotherapy (managed by a clinician experienced with its use) is an appropriate alternative
to benzodiazepines for patients who are experiencing severe alcohol withdrawal or who are at risk of
developing severe or complicated alcohol withdrawal or complication of alcohol withdrawal.

Recommendation 1V.39: In a Level 2-WM ambulatory setting (e.g., with extensive monitoring),
phenobarbital monotherapy (managed by a clinician experienced with its use) is appropriate for patients
with a contraindication for benzodiazepine use who are experiencing moderate or severe alcohol
withdrawal or who are at risk of developing severe or complicated alcohol withdrawal or complications of
alcohol withdrawal.

(7) A2AAs and beta-blockers

Recommendation 1V.40: Alpha2-adrenergic agonists (A2AAs) such as clonidine can be used as an
adjunct to benzodiazepine therapy to control autonomic hyperactivity and anxiety when symptoms are not
controlled by benzodiazepines alone. They should not be used alone to prevent or treat withdrawal-related
seizures or delirium.

Recommendation 1V.41: Beta-adrenergic antagonists (beta-blockers) can be used as an adjunct to
benzodiazepines in select patients for control of persistent hypertension or tachycardia when these signs
are not controlled by benzodiazepines alone. They should not be used to prevent or treat alcohol
withdrawal seizures.

(8) Inappropriate medications

Recommendation 1V.42: Oral or intravenous alcohol should not be used for the prevention or treatment
of alcohol withdrawal.

Recommendation 1V.43: There is insufficient evidence to support the use of baclofen for the treatment
of alcohol withdrawal.

Recommendation 1V.44: Providing magnesium as a prophylaxis or treatment for alcohol withdrawal
management has no supporting evidence.

V. Inpatient Management of Alcohol Withdrawal

A. Monitoring

Recommendation V.1: The following monitoring schedule is appropriate:
e In patients with moderate to severe withdrawal or those requiring pharmacotherapy, re-assess
every 1-4 hours for 24 hours, as clinically indicated. Once stabilized (e.g., CIWA-Ar score < 10
for 24 hours), monitoring can be extended to every 4-8 hours for 24 hours, as clinically indicated.
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o Patients with mild withdrawal and low risk of complicated withdrawal may be observed for up to
36 hours, after which more severe withdrawal is unlikely to develop.

Recommendation V.2: Monitor patients’ vital signs, hydration, orientation, sleep, and emotional status
including suicidal thoughts.

Recommendation V.3: Monitor patients receiving pharmacotherapy for alcohol withdrawal for signs of
over-sedation and respiratory depression.

Recommendation V.4: Signs and symptoms of alcohol withdrawal should be monitored during
withdrawal management with a validated assessment scale (see Appendix I11 for a summary of scales and
their associated features).

B. Supportive Care

Recommendation V.5: Supportive care is a critical component of alcohol withdrawal management.
Frequent reassurance, re-orientation to time and place, and nursing care are recommended non-
pharmacological interventions. Providers should ensure patients are educated about what to expect over
the course of withdrawal, including common signs and symptoms and how they will be treated. Patients
with severe alcohol withdrawal should be cared for in an evenly lit, quiet room. Patients should be offered
hope and the expectation of recovery.

Recommendation V.6: Supportive care for alcohol withdrawal patients includes adherence to safety
measures and protocols (e.g., assess risk for fall/syncope). If available and applicable, existing
institutional/hospital-associated delirium protocols can be used for supportive care of patients with severe
alcohol withdrawal.

Recommendation V.7: Thiamine should be provided to prevent Wernicke encephalopathy.

e Intravenous (1V) or intramuscular (IM) administration of thiamine is preferred, in particular for
patients with poor nutritional status, malabsorption, or who are known to have severe
complications of alcohol withdrawal.

e Typical dosing is 100 mg IVV/IM per day for 3-5 days. Oral thiamine also can also be offered.

e Patients also receiving glucose can be administered thiamine and glucose in any order or
concurrently.

Recommendation V.8: Clinicians should administer thiamine to patients admitted to the Intensive Care
Unit (ICU) to treat alcohol withdrawal.

Recommendation V.9: For patients with hypomagnesemia, cardiac arrhythmias, electrolyte disturbances,
or a previous history of alcohol withdrawal seizures, magnesium should be administered.

Recommendation V.10: If phosphorus is <1 mg/dL, supplementation should be provided. Otherwise, in
the case of moderate hypophosphatemia (1-2 mg/dL), correction through proper nutrition is
recommended.

Recommendation V.11: In patients who are critically ill, folate supplementation may be considered,
since chronic alcohol use is associated with hyperhomocysteinemia.
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C. AUD Treatment Initiation and Engagement

Recommendation V.12: The period of alcohol withdrawal management should be used to engage
patients with an alcohol use disorder (AUD) with comprehensive treatment. When feasible, AUD
treatment should be initiated concurrently with alcohol withdrawal management as cognitive status
permits. If appropriate, clinicians should also offer to initiate pharmacotherapy for AUD as cognitive
status permits. Clinicians should explain the range of evidence-based treatment services available at the
current site and in the community. Finally, clinicians should proactively connect patients to treatment
services as seamlessly as possible, including initiating a warm handoff to treatment providers.

D. Pharmacotherapy

(1) Prophylaxis

Recommendation V.13: For patients at risk of developing severe or complicated alcohol withdrawal or
complications of alcohol withdrawal, preventative pharmacotherapy should be provided. Benzodiazepines
are first-line treatment because of their well-documented effectiveness in reducing the signs and
symptoms of withdrawal including the incidence of seizure and delirium. For patients with a
contraindication for benzodiazepine use, phenobarbital can be used by providers experienced with its use.
In settings with close monitoring, phenobarbital adjunct to benzodiazepines is also appropriate.

Recommendation V.14: A front loading regimen is recommended for patients at high risk of severe
withdrawal syndrome. Providing at least a single dose of preventative medication is appropriate for
patients at lower levels of risk not experiencing significant signs or symptoms but have:

e A history of severe or complicated withdrawal
An acute medical, psychiatric, or surgical illness
Severe coronary artery disease
Displaying signs or symptoms of withdrawal concurrent with a positive blood alcohol content

(2) Withdrawal symptoms

Recommendation V.15: For patients experiencing mild alcohol withdrawal (e.g., CIWA-Ar score <10)
who are at minimal risk of developing severe or complicated alcohol withdrawal or complications of
alcohol withdrawal, pharmacotherapy or supportive care alone may be provided. If providing medication,
benzodiazepines, carbamazepine, or gabapentin are appropriate. For patients with a contraindication for
benzodiazepine use, carbamazepine, gabapentin, or phenobarbital (for providers experienced with its use),
are appropriate. Carbamazepine, gabapentin, or valproic acid (if no liver disease or childbearing potential)
may be used as an adjunct to benzodiazepines.

Recommendation V.16: Patients experiencing moderate alcohol withdrawal (e.g., CIWA-Ar scores 10-
18) should receive pharmacotherapy. Benzodiazepines are first-line treatment. Carbamazepine or
gabapentin are appropriate alternatives. For patients with a contraindication for benzodiazepine use,
carbamazepine, gabapentin, or phenobarbital (for providers experienced with its use) are appropriate.
Carbamazepine, gabapentin, or valproic acid (if no liver disease or childbearing potential) may be used as
an adjunct to benzodiazepines.

Recommendation V.17: Patients experiencing severe alcohol withdrawal (e.g., CIWA-Ar scores >19)
should receive pharmacotherapy. Benzodiazepines are first-line treatment. For patients with a
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contraindication for benzodiazepine use, phenobarbital is appropriate for providers are experienced with
its use. If close monitoring is available, phenobarbital can be used as an adjunct to benzodiazepines. Other
adjunct medications can be considered after a clinician ensures that an adequate dose of benzodiazepines
has been administered.

Recommendation V.18: If a patient’s symptoms are not controlled as expected:
e First consider increasing the dose

If over-sedation or inadequate monitoring is a concern:
o Reassess for appropriate level of care
e Consider switching medication
e If using benzodiazepines, consider adding an adjunct medication

(3) Benzodiazepine use

Recommendation V.19: While no particular benzodiazepine agent is more effective than another, longer-
acting benzodiazepines are the preferred agents due to clinical benefits of their longer duration of action.

Recommendation V.20: If waiting for lab test(s) results or if the test(s) are unavailable, if a patient has
signs of significant liver disease, use a benzodiazepine with less hepatic metabolization.

Recommendation V.21: Clinicians should monitor patients taking benzodiazepines for signs of over-
sedation and respiratory depression.

Recommendation V.22: A benzodiazepine prescription to treat alcohol withdrawal should be
discontinued following treatment.

(4) Benzodiazepine dosing regimens

Recommendation V.23: Symptom-triggered treatment is the preferred benzodiazepine dosing method.
Fixed dosing according to a scheduled taper may be appropriate if symptom-triggered treatment cannot be
used.

Recommendation V.24: Front loading is recommended for patients experiencing severe alcohol
withdrawal (e.g., CIWA-Ar scores >19). Diazepam or chlordiazepoxide are preferred agents for front
loading.

Recommendation V.25: When using a fixed-dose schedule, patients’ signs and symptoms should still be
monitored, and additional doses of medication provided as needed.

Recommendation V.26: If prescribing a shorter-acting benzodiazepine, using a fixed-dose regimen with
a gradual taper may be appropriate to reduce the likelihood of breakthrough and rebound signs and
symptoms.

(5) Carbamazepine, gabapentin, valproic acid

Recommendation V.27: Gabapentin is a favorable choice for treating alcohol withdrawal when a
clinician also plans to use it for a patient’s ongoing treatment of alcohol use disorder.

Recommendation V.28: If benzodiazepines are contraindicated, carbamazepine or gabapentin are
appropriate alternatives for patients in mild or moderate withdrawal.
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Recommendation V.29: Carbamazepine, gabapentin, or valproic acid may be used as an adjunct to
benzodiazepine therapy to help control alcohol withdrawal. Before using as an adjunct, clinicians should
ensure that an adequate dose of benzodiazepine has been administered.

Recommendation V.30: Valproic acid should not be used in patients who have liver disease or women of
childbearing potential.

Recommendation V.31: There is insufficient evidence to support the use of valproic acid as
monotherapy for the treatment of alcohol withdrawal.

(6) Phenobarbital

Recommendation V.32: Phenobarbital can be used for some patients in inpatient settings; however, it
should only be used by clinicians experienced with its use given its narrow therapeutic window and side
effects.

Recommendation V.32: In an inpatient setting, phenobarbital monotherapy (managed by a clinician
experienced with its use) is appropriate for patients with a contraindication for benzodiazepine use who
are experiencing mild, moderate, or severe alcohol withdrawal or who are at risk of developing severe or
complicated alcohol withdrawal or complications of alcohol withdrawal.

Recommendation V.34: In an inpatient setting, if close monitoring is available, phenobarbital (managed
by a clinician experienced with its use) as an adjunct to benzodiazepines is an option for patients
experiencing severe alcohol withdrawal or who are at risk of developing severe or complicated alcohol
withdrawal or complications of alcohol withdrawal.

Recommendation V.35: Parenteral phenobarbital should only be used in highly supervised settings (e.g.,
ICU, CCU) because of risk of over-sedation and respiratory depression.

(7) A2AAs and beta-blockers

Recommendation V.36: Alpha2-adrenergic agonists (AA2s) such as clonidine and dexmedetomidine can
be used as an adjunct to benzodiazepine therapy to control autonomic hyperactivity and anxiety when
these signs are not controlled by benzodiazepines alone. They should not be used alone to prevent or treat
withdrawal-related seizures or delirium.

Recommendation V.37: Beta-adrenergic antagonists (beta-blockers) can be used as an adjunct to
benzodiazepines in select patients for control of persistent hypertension or tachycardia when these signs
are not controlled by benzodiazepines alone. They should not be used to prevent or treat alcohol
withdrawal seizures.

(8) Inappropriate medications

Recommendation V.38: Oral or intravenous alcohol should not be used for the prevention or treatment
of alcohol withdrawal.

Recommendation V.39: There is insufficient evidence to support the use of baclofen for the treatment of
alcohol withdrawal.

Recommendation V.40: Providing magnesium as a prophylaxis or treatment for alcohol withdrawal
management has no supporting evidence.
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V1. Addressing Complicated Alcohol Withdrawal

A. Alcohol Withdrawal Seizure

(1) Monitoring

Recommendation V1.1: Patients should be monitored for alcohol withdrawal seizures even in the
absence of other clinically prominent alcohol withdrawal signs or symptoms.

Recommendation V1.2: Following an alcohol withdrawal seizure, patients should be admitted to a
setting with close monitoring available, and should be re-assessed every 1-2 hours for 6-24 hours. Patients
should be closely monitored for delirium and the need to receive intravenous (V) fluids, due to potential
electrolyte imbalances.

(2) Supportive care

Recommendation V1.3: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with an alcohol withdrawal seizure.

(3) Pharmacotherapy

Recommendation V1.4: Following a withdrawal seizure, patients should be immediately treated with a
medication effective at preventing another seizure. Benzodiazepines are first-line treatment, and a fast-
acting agent such as lorazepam or diazepam is preferred. Phenobarbital is also an option but is less
preferred to benzodiazepines.

Recommendation V1.5: Following a withdrawal seizure, parenteral administration of medications is
preferred. If available, IV administration is preferred to intramuscular (IM), but IM administration is also
effective. Parenteral phenobarbital should only be used in highly supervised settings (e.g., Intensive Care
Unit [ICU], CCU) because of risk of over-sedation and respiratory depression.

Recommendation V1.6: It is not recommended to use alpha2-adrenergic agonists or beta-adrenergic
antagonists to prevent or treat alcohol withdrawal seizures because they are ineffective for this purpose.
Beta-adrenergic antagonists also can lower the seizure threshold. Phenytoin should not be used unless
treating a concomitant underlying seizure disorder.

B. Alcohol Withdrawal Delirium

(1) Monitoring

Recommendation V1.7: Patients with alcohol withdrawal delirium should be provided close nursing
observation and supportive care, which often necessitates admission to an intensive or critical care unit.
Agitated and disoriented patients should have continuous, one-to-one observation and monitoring.

Recommendation V1.8: Patients with alcohol withdrawal delirium should have their vital signs,
oximetry and cardiac status monitored as frequently as required. Resuscitative equipment should be
readily available when patients require high doses of benzodiazepines, when continuous infusion of
medication is used, or when patients have significant concurrent medical conditions.
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Recommendation VV1.9: To monitor signs and symptoms of alcohol withdrawal delirium, use a structured
assessment scale such as the Confusion Assessment Method for ICU Patients (CAM-ICU), Delirium
Detection Score (DDS), Richmond Agitation-Sedation Scale (RASS), or Minnesota Detoxification Scale
(MINDS). It is not recommended to use the CIWA-Ar in patients with delirium because it relies on
patient-reported symptoms.

(2) Supportive care

Recommendation V1.10: Provide immediate intravenous access for administration of drugs and fluids to
patients experiencing alcohol withdrawal delirium.

Recommendation V1.11: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with alcohol withdrawal delirium.

Recommendation V1.12: Restraints should only be used when required to prevent injuries due to
agitation or violence, and in compliance with state laws.

(3) Pharmacotherapy

Recommendation V1.13: Patients with alcohol withdrawal delirium should be sedated to achieve and
maintain a light somnolence. Benzodiazepines are recommended as the first-line agents for managing
alcohol withdrawal delirium.

Recommendation V1.14: When available, medication should be administered intravenously. The use of
intermittent 1V administration of long- and short-acting medications is acceptable and effective.
Continuous IV infusion is considerably more expensive and there is no evidence of therapeutic
superiority.

Recommendation V1.15: Patients receiving repeated high intravenous doses of lorazepam or diazepam
should be monitored closely for signs of hyponatremia and metabolic acidosis.

Recommendation V1.16: When treating alcohol withdrawal delirium, use an established dosing protocol
as a guide, but individualize dosing regimens based on patient’s signs and symptoms. It is appropriate for
patients with alcohol withdrawal delirium to receive intravenous symptom-triggered or fixed-dose front
loading. Once light somnolence is achieved and patients are calm and cooperative, if on IV medication,
shifting to oral symptom-triggered treatment is recommended.

Recommendation V1.17: Very large doses of benzodiazepines may be needed to control agitation in
alcohol withdrawal delirium, including doses that are much higher than typically seen in other patient
populations. Clinicians should not hesitate to provide such large doses to patients to control agitation but
should keep in mind the possible risk of over-sedation and respiratory depression. Moreover, when large
doses are used, there is risk of accumulation of long-acting benzodiazepine metabolites, especially in
patients with impaired hepatic function or the elderly, and patients should be monitored closely.

Recommendation V1.18: For patients who have been delirious longer than 72 hours, assess for drug-
induced delirium and withdrawal from another GABAergic agent (such as gabapentin or carisoprodol).
When necessary, adjust the benzodiazepine dose.

Recommendation V1.19: Barbiturates can be considered an alternative option to benzodiazepines for the
treatment of alcohol withdrawal delirium, but they are not preferred to benzodiazepines. Phenobarbital
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can be used as an adjunct to benzodiazepines in settings with close monitoring when alcohol withdrawal
delirium is not adequately controlled by benzodiazepine therapy alone.

Recommendation V1.20: Antipsychotic agents can be used as an adjunct to benzodiazepines when
alcohol withdrawal delirium and hallucinations are not adequately controlled by benzodiazepine therapy
alone. They are not recommended as monotherapy for alcohol withdrawal delirium.

Recommendation V1.21: Alpha2-adrenergic agonists, beta-adrenergic antagonists and paraldehyde
should not be used to treat alcohol withdrawal delirium.

C. Alcohol-Induced Psychotic Disorder

Recommendation V1.22: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with an alcohol-induced psychotic disorder.

Recommendation V1.23: The treatment of alcohol-induced psychotic disorder may require consultation
with a psychiatrist.

Recommendation V1.24: The treatment of alcohol-induced psychatic disorder may require addition of
antipsychotics.

Recommendation V1.25: For patients experiencing hallucinations, diazepam may be considered a
treatment option.

D. Resistant Alcohol Withdrawal

Recommendation V1.26: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with resistant alcohol withdrawal.

Recommendation V1.27: Phenobarbital may be used as an adjunct to benzodiazepines to control resistant
alcohol withdrawal syndrome in settings with close monitoring.

Recommendation V1.28: Propofol may be used with patients in the ICU experiencing resistant alcohol
withdrawal who already require mechanical ventilation.

Recommendation V1.29: Dexmedetomidine may be used with patients in the ICU experiencing resistant
alcohol withdrawal.

VII. Specific Settings and Populations

A. Primary Care

Recommendation VI1.1: If patients are experiencing severe withdrawal (e.g., CIWA-Ar scores >19),
refer them directly to the nearest Emergency Department.

Recommendation VI1.2: If withdrawal is mild (e.g., CIWA-Ar <10), patients presenting to primary care
can be prescribed a few doses of benzodiazepine. Whenever possible, medication can be supervised by a
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caregiver at home or staff at a nonmedical withdrawal management center. Do not prescribe medication to
patients for ambulatory management of alcohol withdrawal without performing an adequate assessment or
to patients without adequate support.

Recommendation VI1.3: If withdrawal does not resolve (e.g., fall below a CIWA-Ar score of 10) after
an adequate dose of medication (e.g., 80 mg diazepam), or patients appears sedated, transfer to an
Emergency Department or other inpatient withdrawal management setting.

Recommendation V11.4: For patients treated in primary care settings, regular follow-up visits, at least
monthly for one year, could increase the likelihood of sustained recovery.

B. Emergency Departments

Recommendation VI1.5: If patients are experiencing severe alcohol withdrawal (e.g., CIWA-Ar >19), or
are at risk of complicated withdrawal, administer medication immediately to treat withdrawal and reduce
the risk of seizures and delirium.

Recommendation VI11.6: Patients presenting with alcohol withdrawal syndrome in the Emergency
Department should be evaluated for delirium as well as other conditions that mimic and/or accompany
withdrawal. Patients presenting with delirium should be assessed for all potential etiologies including
alcohol withdrawal.

Recommendation VI1.7: Patients in the Emergency Department should receive a complete blood count
and complete metabolic panel including liver enzyme and magnesium tests; alcohol withdrawal treatment
should not be delayed while waiting for results.

Recommendation VI11.8: The following indicators should be present for discharge to an ambulatory
alcohol withdrawal management setting from the Emergency Department:

e Mild alcohol withdrawal (e.g., CIWA-Ar score <10).

e Moderate alcohol withdrawal (e.g., CIWA-Ar score 10-18) with no other complicating factors

o Not currently intoxicated (including alcohol or other drugs)

¢ No history of complicated alcohol withdrawal (seizures, delirium)

¢ No significant medical or psychiatric comorbidities that would complicate withdrawal

management
e Able to comply with ambulatory visits and therapy

Recommendation V11.9: Patients with controlled withdrawal syndrome being discharged from the
Emergency Department may be offered a short term (e.g., 1-2 day) prescription for appropriate alcohol
withdrawal medication to last until follow-up with their healthcare provider.

C. Hospitalized Patients

(2) Identification

Recommendation VI11.10: All patients admitted to the hospital should be screened for risk of alcohol
withdrawal. Among hospitalized patients, the Alcohol Use Disorders Identification Test (AUDIT) and
Alcohol Use Disorders Identification Test-Piccinelli Consumption (AUDIT-PC) can indicate risk of
developing alcohol withdrawal.
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Recommendation VI1.11: Patients undergoing elective surgery should be screened for unhealthy alcohol
use and the need to undergo alcohol withdrawal management before proceeding with surgery. Patients
undergoing elective surgery who are at risk of alcohol withdrawal should undergo medically managed
withdrawal before proceeding with surgery

(2) Assessment

Recommendation VI11.12: Among hospitalized patients, the Prediction of Alcohol Withdrawal Severity
Scale (PAWSS) can be used for predicting risk of developing severe or complicated alcohol withdrawal
in the medically ill.

Recommendation V11.13: Patients for whom alcohol withdrawal is suspected and for whom a complete
medical history is not available, (i.e., are admitted from the Emergency Department or trauma unit, are in
Intensive Care Unit [ICU]), or who are known to be at high risk of complicated alcohol withdrawal,
medical decisions should be oriented toward a more aggressive treatment of alcohol withdrawal
regardless of presenting signs and symptoms.

Recommendation VI1.14: For patients who require more than standard amounts of medication to
manage alcohol withdrawal, individualized assessment by clinicians experienced in the management of
withdrawal is recommended. The medication and protocol used for treating other conditions and/or
alcohol withdrawal syndrome may need to be modified.

(3) Monitoring

Recommendation VI1.15: In patients who are hospitalized, monitor their vital signs. Fluid intake and
output and serum electrolytes should be monitored as clinically indicated.

Recommendation V11.16: Signs and symptoms of alcohol withdrawal should be monitored during the
course of withdrawal with a validated symptom assessment scale. Assess the risk for scores on a symptom
assessment scale to be confounded by the use of certain medications, the presence of certain medical
conditions (e.g. fever from infection), or a patient’s difficulty communicating. Among general
medical/surgical patients, low withdrawal scores can typically be interpreted with confidence, while high
scores should be interpreted with caution. The use of alternative scales with patients with difficulty
communicating is appropriate.

Recommendation V11.17: Patients with a reduced level of consciousness who are at risk for the
development of alcohol withdrawal should be monitored for the appearance of alcohol withdrawal signs.
If a co-occurring clinical condition worsens, do not assume it is related to alcohol withdrawal among
alcohol withdrawal patients. However, immediate treatment is required if alcohol withdrawal develops
after surgery or trauma.

(4) Supportive care

Recommendation VI11.18: Clinicians should administer thiamine to ICU patients with signs or symptoms
that mimic or mask Wernicke encephalopathy.

(5) Pharmacotherapy

Recommendation V11.19: Prophylactic treatment of alcohol withdrawal should be provided in the ICU
to patients who are suspected to be physiologically dependent on alcohol.
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Recommendation V11.20: Implementing an alcohol withdrawal management protocol in the ICU is
appropriate. When using a symptom-triggered dosing protocol, use a validated scale to monitor signs and
symptoms. For patients being treated in ICU settings for alcohol withdrawal, existing scales that are
appropriate to use for monitoring withdrawal include the Richmond Agitation-Sedation Scale (RASS).
Administration of medications via the intravenous route is preferred because of the rapid onset of action
and more predictable bioavailability.

D. Patients with Medical Conditions

Recommendation VI1.21: For patients with medical comorbidities, modify the medication and/or
protocol used for treating alcohol withdrawal syndrome as necessary in consultation with other
specialists.

Recommendation V11.22: For patients with medical conditions that prevent the use of oral medication,
provide intravenous or intramuscular medications as necessary.

Recommendation VI11.23: Aggressive withdrawal treatment is indicated for patients with cardiovascular
disorders due to risk of harm associated with autonomic hyperactivity.

Recommendation V11.24: For patients with a medical condition associated with impaired hepatic
function, adjust medication dose or use medications with less dependence on hepatic metabolism.

E. Patients who Take Opioids

Recommendation V11.25: Patients who are on chronic opioid medication (opioid agonist therapy for
opioid use disorder or pain) should be monitored closely when benzodiazepines are prescribed, due to the
increased risk of respiratory depression. Similarly, patients taking sedative-hypnotic medications exhibit
tolerance to benzodiazepines and should be monitored closely for appropriate dose.

Recommendation V11.26: For patients with concomitant alcohol withdrawal and opioid use disorder,
stabilize opioid use disorder (e.g., with methadone or buprenorphine) concomitantly with treating alcohol
withdrawal.

F. Patients who are Pregnant

(1) Level of care and monitoring

Recommendation VI1.27: Inpatient treatment should be considered for all pregnant patients with alcohol
use disorder who require withdrawal management. Inpatient treatment should be offered to pregnant
patients with at least moderate alcohol withdrawal (i.e., CIWA-Ar scores > 10).

Recommendation VI11.28: The CIWA-Ar is an appropriate symptom assessment scale to use with
pregnant patients. Clinicians should consider signs and symptoms such as nausea, headache, anxiety, and
insomnia to be connected to alcohol withdrawal rather than pregnancy that will abate once the alcohol
withdrawal has been effectively treated.

Recommendation VI11.29: During withdrawal management, consult with an obstetrician.
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(2) AUD treatment initiation and engagement

Recommendation VI11.30: Engagement in treatment for AUD is particularly important for pregnant
patients with alcohol withdrawal given the risk of Spectrum Disorder (FASD) including Fetal Alcohol
Syndrome (FAS).)

(3) Pharmacotherapy

Recommendation V11.31: Before giving any medications to pregnant patients, ensure that patients
understand the risks and benefits of the medication, both for the patient and the developing fetus.

Recommendation V11.32: Benzodiazepines and barbiturates are the medications of choice in treatment
of pregnant patients with alcohol withdrawal. While there is a risk of teratogenicity during the first
trimester, the risks appear small, and they are balanced in view of the risk for fetal alcohol spectrum
disorder and consequences to mother and fetus should severe maternal alcohol withdrawal develop.

Recommendation V11.33: Due to the high teratogenic risk, valproic acid is not recommended for
pregnant patients.

Recommendation V11.34: For patients at risk for pre-term delivery or in the late third trimester, use of a
short-acting benzodiazepine is recommended. This minimizes the risk for neonatal benzodiazepine
intoxication given shorter onset and duration of action.

(4) Newborn considerations

Recommendation V11.35: In cases of alcohol withdrawal treated close to delivery, assess the newborn
for benzodiazepine intoxication, sedative withdrawal, and Spectrum Disorder (FASD) including Fetal
Alcohol Syndrome (FAS).

Recommendation V11.36: Inform pregnant patients of all wraparound services that will assist them in
addressing newborn needs, including food, shelter, pediatric clinics for inoculations, as well as programs
that will help with developmental or physical issues that the newborn may experience as a result of in-
utero substance exposure.

Recommendation V11.37: Licensed clinical staff have an obligation to understand and follow their state
laws regarding definitions of child abuse and neglect, reporting requirements, and plans of safe care for
newborns with in-utero alcohol exposure.
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Introduction

|. Purpose

The American Society of Addiction Medicine (ASAM) developed this Guideline on Alcohol Withdrawal
Management to provide updated information on evidence-based strategies and standards of care for
alcohol withdrawal management in both ambulatory and inpatient settings.

I1. Background

Alcohol is responsible for a multitude of health conditions, including Alcohol Use Disorder (AUD) and
alcohol withdrawal. Individuals physically dependent on alcohol may experience signs and symptoms of
alcohol withdrawal upon cessation of (or reduction in) alcohol use, due to the sudden reversal of
depressant effects on brain function. Signs and symptoms of alcohol withdrawal include anxiety, sleep
disturbance, headache, nausea, hallucinations, delirium, and seizures. Clinical signs include sweating,
elevated blood pressure, tachycardia, hyperthermia, and hyperactive reflexes. Hallucinations can range
from mild perceptual distortions to frank hallucinations with a lack of insight. The most severe
consequences of alcohol withdrawal include seizure, delirium, and death.

Patients with alcohol withdrawal frequently present in specialty addiction treatment settings and general
medical settings. Patients experiencing or at risk for developing alcohol withdrawal also present in
hospitals, emergency departments, and primary care settings. An estimated 2-7% of patients with heavy
alcohol use admitted to the hospital will develop moderate to severe alcohol withdrawal.'® Additionally,
an estimated 60% of emergency department visits are alcohol related.r” Many of these patients will
develop alcohol withdrawal during their emergency department stay.

There is an extensive body of research on the management of alcohol withdrawal, much of which has
focused on pharmacotherapy. However, due to the evolution of research evidence and clinical practice,
guestions continue to emerge about the appropriate management of patients with alcohol withdrawal. For
example, although benzodiazepines have long been considered the mainstay of alcohol withdrawal
treatment, research on other agents such as anticonvulsants have raised clinical questions about
alternatives or adjuncts to benzodiazepines. Similarly, although the Clinical Instrument Withdrawal
Assessment for Alcohol, Revised (CIWA-Ar) has long been considered the standard assessment scale for
patients with alcohol withdrawal, several other instruments have been developed, raising questions about
the value of a given instrument as compared to the others. Finally, although researchers have primarily
focused on alcohol withdrawal management in inpatient settings, clinical practice has evolved and
treatment in outpatient settings has become increasingly common. Therefore, numerous clinical questions
have emerged about which patients are appropriate for ambulatory alcohol withdrawal management as
well as how to tailor treatment interventions to specific settings.

A. Need for a New Guideline

In June 2017, the American Society of Addiction Medicine’s (ASAM) Quality Improvement Council
(QIC) elected to update ASAM’s clinical guidelines on alcohol withdrawal management based on several
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factors. First, ASAM conducted an Educational Needs Assessment in 2016 that showed a strong interest
and need for education on withdrawal management. Second, updated QIC policies recommend that all
ASAM guidelines should be updated every five years. ASAM’s previous guidelines on the topic of
alcohol withdrawal management were published in 1997 and 2004. The first guideline, “Pharmacological
Management of Alcohol Withdrawal”*® was published in JAMA, followed five years later with the most
recent guideline entitled “Management of Alcohol Withdrawal Delirium”** in JAMA, formerly Archives
of Internal Medicine. Subsequent guidelines have not been written since the 2004 guidelines thus an
update was due. Third, the American Psychiatric Association (APA) released a guideline on medications
to treat alcohol use disorder that does not cover withdrawal management.*> An ASAM guideline on
alcohol withdrawal should complement APA’s guideline. Fourth, outreach to other organizations
indicated that other organizations are not planning to create a guideline on alcohol withdrawal.

Although alcohol withdrawal has been recognized for centuries and effective treatment strategies have
been researched for decades, questions remain about effective approaches to treatment in specialty and
non-specialty settings. At the outset of the guideline development process, ASAM identified several
practice concerns related to alcohol withdrawal treatment:
1. Uncertainty about the CIWA-Ar, which is the most widespread symptom monitoring instrument
but may not fit all patient populations and settings
2. Excessive caution about the use of benzodiazepines to treat alcohol withdrawal, which have been
shown to prevent seizures and delirium
3. The use of barbiturates, which have a much narrower therapeutic window than benzodiazepines
4. Inconsistent treatment practices in non-specialty settings

The new clinical guideline is intended to address some of these current practice concerns and provide
clear guidance that will lead to more consistent treatment practices in the field.

B. Previous ASAM Guidelines

This clinical practice guideline will replace the two previous ASAM guidelines related to alcohol
withdrawal management, “Pharmacological Management of Alcohol Withdrawal*? in 1997 and
“Management of Alcohol Withdrawal Delirium”* in 2004,

The 1997 guideline was based on a literature review conducted in 1995 and was primarily focused on
pharmacotherapy, with minimal attention to psychosocial treatment and considerations for various
settings and levels of care. The 2004 guideline focuses on a specific aspect of alcohol withdrawal
management: delirium, one of the most serious manifestations of alcohol withdrawal. This included a
review and meta-analysis of nine prospective controlled trials published through 2001.

C. Additional ASAM Guidelines and Standards

ASAM has produced several other documents that provide guidance on the management of alcohol
withdrawal, the most relevant of which are The ASAM Criteria,*? Principles of Addiction Medicine,® and
the ASAM Standards of Care.*

The ASAM Criteria provides comprehensive guidance on withdrawal management, specifically
addressing alcohol withdrawal, including clear instruction for assessing and determining the patient’s
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level of risk, matching patients to the appropriate level of care, and the service characteristics that should
be present each level of care for withdrawal management.

Principles of Addiction Medicine contains a chapter titled “Management of Alcohol Intoxication and
Withdrawal,” which reviews the clinical presentation and management of alcohol intoxication and
withdrawal.

The ASAM Standards of Care provides a list of principles for Addiction Specialist Physicians to follow in
order to support quality improvement activities and improve patient outcomes. The Standards “outline a
minimum standard of physician performance and should not be construed as describing the totality of care
that a person with addiction might require.”**"% The Standards help physicians identify their clinical and
administrative roles to improve overall functioning and well-being of patients, while integrating addiction
treatment into the larger healthcare system. Standards are organized by six performance measure
domains. One of the six domains includes withdrawal management.

I11. Scope of Guideline

While the current clinical guideline focuses primarily on alcohol withdrawal management, it is important
to underscore that alcohol withdrawal management alone is not an effective treatment for alcohol use
disorder. Withdrawal management should not be conceptualized as a discrete clinical service, but rather
as a component in the process of initiating and engaging patients in treatment for alcohol use disorder.

IV. Intended Audience

The intended audience of this guideline is clinicians, mainly physicians, nurse practitioners, and physician
assistants, who provide alcohol withdrawal management in specialty and non-specialty addiction
treatment settings (including primary care and emergency departments, intensive care and surgery units in
hospitals). The guideline will also have utility for administrators, insurers, and policymakers.

V. Qualifying Statement

This ASAM Alcohol Withdrawal Management Guideline is intended to aid clinicians in their clinical
decision making and patient management. The Guideline strives to identify and define clinical decision
making junctures that meet the needs of most patients in most circumstances. Clinical decision making
should involve consideration of the quality and availability of expertise and services in the community
wherein care is provided. In circumstances in which the Guideline is being used as the basis for regulatory
or payer decisions, improvement in quality of care should be the goal. Finally, courses of treatment
contained in recommendations in this Guideline are effective only if the recommendations, as outlined,
are followed. Because lack of patient understanding and adherence may adversely affect outcomes,
clinicians should make every effort to promote the patient’s understanding of, and adherence to,
prescribed and recommended treatments. Patients should be informed of the risks, benefits, and
alternatives to a particular treatment, and should be an active party in shared decision making whenever
feasible. Recommendations in this Practice Guideline do not supersede any federal or state regulations.
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V1. Special Terms

Different terms have been used to describe various aspects and management methods of acohol
withdrawal. Below are terms that are used throughout the guideline used to convey a specific meaning for
the purposes of this guideline.

Alcohol Hallucinosis/Alcohol-induced Psychotic Disorder: Hallucinations that are not associated with
alcohol withdrawal delirium and which can occur in the absence of other clinically prominent withdrawal
signs and symptoms. Hallucinosis is characterized primarily by auditory hallucinations, paranoid
symptoms and fear. Hallucinations occur in clear consciousness, are generally third person auditory
hallucinations, and often derogatory. There may be secondary delusions or perseveration as well.?° It is
unclear if alcohol hallucinosis is part of alcohol withdrawal or if the hallucinations are a complication of
chronic alcohol use unrelated to withdrawal. Currently, alcohol hallucinosis is diagnosed as alcohol-
induced psychotic disorder in the Diagnostic and Statistical Manual 5 (DSM-5).

Ambulatory Withdrawal Management: Withdrawal management that occurs in outpatient settings,
including primary care and intensive outpatient/day hospital settings. Level of clinical expertise and
frequency of monitoring vary widely within various ambulatory withdrawal management settings.

Delirium and seizure: Unless otherwise specified, in this document these refer to alcohol withdrawal-
related seizure or alcohol withdrawal delirium. Alcohol withdrawal delirium has replaced the formerly
used “delirium tremens.”

Dosing regimens: Different terms have been used to describe the many variations in dosing regimens
used in alcohol withdrawal management. This document focuses on the following regimen types (see
Appendix V for specific examples)

e Symptom-triggered dosing: An approach whereby patients are monitored through the use of a
structured assessment scale and given medication only when symptoms cross a threshold of
severity (e.g., 25-100 mg chlordiazepoxide if CIWA-Ar score >10). Symptom-triggered dosing
can be further refined by giving a different dose amount depending on the individual’s score (e.g.,
15 mg oxazepam for CIWA-Ar scores 8-15, 30 mg oxazepam for CIWA-Ar >15). The score can
also determine the frequency of reassessment and further dosing.

e Fixed dosing: In a fixed-dose regimen, a predetermined dose is administered at fixed intervals
according to a schedule. Doses usually decrease in a gradual taper over several days. A fixed-
dose schedule can be refined by choosing an initial dose according to withdrawal severity as
assessed by a withdrawal symptom severity scale.?! When fixed-doses are given, allowances
should be made to provide additional medication if the fixed-dose should prove inadequate to
control symptoms.

e Front loading: An approach to dosing wherein moderate-to-high doses of a long-acting agent
(e.g., 20 mg of diazepam) are given frequently at the outset of treatment to achieve rapid control
of withdrawal signs and symptoms. The medication level is allowed to taper through metabolism.
Front loading can be driven by a symptom assessment scale (e.g., 20 mg of diazepam every hour
until CIWA-Ar scores <10) or a fixed-dosing schedule (e.g., 20 mg of diazepam every hour for 1-
2 hours or until patient is sedated).

Inpatient Withdrawal Management: Alcohol withdrawal management that occurs in inpatient settings,
including hospitals. The defining feature of inpatient settings for the purposes of this document is that
patients are on site 24/7. Level of clinical expertise and frequency of monitoring vary widely within
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various inpatient withdrawal management settings. For the purposes of this document, residential
facilities without continual medical monitoring are considered inpatient settings.

Level of care (LOC): Used in this guideline to describe different settings for the management of alcohol
withdrawal, based on the definitions laid out in The ASAM Criteria.’? The ASAM Criteria defines specific
levels of care for alcohol withdrawal management as follows:

o Level 1-WM: Ambulatory withdrawal management without extended on-site monitoring

e Level 2-WM: Ambulatory withdrawal management with extended on-site monitoring

e Level 3.2-WM: Clinically managed residential withdrawal management

e Level 3.7-WM: Medically monitored inpatient withdrawal management

o Level 4-WM: Medically managed intensive inpatient withdrawal management

However, this guideline also uses two broad categories to describe settings where the management of
alcohol withdrawal may take place. The first is an ambulatory level of care, which encompasses Level 1-
WM and Level 2-WM. The second is an inpatient level of care, which encompasses Level 3-WM and
Level 4-WM. Inpatient care also includes hospital settings. There is considerable variation in the staffing
and resource availability within these two broad categories, which clinicians should consider when
applying this guideline to their specific treatment setting.

Resistant alcohol withdrawal (RAW): Used in this guideline to describe patients experiencing severe or
complicated alcohol withdrawal signs and symptoms despite having received high doses of
benzodiazepines. There is not yet agreement in the field regarding the precise amount of benzodiazepines
required before considering a patient to be in RAW, but various studies have used the cutoff of 200 mg
diazepiam in 4 hours,?? > 40 mg intravenous diazepam in 1 hour,? or > 50 mg intravenous diazepam in 1
hour.?® This phenomenon is also referred to as Refractory Alcohol Withdrawal, Benzodiazepine-resistant
Alcohol Withdrawal and Treatment-resistant Alcohol Withdrawal in other sources.

Severe or complicated alcohol withdrawal or complications of alcohol withdrawal: These terms are
used independently or jointly in this guideline to describe certain signs and symptoms and/or risks
associated with alcohol withdrawal that are most harmful to patients. They are defined as:
e Complicated alcohol withdrawal: The development of alcohol withdrawal-related seizures or
alcohol withdrawal delirium (see Table 1. Alcohol Withdrawal Severity)
e Severe alcohol withdrawal: Severe but not complicated signs and symptoms of alcohol (see Table
1. Alcohol Withdrawal Severity)
e Complications of alcohol withdrawal: Alcohol withdrawal signs and symptoms’ potentially life-
threatening exacerbation of existing medical or psychiatric conditions
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1  Withdrawal severity: In this guideline, withdrawal severity is categorized in the table below.

2  Table 1. Alcohol Withdrawal Severity

Severity Category

Associated CIWA-Ar Range*

Symptom Description

Mild

CIWA-Ar<10

Mild or moderate anxiety, sweating and insomnia,
but no tremor

Moderate CIWA-Ar 10-18 Moderate anxiety, sweating, insomnia, and mild
tremor

Severe CIWA-Ar>19 Severe anxiety and moderate to severe tremor, but
not confusion, hallucinations, or seizure

Complicated CIWA-Ar>19 Seizure or signs and symptoms indicative of

delirium — such as an inability to fully comprehend
instructions, clouding of the sensorium or
confusion — or new onset of hallucinations

* Throughout this document, we provide examples for withdrawal severity using the CIWA-Ar, although
other scales can be used. Regardless of the instrument used, there is a wide variety in the literature and in
practice as to which scores best delineate mild, moderate and severe withdrawal. Classification of
withdrawal severity is ultimately up to the judgment of clinicians and the choice of reference range may
be based on their particular patient population or capabilities.
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Approach and Methodology

I. Overview of Approach

In order to develop a comprehensive practice guideline focused on alcohol withdrawal management, we
utilized a hybrid of established methodologies. In order to develop the scope of the guideline and draft the
guideline statements, we followed the Veterans Health Administration and Department of Defense
(VA/DoD) Guideline for Guidelines. To rate and refine the draft guidelines, we used the RAND/UCLA
Appropriateness Method (RAM), which is a specific process for combining the available scientific
evidence with the clinical judgment of experts. Quality of the literature reviewed was rated using
standardized rating scales and methodology. The external review process was informed by the VA/DoD
method.

ASAM’s Quality Improvement Council (QIC) was the oversight committee during the development of
the alcohol withdrawal management guideline. The QIC originally chose two Clinical Champions to have
a key role in accordance with the VA/DoD model of clinical practice guideline development. An
additional two Clinical Champions were added to the project to represent ambulatory settings. The
Clinical Champions have a deep knowledge of alcohol withdrawal management and a familiarity with the
clinical language and decision making processes involved in this procedure. Additionally, the QIC chose
a nine-member Guideline Committee to rate guideline statements. Panel members were selected to
represent a diverse spectrum of clinical practitioners who manage alcohol withdrawal. The QIC also
recruited a Guideline Committee Moderator to act as a liaison between the Guideline Committee
members and the project team and to lead the discussion during an in-person meeting of the Guideline
Committee.

In selecting the panel members, the QIC made every effort to avoid actual, potential, or perceived
conflicts of interest that might arise as a result of relationships with industry and other entities among
members of the project personnel. All QIC members, Guideline Committee members, and external
reviewers of the document were required to disclose all current related relationships, which are
summarized in AppendixVII.

I1. Develop the Scope and Key Questions

The QIC was responsible for identifying the guideline scope and intended audience. The Clinical
Champions refined the scope by identifying the key clinical questions of greatest importance to the
management of alcohol withdrawal. The key questions followed the Population, Intervention,
Comparison, Outcome, Time and Setting (PICOTS) framework established by the AHRQ.?* Indicators of
interest in the PICOTS model are listed below:

e Population — The target population was adults 18 years or older with a diagnosis of alcohol
withdrawal with or without other health conditions. The management of these other conditions,
outside of identification and routine prophylaxis in the context of alcohol withdrawal, were not
included, such as alcoholic liver disease and Wernicke encephalopathy.

e Intervention — Pharmacological and non-pharmacological interventions were included.
Pharmacotherapies that are not widely available in the United States were excluded (e.g., sodium
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oxybate [GHB], cannabinoids, chlomethiazole). Off-label medications for alcohol withdrawal
management were included. Non-pharmacological interventions included supportive care,
nutritional correction, and symptom monitoring and assessment frequency.

o Comparison — All comparative interventions were included if they met criteria for an included
intervention.

e Qutcome — Outcomes of interest were those clinical outcomes most consequential and immediate
to withdrawal including severity of withdrawal syndrome; treatment completion; transfer to more
intensive level of care; incidence of seizure, delirium, death and adverse events; and linkage to
long-term AUD treatment.

e Time — The duration of time of interest was 5 days from the start of withdrawal. Post-acute
prolonged withdrawal or protracted withdrawal was not included. The Clinical Champions
identified protracted withdrawal and benzodiazepine-resistant withdrawal as an area that should
be included in the future.

e Setting — All clinical settings were included except for home management of withdrawal unless it
took place in the United States.

After a face-to-face meeting of the Guideline Committee, feedback indicated that settings and levels of
care had not been adequately delineated in the initial set of draft statements. This was largely due to the
sparse literature specific to ambulatory settings and the focus of our Clinical Champions on the more
moderate-severe end of the spectrum of alcohol withdrawal. Therefore, after the initial Guideline
Committee Meeting, the project was expanded to place additional focus on considerations specific to
alcohol withdrawal management in ambulatory settings. The expanded literature review and drafting of
additional statements particular to ambulatory settings are described below.

I11. Conduct a Literature Review

A systematic literature review including the indicators identified by the Clinical Champions was
conducted. The literature review included all levels of published research literature, including studies with
non-random assignment and case studies. A targeted internet search of gray literature was also conducted,
including published and unpublished clinical guidelines on alcohol withdrawal management.

Procedures for review of the academic literature followed PRISMA guidelines for systematic reviews.?
Articles were identified through searches conducted in four bibliographic databases using pre-defined
search terms and selection criteria. Additional articles were identified through forward and reverse
citation search of key articles. All databases were searched uniquely.

Searches were conducted for the time-period January 2012 to October 2017 using the following key
terms: “alcohol withdrawal" or “delirium tremens" or "alcohol-induced hallucinosis" or "alcohol-induced
psychotic disorder.” These terms also captured studies on alcohol withdrawal delirium and alcohol
withdrawal seizure. Because clinical management encompasses topics from diagnosis to treatment, we did
not include search terms for management and instead relied on the screening process to parse useful from
peripheral sources. The databases searched were EBSCOhost Medline, Embase, Web of Science Core
Collection, and Cumulative Index to Nursing and Allied Health Literature (CINAHL). Searches targeted
all text fields and were restricted to availability in English and to human participants where available
(Medline and Embase). If an article contained a secondary analysis of data from a relevant study, the
primary source was included. 2,038 unique records were found. Results of the key term search are
documented in Appendix II.
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In addition to the systematic search, targeted title and abstract searches were conducted without a time-
period limitation on key clinical questions identified by the Clinical Champions. These topics included:
withdrawal symptom severity rating scales, comparison of benzodiazepine dose regimens, comparisons
among benzodiazepines, comparison of benzodiazepines to anticonvulsants and barbiturates. An
additional 70 records were identified. This method was also used to conduct a targeted search of
ambulatory management of alcohol withdrawal.

In addition to the scientific literature search, we conducted an internet search for published clinical
guidelines or appropriateness statements on alcohol withdrawal management across settings following the
IOM process for searching gray literature. The following websites were searched using the on-site search
engines with the search terms “alcohol” and “substance abuse”: SAMHSA, VA, WHO, AHRQ, Michigan
Quality Improvement Consortium. This search was not time-limited, but where recommending bodies had
published updates of guidelines, only the most recent was included. The search yielded 115 records, 11 of
which were screened for inclusion. The full search procedure is documented in Appendix II.

Two independent reviewers screened article abstracts and the full text of articles for inclusion. Articles
were included if they were about the clinical management of patients with or at immediate risk for
developing alcohol withdrawal syndrome. Reasons for exclusion are documented in Appendix I1.

The quality of the evidence represented by each research article was rated by two independent reviewers;
systematic reviews and other qualitative articles were rated by one reviewer. Comparative trials were
evaluated using the Cochrane Risk of Bias tool. Systematic reviews were rated using the AMSTAR-2.
Other qualitative articles were evaluated using the AACODS Checklist for Grey Literature. Study
methods and results were extracted by two independent reviewers. A document summarizing the findings
of the literature review and the quality of sources used was prepared for the Guideline Committee
Members to refer to during the statement rating process. Sources were included in the summary document
if they were randomized controlled trials (RCT)s, systematic reviews of RCTSs, or guidelines based on
systematic reviews. In the absence of such evidence, lower quality evidence sources were included.

IV. Develop Draft Guideline Statements

In order to develop the draft statements, a meeting was held with the project team, Clinical Champions,
and ASAM/QIC representatives. The list of statements identified the different combinations of clinical
indicators in various clinical situations seen in alcohol withdrawal management. A list of definitions for
terms used in the statements was also developed.

V. Conduct Panel Ratings

The RAM method involves multiple rounds of rating and a face-to-face meeting between the project team
and Guideline Committee. The first round of ratings was conducted remotely. Members of the committee
received rating instructions, background material, and the list of potential guideline statements in
electronic form. Committee members were asked to consider the appropriateness of each statement
individually on a 1-9 scale using the literature review and evidence tables as well as their own best
clinical judgment.

Shortly after members of the Guideline Committee received rating materials, the Guideline Committee
Moderator contacted each member individually to gather feedback about the guideline which could not be
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well captured within the rating form. This opportunity was to seek comments on the general structure and
organization of the guideline as well as suggested modifications.

Returned Guideline Committee ratings were aggregated and analyzed by IRETA staff. The RAM offers
specific guidance for the analysis and classification of guideline statements: a statement is deemed
appropriate if the median rating is in the 7-9 range, and no more than one-third of the experts rate the
statement outside that range. A statement is deemed inappropriate if the median rating is in the 1-3 range
and no more than one-third of the committee rate outside this range. All other statements (those with a
median rating of 4-6 or with at least one-third of the experts rating the statement outside the median
range) are labeled uncertain.

A two-day in-person Guideline Committee meeting took place in the D.C. area. Prior to this meeting,
committee members received the list of guideline statements with the Round 1 rating results indicated for
each statement; their own rating, the group median rating, and the frequency of each rating response.
Discussion was led by the Guideline Committee Moderator and focused on statements labeled uncertain.
The discussion aimed to identify whether the rating results reflected true uncertainty or disagreement in
the field versus confusion about the statement’s meaning. Qualitative feedback from the Round 1 ratings
and individual feedback from IRETA’s personal contacts also informed the Guideline Committee meeting
discussion, in accordance with the RAM. Statements could be rewritten if the uncertainty was found to be
due to confusion. New statements could also be drafted if any important clinical aspects were found to be
missing by the Guideline Committee.

The second round of ratings was conducted remotely soon after the meeting. The list of uncertain
statements, with the addition of new statements suggested during the meeting, were delivered in
electronic form to the committee members. The committee members rated the guideline statements using
the same criteria as the first round, considering the appropriateness of each statement. This second round
of ratings were then aggregated and analyzed by IRETA staff.

One Guideline Committee member dropped out of participating after the Guideline Committee meeting.
This necessitated finding a new method of identifying agreement that does not rely on group sizes that are
multiples of three. The RAM manual recommends alternatives, and the Interpercentile Range Adjusted
for Symmetry (IPRAS) method was used for the remainder of the project.

At this point, the project expansion took place. The other parts of the project were paused, while the
project team conducted an expanded literature review focused on ambulatory considerations in alcohol
withdrawal management. An additional two Clinical Champions representing ambulatory settings were
recruited and new statements were drafted and rated in two rounds. A second meeting of the Guideline
Committee was held remotely via webinar. The project expansion started in August 2018, and by May
2019, we were able to return to the original (although modified) timeline.

In a third round of ratings, committee members rated the agreed-upon appropriate statements from
Rounds 1 and 2 on a 1-9 scale using the more stringent criterion of necessity. Appropriateness refers to
procedures where the health benefits sufficiently outweigh potential harms such that the procedure is
worth doing. Necessity refers to procedures that must be offered to patients fitting a particular clinical
description, where it would be improper not to offer the procedure given the magnitude and likelihood of
the expected benefit to the patient. A statement is deemed necessary if the median rating is in the 7-9
range with agreement according to IPRAS. Statements that do not meet these criteria are deemed
appropriate but not necessary.
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V1. Drafting the Guideline Document

Recommendations were drafted by the project team by combining the statements identified as clinically
appropriate by the Guideline Committee. Recommendations are accompanied by a brief discussion of the
evidence or rationale for the statement. ASAM’s two prior alcohol withdrawal guidelines were used as an
initial framework for the guideline. This first draft of the guideline was reviewed by the Clinical
Champions, Guideline Committee Moderator and Guideline Committee Members to ensure content
clarity and logical flow of the guideline. A second draft was produced based on this feedback.

During an external review process, ASAM requested feedback on the second draft guideline via email to
the ASAM listserv and also posted the draft for public comment on the ASAM website. At the end of the
review period, ASAM aggregated the feedback, identified key issues raised, and tracked proposed
changes. A two-day in-person meeting including ASAM staff, QIC representatives, the expert panel
moderator and IRETA took place in Pittsburgh, PA to discuss all of the external review feedback and
proposed edits. Feedback was incorporated as appropriate in discussion with those in attendance and in
accordance with the evidence. IRETA then produced the Final Guideline Document.
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Recommendations

I. Identification and Diagnosis of Alcohol Withdrawal

A. ldentification

Recommendation 1.1: Incorporate universal screening for unhealthy alcohol use into medical settings
using a validated scale to help identify patients with or at risk for alcohol use disorder and alcohol
withdrawal.

Recommendation 1.2: For patients known to be using alcohol recently, regularly, and heavily, assess
their risk of developing alcohol withdrawal even in the absence of signs and symptoms (see 1l. Initial
Assessment for risk factors and risk assessment scales).

Recommendation 1.3: For patients who have signs and symptoms suggestive of alcohol withdrawal,
assess the quantity, frequency, and time of day when alcohol was last consumed to determine whether the
patient is experiencing or is at risk for developing alcohol withdrawal. For this assessment, it may be
helpful to:

o Use a scale that screens for unhealthy alcohol use (e.g., Alcohol Use Disorders Identification

Test-Piccinelli Consumption [AUDIT-PC])
e Use information from collateral sources (i.e., family and friends)
e Conduct a laboratory test that provides some measure of hepatic function

Recommendation 1.4: A biological test (blood, breath, or urine) for alcohol use may be helpful for
identifying recent alcohol use, particularly in patients unable to communicate or otherwise give an alcohol
use history. When conducting a biological test, consider the range of time (window of detection) in which
the test can detect alcohol use. Do not rule out the risk of developing alcohol withdrawal if the result of a
test is negative.

Discussion

Identifying the presence of or risk for alcohol withdrawal may begin with discovering that a patient has
been consuming alcohol recently, heavily and regularly. This recognition can be aided by implementing
universal screening for unhealthy alcohol use. Universal screening for unhealthy alcohol use is a
recommended primary prevention practice that identifies patients with unhealthy alcohol use and
increases early intervention in the development of alcohol-related health conditions and complications,
including alcohol withdrawal. This practice has been endorsed by the U.S. Preventive Services Task
Force (USPSTF) and is supported by an extensive evidence base.*?-2° Unfortunately, universal screening
for unhealthy alcohol use has not been widely implemented in medical settings. As of the release of the
USPSTF recommendation statement in 2018, it was estimated that only 1 out of 6 patients have ever
discussed alcohol use with their physician.*

Screening begins with administering a brief, standard assessment to identify patients’ unhealthy alcohol
use, usually by assessing the amount and frequency of their recent consumption. Based on the results,
patients may be identified as at-risk for developing alcohol withdrawal syndrome if they have recently (or
plan to) stopped or significantly reduced their alcohol consumption. Standard assessments for unhealthy
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alcohol use that have been used as an initial screen to identify patients at risk of alcohol withdrawal
include the Alcohol Use Disorders Identification Test (AUDIT),** CAGE,* and Alcohol Use Disorders
Identification Test-Piccinelli Consumption (AUDIT-PC).2%33 For example, in a retrospective case-control
study of over 400 hospitalized patients, an initial AUDIT-PC score > 4 identified patients who developed
alcohol withdrawal during their stay with 91% sensitivity and 90% specificity.?

For patients who present with signs and symptoms suggestive of alcohol withdrawal, these screening
instruments can also be helpful in assessing the amount and frequency of recent alcohol consumption.
Screening for unhealthy alcohol use also is relevant for identification of and treatment planning for AUD.
Clinicians may also gain additional information about a patient’s recent alcohol use from other sources
including friends and family.*

Laboratory tests that measure impairment of hepatic functioning such as the liver enzymes gamma-
glutamyl transferase (GGT) and alanine aminotransferase (ALT) can identify recent heavy alcohol use
and hence risk for alcohol withdrawal. When using a urine test, GGT is recommended as the marker of
heavy alcohol consumption.* Clinicians should be aware that laboratory tests provide only partial
information relevant to alcohol withdrawal risk. For example, if a test with a narrow window of detection
is negative, the sensitivity of the test to detect risk for alcohol withdrawal will be compromised. However,
the inclusion of certain measures of hepatic function have been found to be beneficial in risk
determination.* For example, the predictive ability of the AUDIT to recognize patients likely to develop
alcohol withdrawal is increased when combined with biological markers for unhealthy alcohol use
including ALT, GGT, mean corpuscular volume (MCV) and aspartate aminotransferase (AST).*®

A biological test for alcohol use (blood, breath, or urine) can identify if a patient recently used alcohol,
and may be particularly helpful for those who are unable to communicate or otherwise give an alcohol use
history. Sometimes, patients may not be sure of the answer, or might be embarrassed to say that they
drank very recently. When conducting a biological test, consider the range of time (window of detection)
in which the test can detect alcohol use. For example, a breathalyzer can detect alcohol use at an
approximate rate of 1 standard drink per hour. In addition, high tolerance to heavy consumption can lead
to increased rates of alchol metabolism and clearance rates outside of expected ranges. This means
patients can have a negative breathalyzer test result and be at risk for alcohol withdrawal.

Blood alcohol concentration (BAC) combined with clinical signs can indicate risk for withdrawal.
Patients with elevated BAC who are not clinically intoxicated should be considered at risk for alcohol
withdrawal, as this suggests tolerance to regular heavy use of alcohol.?”2¢ Clinical guidance has differed
regarding the specific BAC that might indicate heightened risk, but estimates include 100 mg/DL,? 150
mg/DL,* and 200 mg/DL.’

A diagnostic assessment for alcohol withdrawal or assessment of risk for developing alcohol withdrawal
following cessation of (or reduction in) alcohol consumption is indicated if the clinician is aware that the
patient’s alcohol use patterns constitute a risk of alcohol withdrawal or if they are displaying signs or
symptoms of alcohol withdrawal.
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Box 1: Neuroscience of Alcohol Withdrawal

The ingestion of ethanol does several things to the human body. But the most important in relation
to the development of alcohol withdrawal is the effect of its binding to the Y-aminobutyric acid
receptor A(GABAA). At low levels of ethanol, we see the predicable GABAA effects of decreased
anxiety, decreased inhibition and an altering of the motor centers. However, if ethanol is used for an
extended time, and at higher levels, we begin to see alterations in the signaling of the extended
amygdala. In particular, prolonged alcohol use causes an upregulation of N-methyl-D-Aspartate
receptors (NMDAr) and a downregulation of GABAA. The ultimate result is that if the ethanol is
abruptly stopped, there is an imbalance of excitatory vs inhibitory signals. With a high glutaminergic
(excitatory) state and a low GABAergic (inhibitory) state, we see the typical signs of alcohol
withdrawal; tremor, seizures, nausea and delirium. The major excitatory signal caused by excess
glutamate and norepinephrine and the lower GABAA signaling resulting from both a decrease in
gamma-aminobutyric acid and a change in the GABAA receptor binding characteristics.

While the above explains (in very condensed form) the reasons for the clinical features of alcohol
withdrawal, we can also glean why certain interventions may be helpful in abating the symptoms. For
example, the use of benzodiazepines and certain anti-seizure medications with GABAergic activity
(carbamazepine and valproic acid) can be used to abate the symptoms of alcohol withdrawal by
reversing the GABAA deficiency. When these are not sufficient, we can use adjuvants (alpha2-
adrenergic agonists [A2AAs]) that can decrease the over activity of the excitatory molecule glutamate
or one with both mechanisms of action (phenobarbital). Given the complexity of an individual's
genetics, epigenetics, and patterns of use, we are left with a variable response to any single medication.
This is why we have discussed many evidence-based options for the treatment of such a complex

syndrome.

B. Diagnosis

Recommendation 1.5: To diagnose alcohol withdrawal and alcohol withdrawal delirium, use diagnostic
criteria such as those provided by the Diagnostic and Statistical Manual 5 (DSM-5). To diagnose alcohol
use disorder, use diagnostic criteria such as those provided by the DSM-5.

Recommendation 1.6: Alcohol withdrawal severity assessment scales (including the Clinical Instrument
Withdrawal Assessment for Alcohol, Revised [CIWA-Ar]) should not be used as a diagnostic tool
because scores can be influenced by conditions other than alcohol withdrawal.

Recommendation 1.7: Do not rule in or rule out the presence of alcohol withdrawal for patients who
have a positive blood alcohol concentration.

Discussion

Whenever a clinician is making a diagnosis such as those relevant to this guideline (Alcohol Withdrawal
Syndrome, Alcohol Withdrawal Delirium, and Alcohol Use Disorder), they should use standard
diagnostic criteria such as The Diagnostic and Statistical Manual-5 (DSM-5). While withdrawal severity
assessment scales such as the Clinical Instrument Withdrawal Assessment for Alcohol, Revised (CIWA-
Ar) score many of the signs and symptoms listed in the DSM-5 Criteria, these scales are non-specific
regarding the etiology of signs and symptoms and high scores may be the result of the presence of other
conditions (e.g., dehydration, fever from infection, Graves’ Disease).23% Alcohol withdrawal severity
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assessment scales are designed to assess the signs and symptoms of withdrawal only once a diagnosis has
been established.*’

As a primary criterion for the diagnosis of alcohol withdrawal, asking patients about the timing of a recent
cessation of (or reduction in) alcohol use is essential. Sometimes, patients may not be sure of the answer,
or might be embarrassed to say that they drank very recently. A biological test for alcohol use can be
helpful in this case. Although alcohol withdrawal is associated with the sudden absence of alcohol in the
system, it should be noted that minor signs and symptoms can be seen after a significant reduction in
alcohol intake if the reduction changes the equilibrium of excitatory vs inhibitory neurochemical
signaling (see Box 1) reached during a period of heavy, consistent and prolonged alcohol use.® This
means patients can have a positive blood alcohol concentration and experience alcohol withdrawal signs
and symptoms.

Box 2: DSM-5 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:

Autonomic hyperactivity (e.g., sweating or pulse rate greater than 100 bpm)

Increased hand tremor

Insomnia

Nausea or vomiting

Transient visual, tactile, or auditory hallucinations or illusions

Psychomotor agitation

Anxiety

8. Generalized tonic-clonic seizures

C. The signs or symptoms in Criterion B cause clinically significant distress or impairment in
social, occupation, 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 disorder, including intoxication or withdrawal from another
substance.

NoookrwdE

According to DSM-5, alcohol withdrawal delirium should be diagnosed when the primary symptoms of
delirium predominate over other withdrawal symptoms.
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Box 3: DSM-5 Criteria for Alcohol Withdrawal Delirium (generic criteria for delirium in the
presence of heavy and prolonged alcohol use):

A. A disturbance in attention (i.e., reduced ability to focus, sustain, and shift attention) and
awareness (reduced orientation to the environment).

B. Disturbance develops over a short period of time (usually hours to a few days), represents a
change from baseline attention and awareness, and tends to fluctuate in severity during the
course of a day.

C. An additional disturbance in cognition (e.g., memory deficit, disorientation, language,
visuospatial ability, or perception).

D. The disturbances in Criteria A and C are not better explained by another preexisting,
established, or evolving neurocognitive disorder and do not occur in the context of a severely
reduced level of arousal, such as coma.

E. There is evidence from the history, physical examination, or laboratory findings that the
disturbance is a direct physiological consequence of another medical condition, substance
intoxication or withdrawal (i.e., due to drug of abuse or to a medication), or exposure to a
toxin, or is due to multiple etiologies.

Specify:
Substance withdrawal delirium
a. This diagnosis should be made instead of substance withdrawal when the symptoms in
Criteria A and C predominate in the clinical picture and when they are sufficiently
severe to warrant clinical attention.

Given that alcohol withdrawal is itself a diagnostic criterion for alcohol use disorder, patients presenting
with alcohol withdrawal symptoms almost certainly also have an alcohol use disorder. It is still
recommended that diagnostic criteria such as the DSM-5 should be used to establish such a diagnosis.
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Box 4: DSM-5 Criteria for Alcohol Use Disorder:

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

1. Alcohol is 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, occupations, or recreational activities are given up or reduced

because of alcohol use

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:

i. A need for markedly increased amounts of alcohol to achieve intoxication or
desired effect

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

11. Withdrawal, as manifested by either of the following:

i. The characteristic withdrawal syndrome for alcohol
ii. Alcohol (or closely related substance, such as a benzodiazepine) is taken to
relieve or avoid withdrawal symptoms.

©

C. Differential Diagnosis

Recommendation 1.8: As part of differential diagnosis, assess the patient's signs, symptoms, and history.
Rule out other serious illnesses that can mimic the signs and symptoms of alcohol withdrawal. Determine
if patients take medications that can mask the signs and symptoms of alcohol withdrawal.

Recommendation 1.9: Do not rule in or rule out a co-occurring disease, co-occurring mental health
disorder, co-occurring substance use disorder, or simultaneous withdrawal from other substances even in
the presence of alcohol withdrawal.

Recommendation 1.10: Conduct a neurological exam in patients presenting with a seizure to determine
etiology. A seizure should only be attributed to alcohol withdrawal if there was a recent cessation of (or
reduction in) a patient’s alcohol consumption. For patients experiencing new onset seizures or for patients
with a known history of alcohol withdrawal seizures showing a new pattern, an electroencephalogram
and/or neuroimaging is recommended. For patients with a known history of withdrawal seizure who
present with a seizure that can be attributed to alcohol withdrawal, additional neurological testing and a
neurology consult may not be necessary. This includes if the seizure was generalized and without focal
elements, if a careful neurological examination reveals no evidence of focal deficits, and if there is no
suspicion of meningitis or other etiology.
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Recommendation 1.11: For patients presenting with delirium, conduct a detailed neurological and
medical examination with appropriate testing to rule out other common causes of delirium regardless of
the apparent etiology. Attempt to distinguish between hallucinations associated with alcohol withdrawal
delirium and alcohol hallucinosis/alcohol-induced psychotic disorder.

Discussion

As with any diagnosis, it is essential to rule out other possible explanations for the constellation of signs
and symptoms presented. Because the syndrome can quickly progress in severity, clinicians suspecting
alcohol withdrawal should gather information about recent alcohol use history, especially recent cessation
of (or reduction in) alcohol use. For example, the DSM-5 notes that medical conditions including
hypoglycemia and diabetic ketoacidosis both can mimic alcohol withdrawal, and an essential tremor may
mimic tremors associated with alcohol withdrawal. Additionally, signs and symptoms of sedative,
hypnotic, or anxiolytic withdrawal are similar to those of alcohol withdrawal, underscoring the
importance of assessing for recent alcohol and other substance use. If recent alcohol use and
cessation/reduction suggests possible withdrawal, but the patients is not exhibiting any signs or symptoms
of withdrawal, clinicians should consider whether the patient is taking any medications that can mask
these symptoms, such as beta-adrenergic antagonists (beta-blockers).

While making appropriate differential diagnosis is critical, it should be noted that alcohol withdrawal is
often seen in conjunction with other health conditions, including mental health disorders, substance-
related disorders, or simultaneous withdrawal from other substances besides alcohol. Therefore, clinicians
should not discount the possibility of co-occurring conditions once a diagnosis of alcohol withdrawal has
been made.

Patients presenting with seizure(s) should be provided a neurological exam and medical evaluation to
determine seizure etiology.2%“! The exam and evaluation should include a patient’s history of marked
cessation of (or reduction in) alcohol use. An alcohol withdrawal-related seizure should only be
diagnosed if there has been a clear history of marked cessation of (or reduction in) alcohol use in the 24 to
48 hours prior to the seizure.?

Patients presenting with a new onset seizure should be provided a full neurologic examination including
brain imaging with possible lumbar puncture and electroencephalogram (EEG). A thorough neurological
examination and EEG should also be provided to patients with a new pattern of alcohol withdrawal
related seizures.?*? However, if a patient has a known history of alcohol-withdrawal related seizures that
are clearly attributed to alcohol withdrawal, it may not be necessary to do additional neurological testing.
If a patient’s alcohol use history and time course of the seizure are inconsistent with an alcohol
withdrawal seizure or if the neurological examination identifies focal neurological deficits, meningitis,
fever, status epilepticus, recent head trauma, or other possible causes of seizure, further testing should be
completed to determine etiology.

Patients presenting with delirium should be provided a neurological exam and medical evaluation to
determine etiology. The history and examination should provide a clear understanding of the relationship
between cessation or reduction of alcohol intake and the onset of withdrawal signs and symptoms to
eliminate other reasons for delirium.? The onset of alcohol withdrawal delirium typically occurs 24-48
hours after cessation of (or reduction in) alcohol use but can develop as many as 3-5 days later. If a
patient’s alcohol use history and the time course of delirium are inconsistent with alcohol withdrawal
delirium or if there is not suspicion of substance-induced psychotic disorder, hypoglycemia, diabetic
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ketoacidosis, or other possible causes of delirium further testing should be completed to determine
etiology.*®

Patients may present with hallucinosis, which is hallucinations that occur in the absence of other clinically
prominent withdrawal signs and symptoms such as clear delirium. Hallucinosis consist of primarily
auditory hallucinations but may include visual hallucinations and delusions.* It is unclear if alcohol
hallucinosis is part of alcohol withdrawal syndrome or if the hallucinations are a complication of chronic
alcohol use unrelated to withdrawal. Alcohol hallucinosis is currently diagnosed as Alcohol-induced
Psychotic Disorder in the DSM-5. Clinicians should attempt to distinguish between hallucinosis and
alcohol withdrawal delirium when making a diagnosis, although this may not always be possible during
the early stages of withdrawal.? If hallucinations persist beyond 72 hours of onset, the more likely
diagnosis is alcohol-related psychotic disorder. While alcohol-induced disorders are not a focus of this
Guideline, some general guidance is offered in the section VI.C: Alcohol-Induced Psychotic Disorder.
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I1. Initial Assessment of Alcohol Withdrawal

A. General Approach

Recommendation 11.1: First, determine whether a patient is at risk of developing severe and/or
complicated alcohol withdrawal or complications from alcohol withdrawal. In addition to current signs
and symptoms, a validated risk assessment scale and an assessment of individual risk factors should be
utilized.

Recommendation 11.2: A history and physical examination should be included as part of the
comprehensive assessment process. Clinicians should conduct this examination themselves or ensure that
a current physical examination is contained within the patient’s medical record.

Recommendation 11.3: Additional information about risk factors can be gleaned by interviewing family,
friends, and caregivers about a patient’s history of alcohol withdrawal, seizures, and delirium, as
appropriate. Whenever possible in non-emergent situations, obtain written or verbal consent from the
patient before speaking with or consulting with collateral sources.

Recommendation 11.4: Clinicians should seek information about the time elapsed since the patient's
cessation of (or reduction in) alcohol use. The timeline of symptom onset and severity helps determine the
risk window for developing severe or complicated withdrawal.

Discussion

It is common for recommendations about the initial assessment for managing alcohol withdrawal to focus
on evaluating current signs and symptoms rather than the risk of developing serious forms of the
syndrome. However, signs and symptoms can escalate quickly and the trajectory of alcohol withdrawal
can vary considerably among patients. As the most severe presentations of alcohol withdrawal are life
threatening, orienting the initial assessment toward evaluating risk as opposed to current presentation is
recommended. In considering patient risk, clinicians should assess their risk of severe withdrawal,
complicated withdrawal (used in this guideline to describe withdrawal-related seizures or alcohol
withdrawal delirium), or complications of withdrawal, which refers to a potentially life-threatening
exacerbation of existing medical or psychiatric conditions.

A detailed history and physical exam should be conducted as part of the initial assessment of alcohol
withdrawal and can be an extension of the process of differential diagnosis. The history and physical
exam should identify current withdrawal severity, risk factors for developing life-threatening symptoms
and potentially complicating conditions. In the event a patient cannot provide a clear history, interviewing
family, friends, and caregivers about risk factors is appropriate. Providers should follow their setting/state
rules on obtaining written or verbal consent or release of information prior to consulting with collateral
sources. Individual risk factors are described in the following section. Also discussed in the following
section are the use of questionnaires developed to assess risk of severe or complicated withdrawal and to
assess current signs and symptoms of withdrawal.

When evaluating risk, clinicians should consider the time elapsed since the patient's cessation of (or
reduction in) alcohol use.* Signs and symptoms of alcohol withdrawal typically begin 6-24 hours after
cessation of (or reduction in) alcohol use.? Early identification and medication management can reduce
the risk of progression to severe or complicated alcohol withdrawal syndromes.*® Early withdrawal signs
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and symptoms may include anxiety, sleep disturbances, anorexia, vivid dreams, headache, nausea,
tachycardia, hyperactive reflexes, sweating, elevated blood pressure and hyperthermia.? Seizures may
begin as early as 8 hours after cessation of (or reduction in) alcohol use and can continue for up to 48
hours with a peak activity occurring around 24 hours.? Hallucinations develop within 12-24 hours
following cessation of (or reduction in) alcohol use and typically resolve within 24-48 hours if other signs
indicative of withdrawal delirium do not emerge. The onset of alcohol withdrawal delirium appears
between 72 and 96 hours after a patient’s last drink and can last as short as a few hours, but usually for 2-
3 days.?

Not all patients progress through these stages sequentially. For example, a seizure may occur in the
absence of other clinically prominent alcohol withdrawal signs or symptoms. In particular, elderly
patients may have a different timeline of development.? Concomitant use of alcohol and other sedative
hypnotics can also change the presentation of withdrawal signs and symptoms.=8

B. Risk Factors for Severe or Complicated Withdrawal

Recommendation 11.5: Assess for the following factors associated with increased patient risk for
complicated withdrawal or complications of withdrawal:

e History of alcohol withdrawal delirium or alcohol withdrawal seizure

o Numerous prior withdrawal episodes in the patient’s lifetime

e Comorbid medical or surgical illness (especially traumatic brain injury)

e Increased age (>65)

e Long duration of heavy and regular alcohol consumption

e  Seizure(s) during the current withdrawal episode

o Marked autonomic hyperactivity on presentation

e Physiological dependence on GABAergic agents such as benzodiazepines or barbiturates

Recommendation 11.6: The following individual factors may increase a patient’s risk for complicated
withdrawal or complications of withdrawal:
e Concomitant use of other addictive substances
e Positive blood alcohol concentration in the presence of signs and symptoms of withdrawal
e Signs or symptoms of a co-occurring psychiatric disorder are active and reflect a moderate level
of severity

Recommendation 11.7: Patients' risk for complicated withdrawal or complications of withdrawal is
increased by the presence of multiple risk factors.

Recommendation 11.8: In general, clinicians may consider patients at risk of severe or complicated
withdrawal if they are experiencing at least moderate alcohol withdrawal on presentation (e.g., CIWA-Ar
score >10).

Discussion

Several individual risk factors were deemed meaningful by the Guideline Committee based on an analysis
of the existing empirical literature combined with their clinical experience. There is strong empirical and
clinical support for a history of alcohol-related seizures or delirium as predictive of future incidences of
severe withdrawal 2847 A systematic review and meta-analysis of 15 studies of predictors of severe
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alcohol withdrawal concluded that prior alcohol withdrawal delirium, prior withdrawal-related seizure,
prior severe alcohol withdrawal, lower platelet count, and higher alanine aminotransferase (ALT) were
associated with a significantly higher incidence of alcohol withdrawal-related seizure or alcohol
withdrawal delirium.*

Consistent with the results of the 2014 systematic review, the idea that prior incidences of alcohol
withdrawal delirium and seizure should be considered important risk factors for severe alcohol
withdrawal has been echoed in numerous clinical guidelines and review articles.1>%¢4-5! Repeated
episodes of alcohol withdrawal syndrome also become progressively more severe as the result of
increased neuronal excitability and sensitivity, a phenomenon known as the kindling effect.

There is a lack of consensus about additional individual risk factors that contribute to severe alcohol
withdrawal. Although the previously mentioned systematic review failed to find an association between
other individual risk factors and risk of severe alcohol withdrawal, the review’s primary finding was that
“prediction of severe alcohol withdrawal is highly variable, and that few demographic, clinical, or
biochemical parameters are consistently predictive”.* (2674

The presence of a severe medical illness has been reported to precipitate severe alcohol withdrawal and to
increase the risk of withdrawal seizures and delirium.*” SAMHSA’s Treatment Improvement Protocol
(TIP) 45 on withdrawal management,* as well as a number of other published guidelines,?"¢ recommend
that comorbid medical or surgical illness be considered a significant risk factor for complicated
withdrawal or complications of alcohol withdrawal.

Older age may heighten a patient’s risk of severe alcohol withdrawal, although advanced age may simply
be correlated with the presence of complex comorbid health conditions.*’

The value of assessing a patient’s alcohol use pattern or amount has been contested in the literature. Some
note the duration of heavy drinking has not been useful in triaging patients,? others have argued the
opposite.®4449 As with advanced age, a longer duration of alcohol use may simply be correlated with
more significant comorbid health issues, which can lead to complications of alcohol withdrawal.

Patients who have experienced a seizure as part of the current withdrawal episode, but prior to the clinical
assessment, should be considered at high risk of complicated withdrawal. Following an alcohol
withdrawal seizure, a patient is at increased risk for another seizure and progression to alcohol withdrawal
delirium,245152

Although heart rate and rhythm are often signs measured to assess alcohol withdrawal, there is
disagreement about the predictive value of heart rate for identifying risk of withdrawal. Some of the
literature suggests clinicians consider marked autonomic hyperactivity (measured by heart rate) to be an
indication of severe withdrawal,? while others argue that an elevated heart rate does not identify the risk
of severe withdrawal.*?

Concomitant physiological dependence on central nervous system depressants such as benzodiazepines
and barbiturates has also been suggested as a risk factor for complicated alcohol withdrawal.”-3:%
Medication management may also be complicated as individuals taking sedative-hypnotic medications
exhibit tolerance to benzodiazepines and should be monitored closely for appropriate dose if prescribed
benzodiazepines for withdrawal (see IV.A: Monitoring).>

Additional individual risk factors were deemed potentially meaningful by the Guideline Committee based
on an analysis of the existing empirical literature combined with their clinical experience. In terms of the
value of concomitant substance use as a predicator of complicated withdrawal or complications of alcohol
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withdrawal, the Guideline Committee emphasized that the risk varies significantly based on the type of
substance used, as well as patterns of use. However, concomitant substance use may play a role in the
development of life-threatening presentations of the syndrome.”>!

An indication of risk for severe or complicated alcohol withdrawal is the presence of alcohol withdrawal
signs and symptoms while having a positive blood alcohol concentration (BAC).* Although alcohol
withdrawal is associated with the sudden absence of alcohol in the system, minor signs and symptoms can
be seen after a significant reduction in alcohol intake if the reduction alters the equilibrium of excitatory
vs inhibitory neurochemical signaling (see Box 1) reached during a period of heavy, consistent and
prolonged alcohol use.® When using a breathalyzer, clinicians may wish to repeat their measurement
serially to follow the level and course of intoxication. 340

Withdrawal can complicate the treatment of an underlying mental health disorder. A patient whose co-
occurring psychiatric disorder symptoms are active may need specialist treatment.

Moderate to severe withdrawal at baseline (e.g., CIWA-Ar > 10) has been identified as a risk factor for
developing more severe withdrawal in inpatient settings.>* The Guideline Committee also agreed that risk
for complicated withdrawal or complications of withdrawal is increased when multiple risk factors are
present.

C. Risk Assessment Tools

Recommendation 11.9: Clinicians can consider the use of a tool such as The ASAM Criteria Risk
Assessment Matrix to assess a patient's risk of severe or complicated alcohol withdrawal as well as
potential complications of withdrawal.

Recommendation 11.10: The following scales can be helpful for assessing for the risk of severe alcohol
withdrawal:

e Prediction of Alcohol Withdrawal Severity Scale (PAWSS)

e Luebeck Alcohol-Withdrawal Risk Scale (LARS)

Discussion

The Risk Assessment Matrix is described in The ASAM Criteria'? and offers a multidimensional risk
assessment for patients with or at risk for developing alcohol withdrawal. It classifies patient risk on a
scale of 0-4 across six dimensions and provides decision rules to recommend appropriate treatment
interventions for patients at each level.

Scales have been developed to identify patients at risk of developing severe or complicated alcohol
withdrawal, including the Luebeck Alcohol Withdrawal Risk Scale (LARS)® and Prediction of Alcohol
Withdrawal Severity Scale (PAWSS).?® The LARS was specifically designed to predict severe alcohol
withdrawal among patients without significant comorbid medical illness. A prospective study of 100
patients in a hospital psychiatric ward showed that a LARS score >17 significantly differentiated patients
with severe withdrawal from patients with mild to moderate withdrawal with a sensitivity of 100% and a
specificity of 88%.%° The PAWSS is a severity scale designed specifically for predicting risk of
developing complicated alcohol withdrawal (defined as a CIWA-Ar score >15) in the medically ill,
validated by prospective studies comparing the PAWSS with retrospective chart review and with the
CIWA-Ar.284" The PAWSS includes an initial screener question (“Have you consumed any amount of

52
INITIAL ASSESSMENT



(6)] A WD

10
11
12

13
14
15

16

17
18
19
20
21
22
23
24
25
26

27
28
29
30
31
32
33
34

35
36
37
38
39

alcohol within the last 30 days” or “did the patient have a positive BAL upon admission”) and can be
used with patients who are not currently exhibiting signs of withdrawal. The authors identified a threshold
score which identified patients who later scored >15 on the CIWA-Ar during their hospital stay with
93.1% sensitivity and 99.5% specificity.*’

These scales and their associated features and evidence base, are summarized in Appendix I11.

D. Symptom Assessment Scales

Recommendation 11.11: A validated instrument should be used to assess alcohol withdrawal severity.

Recommendation 11.12: Assess the risk for scores on a withdrawal severity assessment scale to be
confounded with causes other than alcohol withdrawal. If risk factors are present, interpret the results of
scales with caution. Use a scale that relies more on objective signs of withdrawal (autonomic activity) if a
patient has difficulty communicating about their symptoms. See Appendix |11 for the features of different
scales.

Recommendation 11.13: A validated withdrawal severity assessment instrument can be used as part of
risk assessment. A high initial score can indicate risk of developing severe or complicated withdrawal,
although scores should not be the only information used to predict patient risk.

Discussion

A patient’s current withdrawal symptom severity should be assessed using a structured withdrawal
assessment scale. Scores on a symptom assessment scale can be confounded with causes other than
alcohol withdrawal. For example, scores can be falsely elevated due to comorbid conditions (e.g. fever
from infection, concurrent withdrawal from another substance) and falsely suppressed due to the use of
certain medications (e.g., beta-blockers and other sympatholytic drugs).? If risk factors are present,
interpret the results of symptom assessment scales with caution. Some scales require self-report from
patients about their symptoms and cannot be administered to patients with a communication difficulty,
those who are experiencing symptoms of delirium, or those who are critically ill. In these instances, use a
withdrawal symptom assessment scale that relies more on objective signs of withdrawal (autonomic
activity). These scales and their associated features and evidence base are summarized in Appendix IlII.

Currently, there is insufficient evidence to prefer one scale to another; the choice instead depends on
clinician preference. The most commonly discussed and utilized scale is the CIWA-Ar.12385657 The
CIWA-Ar was designed to measure the severity of alcohol withdrawal for research studies.*” It is a 10-
item standardized scale with demonstrated validity and interrater reliability. The CIWA-Ar itself does not
offer score ranges categorizing symptom severity. The developers of the CIWA-Ar suggested different
interventions for scores of <10, 10-20, and > 20, but these were based on the clinical experience of the
authors and not empirical data.3” Numerous guidelines and review articles offer guidance about the
appropriate intervention for different ranges of CIWA-Ar scores. 4158

Throughout this document, we provide examples for withdrawal severity using the CIWA-Ar, although
other scales can be used. Regardless of the instrument used, there is a wide variety in the literature and in
practice as to which scores best delineate mild, moderate and severe withdrawal. Classification of
withdrawal severity is ultimately up to the judgment of clinicians and clinical programs might choose
reference ranges based on their particular patient population or capabilities.
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See Table 1Table 1. Alcohol Withdrawal Severity for the categorization of withdrawal severity used in
this guideline.

Despite its widespread use, clinicians should be aware of the limitations of the CIWA-Ar. It requires
clinician training for reliable administration and is criticized for the time it takes to administer.5”° It also
requires patients to self-report about symptoms including nausea/vomiting, anxiety, tactile and auditory
disturbances, and headache and can be difficult, if not impossible, to administer to patients experiencing
severe or complicated withdrawal or those who are critically ill.

While the CIWA-Ar is the most well-known and widely adopted alcohol withdrawal severity scale,
modifications and alternative scales have been developed and evidence of their validity and reliability is
emerging. The Newcastle Alcohol Withdrawal Scale is a modified version of the CIWA-Ar which relies
more on objective signs of withdrawal.®® The BAWS was developed as a shorter and more objective
method to assess alcohol withdrawal signs and symptoms and early evidence has demonstrated favorable
sensitivity and specificity compared with the CIWA-Ar.%° The SAWS, a 5-item instrument designed to be
self-administered by patients, has been validated in ambulatory settings.®

The CIWA-Ar and similar scales are not designed to assess the risk for developing severe withdrawal, but
they are commonly called upon for this task. The Guideline Committee noted that withdrawal assessment
scales can provide some indication of risk in that a patient’s current signs and symptoms can provide
valuable (although partial) information about their risk of severe or complicated withdrawal. However, it
should be stressed that symptom assessment scales cannot indicate alcohol withdrawal risk if the patient
is not currently experiencing signs or symptoms of withdrawal.>® One observational study using the
Newcastle Alcohol Withdrawal Scale to guide treatment found that hospital patients scoring >15 at
baseline were at higher risk of severe withdrawal if they did not receive medication.®

Although these scales have generally not been found to be superior to the CIWA-Ar at identifying the
potential risk of developing severe or complicated withdrawal, they may be more feasible to administer
than the CIWA-Ar in some inpatient settings. The Guideline Committee considered each scale to be an
acceptable option for assessing hospitalized patients after diagnosis of alcohol withdrawal.

E. Identify Concurrent Conditions

Recommendation 11.14: When assessing for concurrent medical conditions, screen patients for medical
conditions that could affect the course of alcohol withdrawal or treatment of alcohol withdrawal, as well
as common chronic conditions that are associated with alcohol use disorders.

Recommendation 11.15: A pregnancy test should be obtained for women of childbearing potential. For
managing pregnant patients, see section VII.F Patients who are Pregnant.

Recommendation 11.16: In settings with access to laboratory tests, clinicians should conduct and/or
arrange for a comprehensive metabolic profile (CMP) or basic metabolic profile (BMP), a hepatic panel,
and a complete blood count with differential to assess a patient’s electrolytes, liver functioning, renal
functioning and immune functioning. In a setting with limited access to laboratory testing, clinicians
should obtain results when practical to assist with treatment planning decisions. Address any nutritional
deficiencies detected.

Initial screening may also include laboratory tests for:
o Hepatitis
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e Human Immunodeficiency Virus (HIV) (with consent)
e Tuberculosis

Recommendation 11.17: Assess patients for polysubstance use and be prepared to treat other potential
withdrawal syndromes. To assess a patient’s other substance use, it may be helpful to:
e Use a validated scale that addresses other substance use, such as the Alcohol, Smoking and
Substance Involvement Screening Test (ASSIST)
e Conduct a urine or other toxicology test to detect other substance use
e Utilize information from collateral sources when possible (i.e., family and friends)

Recommendation 11.18: Do not delay the initiation of treatment if alcohol withdrawal is suspected but
laboratory test results are not available at the treatment setting or the results are pending.

Recommendation 11.19: Assess patients for concurrent mental health conditions, including a review of
their mental health history, to determine their mental health treatment needs. Consult with any mental
health professionals caring for such patients. Obtain written or verbal consent before consultation
whenever possible in non-emergent situations. The Patient Health Questionnaire (PHQ-9) and the
Generalized Anxiety Disorder (GAD-7) scales can be helpful to screen for mental health disorders. Be
cautious when diagnosing a new primary mental health disorder during acute withdrawal, as it can be
difficult to differentiate between substance-induced signs and symptoms and primary psychiatric
disorders.

Recommendation 11.20: Evaluate active suicide risk as part of the initial patient assessment.

Discussion

Clinicians should thoroughly assess patients for concurrent physical and mental health conditions that
may a) complicate the course of alcohol withdrawal and/or b) necessitate their own treatment
interventions. There is not a standard medical evaluation process for patients with, or at risk for, alcohol
withdrawal, but it should include a history and physical examination and an assessment for concurrent
mental health conditions. The ASAM Guideline Committee recommends that clinicians be
knowledgeable about common chronic conditions associated with alcohol use disorders in order to screen
for likely concurrent medical conditions. Common chronic conditions associated with alcohol use
disorders include high blood pressure, heart disease, liver disease and digestive problems.

Conditions that may be exacerbated by the increased autonomic hyperactivity associated with withdrawal,
such as cardiac illness, should be identified early for aggressive autonomic symptom prevention. It should
also be identified whether patients take medications that may suppress autonomic symptoms and therefore
mask withdrawal severity, such as beta-adrenergic antagonists. Conditions associated with impaired liver
functioning should also be identified as they may influence medication choice and/or dosing amounts.
Medical conditions that prevent the use of oral medication should also be identified, as parenteral
administration of medication is not available in all treatment settings.

Because pregnancy influences alcohol withdrawal management decisions and pregnancy tests are
typically available at most settings with rapid results, the Guideline Committee recommended that
clinicians conduct a pregnancy test for patients of childbearing potential with suspected alcohol
withdrawal. However, it should be noted that if a patient is presenting with signs and symptoms of
alcohol withdrawal and pregnancy status is unknown and a test is not immediately available, alcohol
withdrawal management should not be delayed.
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To aid in the identification of concurrent medical conditions, laboratory testing may be helpful. The
decision to conduct routine laboratory testing and what to test for should be informed by the patient’s
signs and symptoms, known concurrent medical conditions, and availability. At a minimum, the
Guideline Committee recommended clinicians conduct and/or arrange for a comprehensive metabolic
profile (CMP) or basic metabolic profile (BMP), a hepatic panel, and a complete blood count with
differential to assess a patient’s electrolytes, liver functioning, renal functioning, and immune functioning.
In addition, laboratory tests for hepatitis, Human Immunodeficiency Virus (HIV), and tuberculosis may
be considered if indicated. In addition to identifying medical conditions with a high rate of co-occurrence
with alcohol withdrawal, the results of some tests, primarily for liver functioning, might guide the choice
of medication for alcohol withdrawal as discussed in later sections on pharmacotherapy.

Hospitalized patients are a unique population because clinicians have greater access to laboratory tests
and rapid results. In an ambulatory setting, clinicians may have less access to laboratory tests and be less
able to obtain rapid results.52 Therefore, in ambulatory settings, the Guideline Committee recommends
that in general, laboratory testing should be done when practical. However, clinicians should not delay
treatment if testing is unavailable or if test results are pending.

As discussed previously, concomitant substance use may play a role in the development of life-
threatening presentations of alcohol withdrawal syndrome.”®! Of particular concern is concurrent
physiological dependence or withdrawal from other sedative hypnotics as it can affect symptom
presentation and response to commonly used withdrawal medications. Clinicians can use a screening
guestionnaire to begin the identification process. Numerous validated scales are available for assessing a
patient’s substance use patterns. A recommended option is The Alcohol, Smoking and Substance
Involvement Screening Test (ASSIST), developed by the World Health Organization.®*®* While the
ASSIST takes longer to complete than many available scales, it is more comprehensive in the
identification of polysubstance use while many others scales focus on a substance use broadly.

Also discussed previously are the complications that can be caused by alcohol withdrawal for managing a
patient’s underlying mental health problem and vice versa. A mental health condition is not thought to
increase risk for severe, complicated, or complications of withdrawal. However, given the shared
symptomology of even mild forms of withdrawal, such as anxiety, agitation and sleep problems, with
common mental health disorders, determining the etiology of symptoms and judging appropriate response
to medication for alcohol withdrawal may be complicated.* A review of the patient’s medical record can
reveal primary diagnoses and if the patient is currently under the care of a mental health professional, that
individual should be consulted. Providers should follow their setting/state rules on obtaining written or
verbal consent or release of information prior to consultation.

Clinicians can also consider the use of a standardized screening instrument for depression and anxiety, but
they should not diagnose a new primary mental health disorder during the acute withdrawal period.* 4
Both the Patient Health Questionnaire (PHQ-9) and the Generalized Anxiety Disorder (GAD-7)
guestionnaires ask a patient to assess their symptoms over the prior two weeks and recall can be affected
by current symptom state. Clinicians should also evaluate active suicide risk as part of the initial patient
assessment.
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I11. Level of Care Determination

A. General Approach

Recommendation 111.1: Level of care determination should be based on a patient's current signs and
symptoms; level of risk for developing severe or complicated withdrawal or complications of withdrawal;
and other dimensions such as recovery capital and environment. Alcohol withdrawal can typically be
safely managed in an ambulatory setting for those patients with limited or mitigated risk factors. Patients
with low levels of psychosocial support or an unsafe environment may benefit from a more intensive level
of care than is otherwise indicated.

Recommendation 111.2: Patients with active risk of suicide should be treated in a setting equipped to
manage patients at risk of suicide, which often necessitates admission to an inpatient psychiatric setting
that also provides withdrawal management services.

Discussion

The ASAM Criteria provides comprehensive guidance on determining the appropriate level of care for
patients in need of withdrawal management. Level of care determinations are based on an evaluation of
the expected risks and benefits of treatment within each setting. A central tenet of The ASAM Criteria is
that patients should be matched with the least intensive level of care in which they can be safely and
effectively treated. In the absence of indications for inpatient treatment, which will be described in
following sections, most patients with alcohol withdrawal can be safely and effectively managed in
ambulatory settings.%5-” One 1995 estimate found that approximately 10% of patients with alcohol
withdrawal syndrome require inpatient treatment.®® In general, patients benefit from being treated in less
restrictive settings that minimize disruptions to family life, housing and employment, and reduce costs.
One RCT found that patients with mild-to-moderate alcohol withdrawal assigned to outpatient treatment
had faster resolution of withdrawal compared to inpatient treatment.®® Ambulatory withdrawal
management should be preferred in the absence of any indications for inpatient treatment.5!

Inpatient management is indicated for some patients. Lack of 24-hour monitoring and distance to life
saving medical intervention means that some patients with or at risk for developing severe or complicated
withdrawal or complications of alcohol withdrawal could experience great harm if treated in an
ambulatory setting. Ambulatory treatment is most appropriate for patients who have a low risk of
developing severe or complicated withdrawal,®*® which may include patients with mild or moderate
withdrawal syndrome.” Some low-risk patients may benefit from treatment in an inpatient setting. For
example, patients with an absence of or unreliable support network may benefit from a more intensive
level of care.?149

B. Level of Care Determination Tools

Recommendation 111.3: The ASAM Criteria Risk Assessment Matrix and withdrawal severity scales can
be helpful for determining the appropriate level of care for managing patients in alcohol withdrawal. Most
withdrawal severity scales reflect current signs and symptoms and should not be used alone to determine
level of care.
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Discussion

The ASAM Criteria provide a guide for clinicians treating patients experiencing alcohol withdrawal or
seeking alcohol withdrawal management services. It accounts for current signs and symptoms and
identifies potential risks for complicated withdrawal. This framework allows clinicians the ability to make
level of care determinations based on the most appropriate needs for each patient. The ASAM Criteria
encourages the use of symptom assessment scales such as the CIWA-Ar score in the decision making
process; however, it also emphasizes that symptom severity should not be used alone to make level of
care determinations.

The ASAM Criteria measures a patient’s risk of developing severe or complicated withdrawal or
complications of alcohol withdrawal by utilizing a multidimensional assessment that determines a
patient’s risks and strengths based on six dimensions. These dimensions include: (1) acute intoxication
and/or withdrawal potential, (2) biomedical conditions and complications, (3) emotional, behavioral, or
cognitive conditions and complications, (4) readiness to change, (5) relapse, continued use, or continued
problem potential, and (6) recovery/living environment. Using the multidimensional assessment,
clinicians provide a risk rating for each dimension and an overall rating that allow them to identify the
patient’s treatment needs and level of care most appropriate to meet those needs.

The ASAM Criteria provides a comprehensive set of criteria for appropriate placement in one of five
levels of care:

= Level 1-WM: Ambulatory withdrawal management without extended on-site monitoring

= Level 2-WM: Ambulatory withdrawal management with extended on-site monitoring

= Level 3.2-WM: Clinically managed residential withdrawal management

= Level 3.7-WM: Medically monitored inpatient withdrawal management

= Level 4-WM: Medically managed intensive inpatient withdrawal management

See The ASAM Criteria for a detailed description of services available in each level of care.

C. Considerations for Ambulatory vs Inpatient Management

While there are five distinct levels of care for withdrawal management defined by The ASAM Ciriteria,
much of the research on patient placement evaluates factors indicating (or contraindicating) placement in
an ambulatory or inpatient treatment setting. These settings align with the following ASAM levels of
care:

=  Ambulatory
= Level 1-WM: Ambulatory withdrawal management without extended on-site monitoring
= Level 2-WM: Ambulatory withdrawal management with extended on-site monitoring.
= Inpatient
= Level 3.2-WM: Clinically managed residential withdrawal management
= Level 3.7-WM: Medically monitored inpatient withdrawal management
= Level 4-WM: Medically managed intensive inpatient withdrawal management

So as not to duplicate The ASAM Criteria, and in the interest of identifying consensus and strength of
evidence where it exists, this Guideline will largely focus on determining appropriate placement criteria
in these two categories of withdrawal setting: ambulatory and inpatient. However, due to increasing
interest in office-based alcohol withdrawal management by specialty and non-specialty clinicians, the
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significant difference in monitoring levels afforded by the two ambulatory settings, and at the request of
the Guideline Committee, the Guideline will distinguish between considerations for Level 1-WM and
Level 2-WM settings in this section.

Level 1-WM is ambulatory withdrawal management without extended on-site monitoring. It can be
carried out in a physician’s office, by a home health care agency, or addiction treatment facility. Level 2-
WM is ambulatory withdrawal management with extended on-site monitoring. It can be carried out in
structured outpatient settings such as a day hospital setting, a general health care or mental health facility,
or an addiction treatment facility. Level 2-WM is an organized service with the capacity to provide
regular medical assessments and monitor alcohol withdrawal syndrome progression. They may also have
access to psychological or psychiatric treatment (see The ASAM Criteria for additional details).

Level of care determination is organized around risk-benefit principles, where an appropriate level of care
is one in which the expected benefits of treating a patient at a particular level of care are outweighed by
the risks. More intensive levels of care are appropriate for patients at increased risk of harm. This means
that if Level 1-WM is not appropriate for a particular patient, Level 2-WM may still be appropriate.
However, if Level 2-WM is not appropriate, then Level 1-WM is also not appropriate. This patient should
be treated in an inpatient setting. The guideline does not currently make recommendations regarding
placement within the three levels of inpatient settings: Level 3.2-WM, Level 3.7-WM, and Level 4-WM.

It should be noted that a patient’s refusal or inability to attend a recommended level of care should not
delay or preclude treatment at a level of care they are able to attend.?
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Recommendation 111.4:

Table 2. Ambulatory (Level 1-WM and Level 2-WM) and Inpatient Placement Considerations

Level 1-WM Level 2-WM
Appropriate Neutral/Uncertain Inappropriate Appropriate Neutral/Uncertain Inappropriate
Withdrawal  |Mild (e.g., CIWA- Moderate (e.g., CIWA-Ar Severe or complicated  |Mild or moderate  Severe but not Complicated (e.g.,
severity Ar <10). 10-18). (e.9., CIWA-Ar>19). | (e.g., CIWA-Ar  complicated (e.g., CIWA-Ar > 19).
<0-18). CIWA-Ar > 19).
Concurrent Withdrawing from other  Physiological dependence|Physiological Withdrawing from other
withdrawal or substance(s). on BZDs or BZD use dependence on  substance(s).
physiological Physiological dependence disorder. opioids or OUD. Physiological dependence

disorder.

Recent alcohol
consumption

Consumes > 8 standard
drinks per day.

Consumes > 8 standard
drinks per day.

Alcohol Previous severe Recent complicated Severe withdrawal Previous complicated
withdrawal withdrawal episode. withdrawal episode. > 1 year ago. withdrawal episode.
history Complicated withdrawal Recent severe withdrawal

> 1 year ago. episode.
Treatment Previous failure to benefit Previous failure to benefit
history from Amb-WM. from Amb-WM.
Other Medical or psychiatric Medical or psychiatric
inpatient need condition that needs condition that needs

inpatient treatment. inpatient treatment.

Biomedical Older age. Moderate, active, and Older age. Moderate, active, and Moderate to severe active
conditions and History of epilepsy. potentially destabilizing|History of potentially destabilizing and potentially
complications History of non-alcohol medical problem. epilepsy. medical problem. destabilizing medical

Moderate to severe active
and potentially
destabilizing medical
problem, including
unstable chronic
condition.

Suspected head injury.

Unable to take oral
medications.

related seizure.
Clinically significant
abnormal lab results.

History of non-alcohol
related seizure.

problem including
unstable chronic

Clinically significant condition.
abnormal lab results.  Unable to take oral
Suspected head injury. medications.
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Level 1-WM

Level 2-WM

Appropriate Neutral/Uncertain Inappropriate Appropriate Neutral/Uncertain Inappropriate
Emotional, Mild/stable Active psychiatric Moderate or severe Mild/stable Active or moderate Severe psychiatric
behavioral, or psychiatric symptoms. psychiatric symptoms. psychiatric psychiatric symptoms.  symptoms.
cognitive symptoms. Mild cognitive Moderate or severe sypmtoms. Mild or moderate Severe cognitive
conditions and impairment. cognitive impairment. cognitive impairment. impairment.

complications

Absence of reliable

Absence of reliable

Symptom A _
monitoring caregiver. ) caregiver. _
Communication barrier Communication barrier
(e.g., language, hearing, (e.g., language, hearing,
speech). speech).
Recovery/ Absence of reliable Unable to obtain Absence of reliable Unable to obtain
living support network. transportation or support network. transportation or

environment

Unable to come to housing.
treatment setting daily. Family/friends not

Unable to come to
treatment setting daily.

housing.

supportive of WM Family/friends not
process. supportive of WM
process.

Risk of harm

Commitment not high,
cooperation and
reliability questionable.

Imminent risk of harm —
not cooperative or
reliable.

Significant risk of
imminent relapse.

Imminent risk of harm —
not cooperative or
reliable.

Commitment not high,
cooperation and
reliability questionable.

Significant risk of
imminent relapse.

The Guideline Committee rated each placement consideration on a benefit-to-harm ratio, comparing the potential harm that might result from the factor bing
considered to the expected benefit to the patient of being managed in a less restrictive setting. The rating was made in terms of the average patient in an average
setting for both Level 1-WM and Level 2-WM. A consideration is Inappropriate for a given setting when the potential harm outweighs the expected benefit. A
consideration is Appropriate for a given setting if the expected benefit outweighs the potential harm. Neutral/Uncertain considerations are ones where the harms
and benefits are about equal or cannot be determined or where the Guideline Committee disagreed. If a consideration that is inappropriate for Level-2-WM is
present, the patient should be managed in an inpatient setting.
CIWA-Ar, Clinical Institute Withdrawal Assessment for Alcohol, Revised; BZD, Benzodiazepine; OUD, Opioid Use Disorder; WM, Withdrawal

Manageemnt.
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Discussion

Withdrawal severity

Patients experiencing signs and symptoms of mild alcohol withdrawal such as mild or moderate anxiety,
sweating and insomnia, but no tremor (generally associated with a CIWA-Ar <10) can be managed in
Level 1-WM or Level 2-WM settings.2396272 While providing withdrawal management is within the
scope of practice for many clinicians including primary care physicians, an addiction specialist can be
consulted, if needed.”

Patients experiencing signs and symptoms of moderate alcohol withdrawal such as moderate anxiety,
sweating, insomnia, and mild tremor (generally associated with a CIWA-Ar 10-18) can be managed in
Level 2-WM settings. Moderate withdrawal is not a reason to exclude patients from Level 1-WM settings,
but the risk for such patients should be carefully considered. It should only be undertaken by experienced
clinicians.

Patients experiencing signs and symptoms of severe withdrawal such as severe anxiety and moderate to
severe tremor, but not confusion, hallucinations, or seizure (generally associated with a CIWA-Ar >19)
should not be managed in Level 1-WM settings.%® Severe uncomplicated withdrawal is not a reason to
exclude patients from Level 2-WM settings. The risk for such patients should be carefully considered.
Some Level 2-WM settings have intensive monitoring capabilities and experienced clinicians can safely
manage patients in severe withdrawal as long as they are not experiencing complicated symptoms.

Patients experiencing complicated withdrawal syndrome including seizure or signs indicative of delirium
—such as an inability to fully comprehend instructions, clouding of the sensorium or confusion — or new
onset of hallucinations, or has experienced a seizure during the current episode (generally associated with
a CIWA-Ar >19) should be managed in inpatient settings.*21-51.62.65

Concurrent withdrawal and/or physiological dependence

Concurrent withdrawal from or physiological dependence on another substance is a risk factor for
developing complicated alcohol withdrawal .?-°852 The literature supports the management of these
patients in a level of care setting with increased monitoring and aggressive treatment management.®?

Concurrent withdrawal from other substance(s) is not an exclusionary factor either level of ambulatory
care. The risk for such patients should be carefully considered. Managing alcohol withdrawal and
withdrawal from another sedative hypnotic®® is more complicated clinically than withdrawal from a
substance with different pharmacologic effects, such as stimulants. Consider that patients should be
placed in the level of care appropriate to their most acute problem, which may be withdrawal from the
other substance.'? Withdrawal from benzodiazepines produces more autonomic nervous system signs than
does withdrawal from alcohol.”™

Patients with a physiological dependence on benzodiazepines or a co-occurring benzodiazepine use
disorder should not be treated in a Level 1-WM setting, but are not excluded from management in a Level
2-WM setting. The risk for such patients should be carefully considered. If deemed appropriate, patients
may be treated with cautious use of benzodiazepines (see 1V.D(3): Benzodiazepine use) or an alternative
medication depending on the clinician’s judgment and with careful monitoring
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Patients with a physiological dependence on opioids or a concurrent opioid use disorder can be managed
in a Level 2-WM setting and are not excluded from management in a Level 1-WM setting. The risk for
such patients should be carefully considered. Clinicians should have experience with co-managing opioid
use disorder and/or physiological dependence including initiating evidence-based medications for opioid
use disorder™ and with identifying emergent opioid withdrawal syndrome in addition to alcohol
withdrawal.

Recent high levels of consumption

Recent high levels of alcohol consumption has been cited as a consideration for level of care
determination.®#* While most sources did not provide specific threshold amounts, the NICE guideline?
suggested that inpatient management be considered for patients who consume over 30 U.K. standard units
of alcohol per day, which is equivalent to 17 U.S. standard drinks per day. Inpatient treatment was
recommended for patients consuming over 7 U.S. standard drinks per day.*® The Guideline Committee
considered a cutoff of 8 U.S. standard drinks per day. Consumption of more than 8 U.S. standard drinks
per day is not an exclusionary factor for either ambulatory withdrawal managent setting.

Alcohol withdrawal history

A history of severe and/or complicated alcohol withdrawal is a risk factor for alcohol withdrawal seizure
and delirium“® (see section 11.B: Risk Factors for Severe or Complicated Withdrawal) andis frequently
cited as an indication for treatment in an inpatient setting.?-°1:°855 The number and recency of prior
withdrawal episodes may also be a factor when determining appropriate level of care.*® An increasing
number of withdrawal episodes is associated with increasing severity through the kindling process.

With one exception, the Guideline Committee determined that a history of severe or complicated alcohol
withdrawal does not exclude patients from management in ambulatory settings. However, patients with a
recent (within the prior year) episode of complicated alcohol withdrawal should not be managed in Level
1-WM settings. Also, patients with a prior episode of severe alcohol withdrawal which occurred more
than one year ago can be managed in Level 2-WM settings.

Treatment history

While multiple prior failed attempts to complete alcohol withdrawal treatment has been cited as a
contraindication for ambulatory care,%8% previous unsuccessful attempts at ambulatory withdrawal
management does not exclude patients from management in ambulatory settings. The risk for such
patients should be carefully considered, Circumstances that led to unsuccessful treatment or a return to
problem alcohol use in the past may have changed and should be assessed by the clinician in making a
determination of the appropriate level of care.

Other inpatient needs

Patients with medical or psychiatric conditions may receive alcohol withdrawal management at all levels
of care; however, if patients have a co-morbid condition which requires inpatient treatment or
hospitalization, patients should not be treated in an ambulatory setting.?*® The ASAM Criteria states that
“for management provided in conjunction with treatment for co-occurring conditions identified in the
comprehensive biopsychosocial screening assessment, The ASAM Criteria calls for the patient to be
placed in the level of care appropriate to the most acute problem.”*213) Therefore, patients with a
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psychiatric or medical condition that requires services that are provided exclusively in an inpatient setting
should not be managed in ambulatory settings.

Biomedical conditions and complications

Comorbid illness

Comorbid illness is a risk factor for complicated/complications of alcohol withdrawal (see 11.B: Risk
Factors for Severe or Complicated Withdrawal), but the severity of illness and its likelihood of
complicating alcohol withdrawal management is a factor for level of care determination.*® Patients with
a moderate to severe active and potentially destabilizing medical problem should be managed in inpatient
settings. This includes unstable, severe chronic condition such as cardiovascular disease, liver disease,
COPD, or renal impairment should be managed in inpatient settings.?:% Patients with a moderate, active,
and potentially destabilizing medical problem should not be managed in a Level 1-WM setting. Such
patients are not excluded from management in a Level 2-WM setting. Some clinicians or programs may
have greater experience or access to resources allowing them to manage less severe comorbid illnesses in
an ambulatory setting.

Clinically significant laboratory values

Clinically significant abnormal laboratory values indicate the presence of a potentially destabilizing
medical problem. Abnormal lab results are not an exclusionary factor for managing patients in
ambulatory levels of care. Some abnormal values can be corrected in ambulatory setting, while some may
signal the presence of medical conditions that should be managed in inpatient settings. 2

Suspected head injury

Patients with a suspected head injury should not be managed in Level 1-WM settings. A suspected head
injury does not exclude management in Level 2-WM settings, but the risk for such patients should be
carefully considered. Some Level 2-WM settings have the capability to intensively monitor patients for
complications which may develop.

History of epilepsy and generalized seizure

A history of epilepsy and generalized seizure has been cited as an indication for inpatient treatment.?-°1.75
Managing patients with a history of epilepsy is appropriage in Level 2-WM settings and is not a reason
for exclusion from Level 1-WM settings. A history of non-alcohol withdrawal related seizures is not an
exclusionary factor for ambulatory settings. Uncertainty about risk may be the result of limited scientific
research and evidence regarding the impact of non-alcohol withdrawal seizures and current withdrawal
management. Use clinical experience in the level of care determination.

Older age

Older age has been identified as a risk factor for complicated/complications of alcohol withdrawal (see
11.B: Risk Factors for Severe or Complicated Withdrawal), possibly by heightening the severity of signs
or symptoms of withdrawal or due to correlation with other health problems. “Older age” has been left
undefined in other guidelines*?! but was designated as age 65 and older by the Guideline Committee. It is
appropriate to manage older patients in a Level 2-WM setting. Older age is not a reason to exclude older
patients from Level 1-WM settings, but the risk for such patients should be carefully considered. Some
older patients may be otherwise relatively healthy.

64
LEVEL OF CARE DETERMINATION



oo N o Ol A w DN

10
11
12
13
14
15

16
17
18
19
20
21
22
23
24

25
26
27
28
29
30
31
32

33

34
35
36
37
38
39

40
41

Tolerance of oral medications

Patients who are unable to tolerate oral medication should not be treated in an ambulatory setting.%862
Parenteral administration of medication is required in patients who are unable to take medication orally,
which is not always available in the average ambulatory setting.

Pregnancy

Pregnancy has been described as one of the “medical conditions that could make ambulatory withdrawal
management problematic,”*®5") and other guidelines have cited pregnancy as an indication for inpatient
treatment.5255 See VII.F: Patients who are Pregnant for more information.

Emotional, behavioral, or cognitive conditions and complications

While the presence of a co-occurring psychiatric condition is frequently cited as a contraindication for
ambulatory care,*%2 the type/severity and stability of psychiatric disorders is an important distinction in
determining appropriate level of care. Some patients mental health problems are well-controlled and some
ambulatory programs have onsite psychological or psychiatric staff. As withdrawal progresses in severity,
the average ambulatory clinic is less likely to have the resources needed to manage patients safely and
effectively and inpatient management with specialty psychiatric resources may be more appropriate.

Patients whose co-ocurring psychiatric disorder signs and symptoms are mild, reflecting a low level of
severity or stability as the result of treatment, can be managed in Level 1-WM or Level 2-WM settings.
Active psychiatric disorder signs and symptoms, reflecting a level of severity that may complicate
withdrawal management, are not a reason to exclude patients from ambulatory care, but the risk for such
patients should be carefully considered. Management may be appropriate if appropriate psychiatric
treatment resources are accessed. Patients whose psychiatric disorder signs and symptoms are moderate
should not be treated in Level 1-WM settings, but are not excluded from management in Level 2-WM
settings. Patients whose co-ocurring psychiatric disorder signs and symptoms are severe or unstable
should be managed in inpatient settings.?!4458:6°

Cognitive impairment is allso cited as a contraindication for ambulatory care.%®52% However, patients
may have access to stable support services and ambulatory clinics may have the staff or resources
necessary to manage a patient’s withdrawal safely and effectively. Mild cognitive impairment is not an
exclusionary factor for ambulatory care. Patients with a moderate cognitive impairment should not be
managed in Level 1-WM settings, but moderate cognitive imparment is not a reason to exclude patients
from Level 2-WM settings. Patients with severe cognitive impairment should be managed in inpatient
settings.?>*® The appropriateness of managing patients with moderate or mild cognitive impairment in any
setting depends on the availability of support services and experience of the treating clinicians.

Symptom monitoring

Even if not using a validated symptom severity scale, the ability of a patient to communicate with
clinicians or a caretaker about their symptoms is critical to the safe and effective management of alcohol
withdrawal, particularly in the early stages when symptoms continue to develop. A communication
difficulty due to a language barrier, a hearing or speech difficulty, or other non-withdrawal symptom
related cause is not a reason to exclude patients from ambulatory settings. The appropriateness of treating
patients with these difficulties will depend on staff capabilities and available accommodation services.

Because patients are not on-site for the whole day, the absence of a reliable caregiver such as family or
friends willing to monitor signs and symptoms at home has been cited as a contraindication for
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ambulatory withdrawal management.®>"® However, the absence of a reliable caregiver to monitor
withdrawal at home is not a reason to exclude patients from ambulatory management. The
appropriateness will depend on the need to monitor signs and symptoms and other factors that influence
treatment adherence and maintenance.

Recovery/living environment

A patient’s recovery and living environment is a consideration when determining level of care. These
considerations fall into three categories: the presence of social support, access to safe housing and
transportation, and ability to visit the clinic frequently during withdrawal management (which may be
complicated by available transportation, but also employment, childcare, etc.). The absence of a social
support network is commonly cited as an indication for inpatient treatment.®? However, the absence of a
reliable social support network is not a reason to exclude patients from ambulatory management, and
appropriateness will depend on a patient’s access to other resources. Patients with family or friends who
are not supportive of or oppose the withdrawal management process should not be managed in a Level 1-
WM setting. The assumption is that patients have contact with those family or friends and their opposition
will be detrimental to the withdrawal process. Having family or friends who are not supportive of or
oppose the withdrawal management process is not a reason to exclude patietns from Level 2-WM
settings. Increased hours of clinic attendance will reduce contact with oppositional family and friends.
Patients in Level 2-WM settings also have greater access to AUD treatment services, which can help
patients address interpersonal problems and teach coping mechanisms.

It is not appropriate to manage alcohol withdrawal in an ambulatory setting if patients are unable to
access or arrange for safe housing.?*%8% |t is also not appropriate to manage alcohol withdrawal in an
ambulatory setting if patients are unable to access or arrange for transportation to the treatment setting.
The inability to come to the treatment setting daily is not a reason to exclude patients from ambulatory
settings. An alternative to daily visits for these patients may involve alternating in person clinic visits with
consultations with a qualified clinician every other day via phone or video conference (see IV.A:

Monitoring).

Risk of harm and use

A patient’s likelihood of completing ambulatory withdrawal treatment and of refraining from alcohol use
has been cited as a factors for determining level of care in prior guidelines.!>°%2 patients being treated in
ambulatory settings have greater access to and are at greater risk for using alcohol and other drugs during
alcohol withdrawal management compared to patients in an inpatient withdrawal treatment setting. When
alcohol is combined with medications such as benzodiazepines, which are used to treat alcohol
withdrawal symptoms, it can be particularly dangerous to patients. The ASAM Criteria*? uses the concept
of imminent danger (gravity of consequences to self/others) to categorize the proximity and likelihood of
consequences and need for structured services and continuous monitoring. Ambulatory withdrawal
management is not appropriate for uncooperative or unreliable patients who are at imminent risk of harm.
Patients with an uncertain level of cooperation or reliability, with a low level of commitment to the
withdrawal process, or who are at significant risk of imminent return to alcohol use should not be
managed in Level 1-WM settings. Such patients are not excluded from management in evel 2-WM
settings, but their risk should be carefully considered. Level 2-WM settings can provide a structured,
monitored environment for such patients.
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V. Ambulatory Management of Alcohol Withdrawal

This guideline divides recommendations on the management of alcohol withdrawal into two broad
categories where withdrawal management services are provided: ambulatory and inpatient settings. While
there are many differences in the services provided within these categories, and services should not
ideally be tied to a specific setting, this organization follows a reasonable structure that seems to match
how providers currently think about their practice context. The goal is that practitioners can reference one
management section or the other. There are many shared service practices across categories, however,
which creates a great deal of repetition across sections. This organization was intentional. As most readers
do not read through an entire guideline, the goal was to ensure that each section stands on its own.

Within each section, differences between levels of care are highlighted. In ambulatory settings, Level 1-
WM is ambulatory withdrawal management without extended on-site monitoring. This service can be
carried out in a physician’s office, by a home health care agency, or an addiction treatment facility. Level
2-WM is ambulatory withdrawal management with extended on-site monitoring. It can be carried out in
structured outpatient settings such as a day hospital setting, a general health care or mental health facility,
or an addiction treatment facility. Level 2-WM is an organized service with the capacity to provide
regular medical assessments and monitor alcohol withdrawal progression. Level 2-WM settings may also
provide access to psychological or psychiatric treatment (see The ASAM Criteria for additional details).

The following recommendations apply to both Level 1-WM and Level 2-WM settings unless otherwise
specified. Additional recommendations specific to Primary Care settings are included in the section
VILA: Primary Care.

A. Monitoring

Recommendation IV.1: In ambulatory settings, arrange for patients to check in with a qualified health
provider (e.g., medical assistant, nurse) daily for up to five days following cessation of (or reduction in)
alcohol use. For some patients who are unable to attend daily in-person check-ins, alternating in-person
visits with remote check-ins via phone or video call is an appropriate alternative.

Recommendation 1V.2: Re-assessments should focus on the patient’s health since the last checkup.
Clinicians should assess general physical condition, vital signs, hydration, orientation, sleep and
emotional status including suicidal thoughts at each visit. Ask about alcohol and other substance use and,
if available, measure Blood Alcohol Contend (BAC) with a breathalyzer to detect recent alcohol use.

Recommendation 1V.3: Alcohol withdrawal severity should be monitored with a validated instrument
(see Appendix I11 for a summary of scales and their associated features). Patients who are able to monitor
their own signs and symptoms may use an instrument designed for self-administration such as the Short
Alcohol Withdrawal Scale (SAWS).

Recommendation 1V.4: In ambulatory settings, patients with a current or past benzodiazepine use
disorder need additional monitoring.
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Recommendation 1V.5: For patients managed in an ambulatory setting, the following indications would
necessitate transfer to a more intensive level of care such as Level 2-WM (if in a Level 1-WM setting) or
an inpatient setting:
e Agitation or severe tremor has not resolved despite having received multiple doses of medication,
and the patient will not be continually monitored (e.g., treatment setting is closing)
e More severe signs or symptoms develop such as persistent vomiting, marked agitation,
hallucinations, confusion, or seizure
e Existing medical or psychiatric conditions worsen
o Patient appears over-sedated
e Patient returns to alcohol use
e Syncope, unstable vital signs (low/high blood pressure, low/high heart rate)

Discussion

One of the key differences between the Level 1-WM and Level 2-WM levels of care is the frequency and
intensity of monitoring they provide. Optimal monitoring frequency is a balance between clinical need
and feasibility. While broad ranges of recommended optimal monitoring frequency were found in the
literature, the modal recommendation seemed to be daily.5?77® Face-to-face check-ins with a qualified
healthcare provider are preferred. Patients who are unable to come to the treatment setting on a daily basis
can be assessed on alternate days via phone or video conference if assessment using that method would
not increase the risk of unsafe withdrawal.®? This practice might be reserved for patients in mild
withdrawal or who are nearing completion of withdrawal and for patients who have demonstrated
commitment to the withdrawal management process. The decision to monitor a patient’s progress
remotely is at the discretion of the clinician.

Monitoring a patient in alcohol withdrawal should include multiple indicators of withdrawal progress and
patient health. This includes the patient’s general physical and mental health including vital signs,
emotional status and sleep quality.” Clinicians should ensure that the patient is following directions
regarding hydration and nutrition (see IV.B: Supportive Care for instructions). The worsening of medical
or mental health conditions or circumstances that interfere with a patient’s ability to correct fluid,
electrolyte, or nutritional deficiencies indicates the need to reinforce self-care instructions and reassess a
patient’s treatment plan and/or level of care. If not included in the withdrawal symptom monitoring scale,
orientation should be assessed as an indication of withdrawal severity, possible alcohol or other substance
use, and over-sedation from prescribed withdrawal medication.

The patient should be asked about alcohol and other drug use at each follow up appointment. If feasible, a
breathalyzer should be used to verify that the patient has not been using alcohol recently.”™ A breath
alcohol test can detect use for approximately 1 hour per standard unit of alcohol consumed, so a negative
result does not guarantee the patient has not consumed alcohol since their last appointment.® A positive
result, if the test is properly administered, does indicate that the patient has alcohol in their system. This is
particularly important to know if prescribing medication that is dangerous to use in combination with
alcohol (i.e., benzodiazepines or phenobarbital). Alcohol use may indicate that the patient is not receiving
an adequate dose of medication to ease discomfort from withdrawal and/or reduce cravings. It also
indicates a clinician should choose a medication for withdrawal with a tolerable safety profile when used
in combination with alcohol. It may also indicate that there are circumstances in the patient’s environment
that make it difficult to avoid alcohol and that an inpatient setting is more likely to lead to successful
withdrawal management. In this case, it is important that alcohol use not lead to ejection from treatment,
but rather transfer to a more intensive level of care. The Guideline Committee added that patients with
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current or past benzodiazepine use disorder will need more intensive monitoring during alcohol
withdrawal management.

The severity of alcohol withdrawal should be monitored using a validated withdrawal scale.3"%85657.62 The
same instrument should ideally be used to track signs and symptoms throughout the course of
withdrawal.” Clinicians should ensure that signs and symptoms are not worsening, that patients are
responding as expected to medication if provided, and that signs and symptoms are not persisting beyond
the expected timeline of withdrawal. Any of these indicate the need to reassess a patient’s treatment plan
and/or level of care.

As discussed in the section 11.D. Symptom Assessment Scales, various symptom assessment and
monitoring scales have been developed to address circumstances such as a confounding illness or
symptom self-reporting barriers (see Appendix Il Ifor a summary of scales and their associated features).
Of most relevance to scale choice in ambulatory settings is clinician- vs. self-administration. While the
CIWA-Ar was designed to be administered by a clinician, it can be used by patients or caregivers if given
adequate instructions. The SAWS, a 10-item instrument designed to be self-administered, can be used as a
supplement while the patient is away from the treatment setting. It has been used and validated in
ambulatory settings.5"""8 Unlike the CIWA-Ar, which is designed to measure in-the-moment signs and
symptoms, the SAWS is an up-to-the-moment measure of symptoms in the prior few hours. It was
originally written to measure symptoms during the prior 24 hours in patients returning for a daily clinic
appointment, although the developers state that the assessment period can be adjusted to whatever is
needed, for example, tracking nighttime symptoms while away from the more extensive monitoring of a
Level 2-WM setting.5!

While most patients with alcohol withdrawal can be successfully managed in an ambulatory setting, it is
important to recognize signs that a more intensive level of care is needed. Patients and caregivers should
be informed of warning signs to look for while away from the treatment setting, and that safe alcohol
withdrawal management may necessitate transfer to a more intensive level of care if certain indications
emerge (see the following section, IV.B: Supportive Care for patient and caregiver instructions). In
settings with less frequent monitoring such as primary care, the threshold for transfer to a more intensive
level of care is lower than in settings with more frequent monitoring. If signs or symptoms such as
persistent vomiting, agitation, hallucinations, or confusion develop, patients should be transferred to an
inpatient setting as they can presage the onset of electrolyte disturbance, withdrawal seizures, alcohol
withdrawal delirium, or Wernicke encephalopathy.”® If an existing medical or psychiatric condition
worsens despite adequate control of withdrawal symptoms, patients should be transferred to a setting with
the resources to manage the condition.”# If significant signs or symptoms such as agitation are present
despite having received multiple doses of medication or if the patient appears over-sedated at the close of
the day, transfer to a setting where the patient can continue to be observed, such as the Emergency
Department (ED) or a specialized withdrawal management setting, is warranted.” Signs of over-sedation
include respiratory depression, ataxia, confusion, memory impairment, and delirium. If the patient
experiences a loss of consciousness or has unstable vital signs that cannot be attributed to and controlled
for by the prescribed treatment regimen, patients should be transferred to a level of care capable of
providing the patient with a thorough assessment to properly identify etiology of signs and symptoms as
well as provide continuous observation and care.
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B. Supportive Care

Recommendation 1V.6: Supportive care is a critical component of alcohol withdrawal management.
Providers should ensure patients are educated about what to expect over the course of withdrawal,
including common signs and symptoms and how they will be treated.

Recommendation 1V.7: When treating patients in ambulatory settings, providers should ensure
patients/caregivers are educated about monitoring for the development of more severe withdrawal and
instructed to create a low-stimulation, reassuring environment at home to promote an effective outcome.

Recommendation 1V.8: Patients should be advised to drink non-caffeinated fluids and that a daily
multivitamin may be beneficial.

Recommendation 1V.9: Patients can be offered oral thiamine. Typical dosing is 100 mg PO per day for
3-5 days.

Recommendation 1V.10: Clinicians must explain the importance of taking medications as prescribed and
confirm the patient’s understanding.

Recommendation 1V.11: Communicate that safe alcohol withdrawal management may necessitate a
transfer to a more intensive level of care including to an inpatient setting and secure the patient’s
agreement to transfer if there are indications that management in the ambulatory setting is not safe or
effective. See Recommendation IV.5 for indications for transfer to a more intensive level of care.

Discussion

Supportive non-pharmacologic care is a critical component of alcohol withdrawal management.
Informing patients of what to expect over the course of treatment, offering reassurance, providing a quiet
environment and ensuring adequate hydration and nutrition are important aspects of supportive care in all
settings. The importance of supportive family members and/or other caregivers is most relevant to the
discussion of ambulatory alcohol withdrawal management as patients will spend a portion of their time at
home. Several reviews of ambulatory withdrawal management highlight the role of these individuals as
not only one of monitoring signs and symptoms and medication intake, but of offering encouragement
and reassurance.

Patients and caregivers should be instructed on how to monitor for worsening signs and symptoms
including worsening anxiety, insomnia and suicidal thoughts. If using a withdrawal severity scale,
patients and caregivers should be instructed on how it should be completed.?'82 Important information to
convey is the precise meaning of clinical or other terms used in the scale, for example, what constitutes
sleep disturbance. It should also be made clear how to score the severity of items, for example, what the
meaningful difference is between scoring a 1 (Mild) and a 2 (Moderate) on the restlessness item of the
SAWS. The instruction period is also an opportunity to evaluate circumstances that may interfere with
scale self-administration, for example through literacy problems or confusion about item severity scores.®

Patients and caregivers should be instructed to create a low stimulation, reassuring environment, since
environment is a critical component of success in alcohol withdrawal management and ultimately
recovery.® As volume depletion is a common condition for patients with alcohol withdrawal and
intravenous fluids are not provided in ambulatory settings, encouraging consumption of non-caffeinated
fluids is important.3657® Nutritional support is also a consideration in ambulatory alcohol withdrawal
management. Some patients may benefit from a daily multivitamin and thiamine supplement. Typical
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dosing of oral thiamine is 100 mg PO daily for three to five days.®® However, oral thiamine is not well
absorbed, and thiamine deficiencies can typically be corrected through diet. If Wernicke encephalopathy
is suspected, the patient should be transferred to an inpatient setting and receive immediate parenteral
administration of thiamine.

Box 5: Wernicke Encephalopathy and Wernicke-Korsakoff Syndrome®+2°

Wernicke encephalopathy is a severe complication resulting from insufficient thiamine in the body.
An often reversible acute confusional state characterizes it. Patients consuming large volumes of
alcohol are at an increased risk of developing Wernicke encephalopathy due to inadequate nutrition as
well as biological interactions between cellular functioning and alcohol. Thiamine is required for
carbohydrate metabolism and plays a key role in normal body functioning. A thiamine deficiency can
lead to an increase in pyruvic acid, impaired oxygen uptake, and cerebral tissue damage. Because the
body does not synthesize thiamine, daily ingestion through food or supplements is required to maintain
adequate metabolic functioning. Thiamine must be converted to different forms to function properly,
and alcohol can also impact this conversion by inhibiting key enzymes. Patients with a thiamine
deficiency often present with symptoms such as confusion, abnormal gaze patterns or nystagmus,
ataxia, and possibly delirium. Patients who experience alcohol withdrawal syndrome are at risk of
developing Wernicke encephalopathy. Thus, routine practice includes providing patients with thiamine
supplements as a preventative measure. If left untreated, Wernicke encephalopathy can progress to
chronic Korsakoff syndrome.

While Wernicke encephalopathy is a reversible confusional state, if left untreated it can progress to
an irreversible syndrome that includes dementia and gait abnormalities. The prevalence of this
syndrome ranges between 0-2% worldwide and is not connected to alcohol consumption per capita.
Effects of the thiamine deficiency can be found throughout the brain. The damage associated with
Wernicke-Korsakoff syndrome seems to occur in a combination of areas including the mammillary
bodies, the cerebellum, the frontal lobe, the periaqueductal gray, the thalamus, the walls of the third
ventricle, and the floor of the fourth ventricle. Damage to these structures yields the defining features
found in the clinical exam consisting of ocular disturbances, mental status changes, gait abnormalities,
agitation, and confabulations. Unfortunately, once Wernicke-Korsakoff syndrome occurs, the effects
are not reversible and are often progressive.

In an early review of ambulatory alcohol withdrawal management, it was explicitly recommended that
medications should be administered in the treatment setting rather than at home when possible.*
However, this recommendation has not been repeated in more recent work, and concerns can be
addressed by providing only a few take-home doses at a time and ensuring patients understand how to
self-administer medications properly. Instructions on warnings for specific medications will be addressed
in a later section. Most importantly, patients should be advised about the risk of impairment or overdose if
certain medications are combined with alcohol or other substances.”%®

Finally, it is important to explain to patients and caregivers the circumstances under which a transfer to a

more intensive level of care may be necessary, for example if signs and symptoms continue to increase in
severity despite taking medication as prescribed. See Recommendation 1V.5 for indications for transfer to
a more intensive level of care. Explaining this at the beginning of the withdrawal management process is

optimal to ensure a smooth transition if necessary.
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C. AUD Treatment Initiation and Engagement

Recommendation 1V.12: When feasible, alcohol use disorder (AUD) treatment should be initiated
concurrently with alcohol withdrawal management as cognitive status permits. If appropriate, clinicians
should offer to initiate pharmacotherapy for AUD as cognitive status permits. If not initiating AUD
treatment themselves, clinicians should explain the range of evidence-based treatment services available
in the community, and engage patients with these options. In addition, clinicians may offer information
about local recovery support groups, including 12-step groups.

Discussion

To the fullest extent possible, patients undergoing alcohol withdrawal management should be engaged, if
not initiated, in treatment for alcohol use disorder (AUD) as soon as cognitive status permits. This
engagement should be considered part of the withdrawal management process and should not be delayed
until withdrawal management is complete. There are currently no evidence-based practices for addressing
AUD as part of alcohol withdrawal management.

In early discussions of ambulatory alcohol withdrawal management, it was recognized that AUD outreach
and case management is important for patients.® In a now-classic study comparing inpatient and
outpatient alcohol withdrawal management, it was noted that patients benefit from receiving treatment for
AUD in the same outpatient facility at which they complete alcohol withdrawal management. As
patients in ambulatory settings typically have less severe withdrawal syndromes, treatment initiation and
engagement can begin closer to initiating withdrawal management. When discussing AUD, emphasize
patient engagement, and offer a variety of treatment and support options, even if the current goal is not
abstinence from alcohol. Patients undergoing ambulatory alcohol withdrawal management in a setting
such as primary care represent a less “captive” audience, and therefore more commitment may be needed
from clinicians to engage patients in continuing treatment. Motivational interviewing or enhancement,
delivered in primary care settings, has been demonstrated to reduce alcohol and other drug use and to help
engage patients in AUD treatment.®”# Regular follow-up visits at least monthly for a year in Level 1-WM
settings may increase the chances of continued recovery, although the Guideline Committee
acknowledged that this may not always be realistic.

D. Pharmacotherapy
(1) Prophylaxis

Recommendation 1V.13: Patients at risk of developing severe or complicated alcohol withdrawal or
complications of alcohol withdrawal may be treated in ambulatory settings at the discretion of providers
with extensive experience in management of alcohol withdrawal. Such patients should be provided with
preventative pharmacotherapy. Benzodiazepines are first-line treatment because of their well-documented
effectiveness in reducing the signs and symptoms of withdrawal including the incidence of seizure and
delirium. Phenobarbital is an appropriate alternative in Level 2-WM setting for providers experienced
with its use. For patients with a contraindication for benzodiazepine use, phenobarbital (in Level 2-WM
settings by providers experienced with its use) or transfer to a more intensive level of care are appropriate
options.
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Recommendation 1V.14: A front loading regimen is recommended for patients at high risk of severe
withdrawal syndrome. Providing at least a single dose of preventative medication is appropriate for
patients at lower levels of risk who have:

A history of severe or complicated withdrawal

An acute medical, psychiatric, or surgical illness

Severe coronary artery disease

Displaying signs or symptoms of withdrawal concurrent with a positive blood alcohol content

Recommendation 1V.15: Patients at risk of developing new or worsening signs or symptoms of
withdrawal while away from the ambulatory treatment setting should be provided with pharmacotherapy.
Some indications of risk include a history of withdrawal episodes of at least moderate severity and being
within the window for the development of symptoms in the time course of withdrawal. Benzodiazepines,
carbamazepine, or gabapentin are all appropriate options for monotherapy. Providing at least a single dose
of benzodiazepine followed by ongoing treatment according to symptom severity is also appropriate. If
the risk of developing worse withdrawal is unknown, patients should be reassessed frequently over the
next 24 hours to monitor their need for withdrawal medication.

Discussion

Determining risk of developing severe or complicated withdrawal or complications of withdrawal is
addressed in section 11: Initial Assessment of Alcohol Withdrawal. As discussed in section I11: Level of
Care Determination, if there is a risk that patients will develop severe or complicated withdrawal or
complications of withdrawal, it should first be determined if ambulatory care is the appropriate level of
care. Some providers with extensive experience in managing alcohol withdrawal may decide to treat at-
risk patients in ambulatory settings.

Patients at risk of developing severe or complicated withdrawal or complications of withdrawal should
receive pharmacotherapy as soon as possible to prevent these signs and symptoms.*13#° Benzodiazepines
are recommended as the primary medication to prevent the development of severe, complicated or
complications of withdrawal. There is clear evidence that benzodiazepines reduce the incidence of alcohol
withdrawal seizures and alcohol withdrawal delirium.2134451% phenobarbital can be used as an alternative
in Level 2-WM settings, particularly for patients with a contraindication for benzodiazepine use.
However, given its narrow therapeutic window and extended half-life, it should only be used by clinicians
experienced with its use, particularly in ambulatory settings where patients have greater likelihood of
exposure to alcohol.

For patients at high risk of severe withdrawal, front loading with a benzodiazepine is recommended to
rapidly achieve therapeutic levels of medication. Front loading has been shown to reduce the duration of
treatment and incidence of withdrawal seizure and duration of delirium.23°! Patients should be closely
observed for over-sedation and respiratory depression following the administration of a front loading
dose.

For patients at lower levels of risk, providing at least a single or a few doses of benzodiazepine is
appropriate and can be followed by a medication chosen according to symptom severity (see 1V.D(2):
Withdrawal symptoms). If a clinician determines that a patient is no longer at risk, for example, because
risk has been sufficiently mitigated by administration of medication or because the course of withdrawal
has passed the period of acute risk, ongoing pharmacotherapy for alcohol withdrawal can be determined
according to the severity of a patient’s withdrawal at that time. Some situations which have been called
out as appropriate for administering at least a single dose of benzodiazepines include: a history of severe
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or complicated withdrawal; risk for complications of significant medical, surgical, or psychiatric illness
(particularly cardiovascular disease including coronary artery disease);* and displaying signs or symptoms
of withdrawal concurrent with a positive blood alcohol content (an indication of risk for developing
severe withdrawal syndrome).

A concern in ambulatory withdrawal management is the lack of continuous observation of patients to
identify worsening withdrawal syndrome and provide medication to address symptoms if needed. Patients
experiencing mild alcohol withdrawal (e.g., CIWA-Ar score <10) who are at low risk of developing
severe, complicated, or complications of withdrawal can be managed with supportive non-
pharmacotherapy in both ambulatory and inpatient settings (see Recommendations 1V.16 and V.15). In
the ambulatory setting, clinicians may want to use medication to prevent the emergence of mild or
worsening to moderate withdrawal while patients are away from the clinic, meaning the severity threshold
for prescribing medication is lower in ambulatory settings than inpatient settings, particularly if there is an
indication of risk for symptom development. The recommendation that patients with even very mild
withdrawal who cannot be monitored be provided medication has been supported in prior guidelines.>

Risk of developing more severe withdrawal is determined, in part, by the severity of previous withdrawal
episodes as well as timing (within the 6-36 hour window) of the emergence, peak, and resolution of
withdrawal signs and symptoms after cessation of (or reduction in) alcohol consumption.? While
withdrawal tends to worsen with each episode, patients with repeated bouts of mild alcohol withdrawal
have reported similar signs and symptoms for each episode.*

Sometimes the risk of withdrawal progression is unknown, for example, if patients have not had prior
withdrawal episodes or do not know the exact timing of their last drink. It is appropriate to either provide
medication or reassess the patient frequently over the next 24 hours, after which more serious withdrawal
is unlikely to develop.®? Reassessment can be done in person or over the phone or video chat.

Benzodiazepines, carbamazepine, or gabapentin are appropriate options for managing patients at risk of
developing mild or moderate withdrawal. These medications are also appropriate for patients already
experiencing mild and moderate withdrawal as seen in the next section. As in the case of risk of
developing severe, complicated, or complications of withdrawal, a dose or doses of a benzodiazepine
followed by ongoing treatment according to symptom severity is also appropriate.

(2) Withdrawal symptoms

Recommendation 1V.16: Patients experiencing mild alcohol withdrawal (e.g., CIWA-Ar score <10) who
are at minimal risk of developing severe or complicated alcohol withdrawal or complications of alcohol
withdrawal may be provided pharmacotherapy or supportive care alone. If providing medication,
carbamazepine or gabapentin are appropriate options. For patients who are at risk of developing new or
worsening withdrawal while away from the treatment setting, benzodiazepines, carbamazepine, or
gabapentin are appropriate.

Recommendation 1V.17: Patients experiencing moderate alcohol withdrawal (e.g., CIWA-Ar scores 10-
18) should receive pharmacotherapy. Benzodiazepines are first-line treatment. Carbamazepine or
gabapentin are appropriate alternatives. For patients with a contraindication for benzodiazepine use,
carbamazepine, gabapentin, or phenobarbital (in Level 2-WM settings for providers experienced with its
use) are appropriate. Carbamazepine, gabapentin, or valproic acid (if no liver disease or childbearing
potential) may be used as an adjunct to benzodiazepines.
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Recommendation 1V.18: Patients experiencing severe, but not complicated, alcohol withdrawal (e.g.,
CIWA-Ar > 19), may be treated in ambulatory Level 2-WM settings at the discretion of providers with
extensive experience in management of alcohol withdrawal. Such patients should receive
pharmacotherapy. Benzodiazepines are first-line treatment. Phenobarbital is an appropriate alternative for
providers experienced with its use. For patients with a contraindication for benzodiazepine use,
phenobarbital, carbamazepine, or gabapentin are appropriate. The use of adjunct medications is also
appropriate.

Recommendation 1V.19: If a patient is taking medication as prescribed and symptoms are not controlled
as expected:
o First, consider increasing the dose

If over-sedation or inadequate monitoring is a concern:
o Reassess for appropriate level of care
e Consider switching medications
e If using benzodiazepines, consider adding an adjunct medication

Discussion

Appropriate pharmacotherapy for alcohol withdrawal managed in an ambulatory setting is a balance of
alleviating symptoms enough to minimize the likelihood that patients will return to alcohol use and the
possibility they will experience negative side effects or other negative outcomes due to medication use.
Patients experiencing mild withdrawal (e.g., CIWA-Ar score <10) can be treated with pharmacotherapy
or supportive therapy alone if they are not at risk of symptom progression. Patients experiencing moderate
or severe withdrawal (e.g., CIWA-Ar scores > 10) should receive pharmacotherapy.

Carbamazepine or gabapentin are appropriate for managing mild and moderate alcohol withdrawal in
patients who are at minimal risk of developing severe or complicated alcohol withdrawal.®>°* There is
evidence that carbamazepine and gabapentin are as effective as benzodiazepines as monotherapy for low-
risk patients* ¢ and they have characteristics which increase their favorability compared to
benzodiazepines and phenobarbital in ambulatory settings. They have lower risk for drug-alcohol toxicity
and are less sedating compared to benzodiazepines and phenobarbital.%27392 Carbamazepine and
gabapentin have been shown to decrease craving for alcohol and reduce alcohol consumption after the
withdrawal period.® This may make them particularly beneficial for patients treated in ambulatory
settings where the opportunity for exposure to alcohol is greater.

As symptom severity or risk of developing severe symptoms increases, medications with well-established
effectiveness in preventing the incidence of severe and complicated withdrawal are preferred.>
Benzodiazepines are first-line agents for treating moderate®® %58 and severe alcohol withdrawal**%® due to
their known effectiveness in preventing seizures and delirium.*%°* Carbamazepine, gabapentin and
phenobarbital can be used for patients with a contraindication for benzodiazepine use.%%581.92 However,
given its narrow therapeutic window and extended half-life, phenobarbital should only be used in Level 2-
WM settings by clinicians experienced with its use, particularly in ambulatory settings where patients
have greater likelihood of exposure to alcohol.
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As discussed in section 111: Level of Care Determination, if patients are experiencing severe withdrawal
(e.g., CIWA-Ar > 19), it should first be determined if ambulatory treatment is the appropriate level of
care. Some ambulatory providers with extensive experience in managing alcohol withdrawal may decide
to treat patients experiencing severe withdrawal in the absence of confusion or hallucinations indicative of
delirium or seizure during the current withdrawal episode in a Level 2-WM ambulatory setting.
Benzodiazepines are first-line treatment, but phenobarbital is an appropriate alternative for providers
experienced with its use, even if benzodiazepine use is not contraindicated.

Patients receiving pharmacotherapy should be monitored for signs of Considerations for

response to medication. If patients do not respond as expected, a number | nhatjents with a slow

of actions can be considered. First, consider increasing the dose. The response to medication.

amount of medication required to control symptoms is variable and

ultimately determined by clinical judgment. Patients with more severe 1) Increasing the

withdrawal may require larger doses than are typically seen in other dose

patient populations, particularly during early withdrawal. Providing large 2) Reassess for

doses of benzodiazepine can lead to over-sedation and respiratory appropriate level

depression and patients should be monitored closely. of care, including
presence of

Second, patients should be reassessed for appropriate level of care. concurrent

Failure to respond may reflect the presence of more severe withdrawal conditions

than expected and significant risk of major complications.** A more 3) Switch

intensive level of care may be needed to monitor and manage major medications

complications if they occur.®? 4) Consider adding

Third, consider switching to a different medication. Failure to respond to an a—(_jlm

benzodiazepine may reflect benzodiazepine resistance due to kindling medication

(see VI.D: Resistant Alcohol Withdrawal). Higher numbers of previous
alcohol withdrawal episodes is associated with decreased responsiveness to benzodiazepines. Failure to
respond may also be due to withdrawal from another GABAergic agent such as gabapentin. In these
cases, switching to an alternative medication should be considered.

Fourth, if using benzodiazepines, consider adding an adjunct medication. Some patients benefit from the
addition of an adjunct medication to control signs and symptoms of withdrawal and their use can be
considered as part of the treatment plan. The use of carbamazepine, gabapentin, or valproic acid as an
adjunct medication to benzodiazepines is also appropriate for patients experiencing moderate or severe
withdrawal. Valproic acid should not be used in patients who have liver disease, with women of
childbearing potential, or as monotherapy for withdrawal. Alpha2-adrenergic agonists (A2AAs) and beta-
adrenergic antagonist (beta-blockers) can be used in conjunction with benzodiazepines to manage
persistent hypertension or tachycardia.**%’

(3) Benzodiazepine use

Recommendation 1V.20: While no particular benzodiazepine agent is more effective than another,
longer-acting benzodiazepines are the preferred agents due to the clinical benefits of their longer duration
of action.

Recommendation 1V.21: If waiting for lab test(s) results or if the test(s) are unavailable, if a patient has
signs of significant liver disease, use a benzodiazepine with less hepatic metabolization.

76
AMBULATORY MANAGEMENT



o o ~N o o1 W N -

el ol
2 WNRO

NNONNNRE R R R R
WNEFP OW®WOom-~N OO

24

25
26
27
28
29
30
31
32

33
34
35
36
37
38
39
40
41

Recommendation 1V.22: Clinicians should monitor patients taking benzodiazepines for signs of over-
sedation and respiratory depression.

Recommendation 1V.23: A benzodiazepine prescription to treat alcohol withdrawal should be
discontinued following treatment.

Recommendation 1V.24: Clinicians can manage benzodiazepine misuse or diversion risk in ambulatory
settings by dispensing or prescribing the minimum amount necessary given patients’ level of stability and
timing of their next in-person clinic visit. Alternative medications can also be considered such as
carbamazepine or gabapentin.

Recommendation 1V.25: In ambulatory settings, benzodiazepines should not be prescribed to patients
with a history of even mild adverse events with benzodiazepine use because rapid intervention is not
typically available. Benzodiazepines can be used with caution in patients with a high risk of
benzodiazepine diversion including patients with a current or past benzodiazepine use disorder for the
short period of acute alcohol withdrawal. Risk can be managed by dispensing or prescribing a small
number of doses.

Recommendation 1V.26: Patients who are taking benzodiazepines, and their caregivers, should be
educated regarding:
e The danger of drug-drug interactions between benzodiazepines and other CNS depressants
(impairment and respiratory depression)
e The risks associated with combining alcohol and benzodiazepines and importance of abstinence
from alcohol
e The risks associated with driving or use of heavy machinery for the first few days of
benzodiazepine administration
e Instructions to reduce their benzodiazepine dose if drowsiness occurs

Discussion

Benzodiazepines are commonly recommended as first-line agents for managing most forms of alcohol
withdrawal.***° Diazepam, lorazepam and chlordiazepoxide are the most frequently used in treating
alcohol withdrawal. While there is no evidence showing superiority of effectiveness among
benzodiazepine agents,*% longer-acting agents are preferred by many clinicians.?*8! A long duration of
action contributes to a smoother course of withdrawal and greater control of breakthrough and rebound
signs or symptoms. This provides greater coverage for preventing alcohol withdrawal seizures and
delirium.®% For this reason, patients prescribed a shorter-acting agent should have a more gradual taper
and be reassessed more frequently (see 1V.D(4): Benzodiazepine dosing regimens).

Longer-acting agents can accumulate and lead to over-sedation and respiratory depression, particularly in
older patients or those with compromised health. Other signs of over-sedation include ataxia, confusion,
memory impairment, and delirium, which may be difficult to differentiate from alcohol withdrawal-
related delirium.? Benzodiazepine associated delirium has been diagnosed by the administration of
flumazenil, a GABA-A receptor antagonist, but this protocol was not reviewed by the Guideline
Committee.*® A reduction in the benzodiazepine dose and the addition of a neuroleptic agent to control for
agitation and/or confusion can be considered if patients are not at an elevated risk of seizure (i.e., they are
outside of the acute risk window).?2 Some neuroleptic agents have been shown to reduce the seizure
threshold.
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Benzodiazepine accumulation is more likely in patients with impaired hepatic function. Medication dose
can be reduced or a benzodiazepine with less dependence on hepatic metabolism can be used (see section
VI1I.D. Patients with Medical Conditions). Laboratory testing recommended in section I1.E. Identify
Concurrent Conditions can indicate the need to adjust the treatment plan, but as treatment should not be
delayed while waiting for lab test(s) results or if the test(s) are unavailable at the treatment setting, if a
patient has signs of significant liver disease, reduce the dose or use a benzodiazepine with less hepatic
metabolization.

Signs of significant liver disease include:
e Skin and eyes that appear yellowish (jaundice)
e Swelling in the legs and ankles (edema)
e ltchy skin
e Dark urine color
e Pale stool color, or bloody or tar-colored stool
e Confusion
e Chronic fatigue
e Nausea or vomiting

Benzodiazepines prescribed for alcohol withdrawal should be discontinued after withdrawal is complete.
Patients are at risk of developing a physiological dependence on benzodiazepines, developing a
benzodiazepine use disorder, or experiencing benzodiazepine withdrawal. The decision process for
determining appropriate duration of treatment is affected by the amount of benzodiazepine used during
the acute withdrawal period, particularly when seizure or delirium has occurred, and any associated
physiological dependence that may have developed.®* Managing the phenomenon of protracted
withdrawal, where subacute symptoms of irritability, anxiety and sleep disturbances can persist for weeks,
is beyond the scope of the current guideline.

In ambulatory settings, benzodiazepine use has liabilities not present in inpatient settings. Risk can be
managed by dispensing or prescribing very small number of doses, with some suggesting providing only
enough medication for one day.38:3%72100.101 The Clinical Champions determined that recommending daily
prescriptions might be too restrictive and giving enough medication until a patient’s next appointment
(e.g., 1-3 three days) is reasonable. They noted that these considerations are relevant primarily for
benzodiazepine prescriptions due to the risk involved and that they would be comfortable giving several
days’ worth of carbamazepine or gabapentin due to lower risk for diversion and/or drug-drug interactions.

There are some situations where the risks of benzodiazepine use outweigh the benefits in an ambulatory
management setting. In these cases, patients can be offered an alternative medication rather than transfer
to inpatient treatment. Patients with a history of even mild adverse events with benzodiazepine use should
not be prescribed benzodiazepines for ambulatory withdrawal because of the lack of continuous
monitoring.

Benzodiazepines should be prescribed with extra caution to some patients if managed by dispensing or
prescribing a very small number of doses and more frequent monitoring. Patients with a high risk of
benzodiazepine misuse or diversion (history of previous misuse or diversion or another household
member with a history of misuse or diversion of benzodiazepines) and patients with a current or past
benzodiazepine use disorder can be prescribed benzodiazepines if managed cautiously. The potential for
misuse is limited during the short period of supervised alcohol withdrawal.®?
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It is critical that patients who are prescribed benzodiazepines and their caregivers understand the danger
of drug-drug interactions with this medication.” % As respiratory depression and death can result from
the combination of alcohol or opioids with benzodiazepines, clinicians should emphasize the importance
of not using alcohol or other drugs during withdrawal management.’*1% Patients should also be warned
about the risk of drowsiness and advised not to drive or use heavy machinery for the first few days of
taking benzodiazepines.”™ Patients should be advised to reduce the dose if drowsiness occurs.*

(4) Benzodiazepine dosing regimens

Recommendation 1V.27: At short-term observational settings with continuous monitoring (e.g. Level 2-
WM), symptom-triggered treatment conducted by trained staff is the preferred benzodiazepine dosing
method. Front loading while under clinical supervision or fixed dosing with additional as-needed
medication are also appropriate.

Recommendation 1V.28: At settings without extended on-site monitoring (Level 1-WM), symptom-
triggered dosing is appropriate if patients or a caregiver can reliably monitor signs and symptoms with a
withdrawal severity scale and follow dosing guidance. Otherwise, front loading while under clinical
supervision or fixed dosing with additional as-needed medication is appropriate.

Recommendation 1V.29: Front loading is recommended for patients experiencing severe alcohol
withdrawal (e.g., CIWA-Ar > 19). Diazepam and chlordiazepoxide are preferred agents for front loading.

Recommendation 1V.30: When using a fixed-dose schedule, patients’ signs and symptoms should still
be monitored. A few additional additional take-home doses can be provided to take as needed. When
initiating a fixed-dose regimen, arrange for the patients to be followed up with the following day to
modify the dose if needed.

Recommendation 1V.31: If prescribing a shorter-acting benzodiazepine, using a fixed-dose regimen with
a gradual taper may be appropriate to reduce the likelihood of breakthrough and rebound signs and
symptoms.

Discussion

Examples for these dosing regimens can be found in Appendix V.

Multiple dosing strategies have been used to administer benzodiazepines during alcohol withdrawal. In
general, symptom-triggered treatment is the preferred dosing method,*3® but there is disagreement
regarding its appropriateness for ambulatory settings. In this regimen, medication is administered only
when patients are experiencing significant withdrawal symptoms according to a severity scale. This
allows dosing to be individualized according to symptom severity and reduces the risk of under- and over-
treating by assessing and dosing according to real-time symptom severity. It is possible that very large
doses of medication will be needed rapidly, and reduced as symptoms resolve.?!® Symptom-triggered
dosing has been shown to reduce the duration of treatment and inpatient length of stay compared to a
fixed-dose schedule.221:4451

This disagreement regarding its appropriateness for ambulatory settings generally hinges on how signs
and symptoms will be assessed and by whom. Symptom-triggered treatment is appropriate when
conducted by healthcare professionals in Level 2-WM settings.2**2! In Level 1-WM settings, where
symptoms would be assessed by caregivers or patients themselves, most prior guidelines have only
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considered the use of the CIWA-Ar, which requires training in order to score reliably. Other symptom
assessment instruments such as the Short Alcohol Withdrawal Scale (SAWS) are designed to be self-
administered and used in ambulatory settings.®! Symptom-triggered treatment using the SAWS has been
shown to be as safe and effective as a fixed-dose scheduled taper in an open-label RCT of outpatients.’
Other sources, including the Guideline Committee, argue that the CIWA-Ar can be administered by
patients or caregivers for symptom-triggered treatment if given sufficient instruction.®? If patients meet
criteria for treatment in a Level 1-WM setting and they or a caregiver can reliably assess signs and
symptoms and follow guidance to determine whether a dose is needed, symptom triggered treatment is an
appropriate option.

Fixed dosing is also appropriate in ambulatory settings. In a fixed-dose regimen, set amounts of
medication are administered at regular intervals, and the dose amount, dosing frequency, or both are
gradually tapered according to a set schedule. While fixed dosing is easy to administer, over- or
underestimating the amount of benzodiazepine needed may lead to insufficient symptom control and
over-sedation.?® With fixed dosing, additional take home doses should be provided in the event symptoms
are not adequately controlled.*® Fixed-dose regimens do not eliminate the need for frequent monitoring
and dose adjustment.”*? When initiating a fixed-dose regimen in an ambulatory setting, patients should be
reassessed the next day to modify the dose, if needed.

Front loading conducted by trained staff is also appropriate in ambulatory settings and is preferred for
patients at risk for or experiencing severe alcohol withdrawal (e.g., CIWA-Ar scores >19).%7° Front
loading describes when a moderate to high dose of a long-acting benzodiazepine is administered to
achieve rapid control of withdrawal signs and symptoms and is allowed to taper through metabolism.
Diazepam and chlordiazepoxide are the preferred agents for front loading. This regimen is typically used
when rapid administration of a benzodiazepine is required, either because the patient is experiencing
significant symptoms or is at risk of developing them. Front loading has been shown to reduce the
duration of treatment, incidence of withdrawal seizure, and duration of delirium.%°2 This effect is usually
attributed to the rapid administration of large amounts of benzodiazepines early in the withdrawal
period.2 A front-loading regimen can be driven by a withdrawal severity scale (e.g., 10 mg diazepam
PO every hour if CIWA-Ar score > 10) or according to a fixed schedule (e.g., 20 mg diazepam PO every
2 hours for 3 doses). Symptom-triggered front loading has been shown to reduce symptom duration and
the amount of benzodiazepine used,’®%-1% the incidence of withdrawal seizures, and the duration of
delirium for patients being treated in the Intensive Care Unit (ICU).1%2 Fixed-dose front loading can be
used with patients for whom it would be difficult to obtain an accurate score on a withdrawal severity
scale.

Clinicians should monitor patients closely before and after providing a front loading dose for signs of
over-sedation and respiratory depression as doses are more frequent with this regimen.”#? The need to
observe patients does not necessarily preclude front loading in a Level 1-WM setting, as symptoms can
often resolve in as few as 2-3 doses.

Because of their shorter duration of action, short-acting benzodiazepine concentrations can diminish
rapidly, increasing the chance for rebound and breakthrough symptoms and signs including seizure. For
this reason, a fixed-dose schedule with a long taper may be more feasible than a symptom-triggered
dosing regimen requiring very frequent reassessment. Shorter-acting benzodiazepines should be tapered
carefully even after withdrawal resolves to prevent the development of rebound or breakthrough signs and
symptoms. If the CIWA-Ar is used in conjunction with short acting benzodiazepines, the assessments
should be done promptly in order to prevent seizures due to protocol errors.®
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(5) Carbamazepine, gabapentin, valproic acid

Recommendation 1V.32: Gabapentin is a favorable choice for treating alcohol withdrawal when a
clinician also plans to use it for a patient’s ongoing treatment of alcohol use disorder.

Recommendation 1V.33: If benzodiazepines are contraindicated, carbamazepine or gabapentin are
appropriate alternatives.

Recommendation 1V.34: Carbamazepine, gabapentin, or valproic acid may be used as an adjunct to
benzodiazepine therapy to help control alcohol withdrawal. Before using as an adjunct, clinicians should
ensure that an adequate dose of benzodiazepine has been administered.

Recommendation 1V.35: Valproic acid should not be used in patients who have liver disease or women
of childbearing potential.

Recommendation 1V.36: There is insufficient evidence to support the use of valproic acid as
monotherapy for the treatment of alcohol withdrawal.

Discussion

Evidence suggests that anticonvulsants, particularly carbamazepine, are effective at preventing alcohol
withdrawal progression, seizures and delirium.* At this time, there is insufficient evidence to support their
use over benzodiazepines for patients at increased risk of severe withdrawal, seizures, or delirium.
2133892107 A the efficacy of benzodiazepines is well-established, there have been ethical concerns with
running placebo-controlled or treatment-as-usual-controlled (i.e., compared to benzodiazepines) studies in
at-risk populations.29

Carbamazepine or gabapentin are appropriate medications for treating low risk patients. They are also
appropriate alternatives for patients with a benzodiazepine contraindication. Gabapentin may provide an
effective bridge therapy from alcohol withdrawal treatment to long-term alcohol use disorder
treatment.?2 It has been found to improve rates of abstinence and reduce heavy drinking days compared
with placebo during the maintenance phase of alcohol use disorder treatment.®2

Box 6. Gabapentin misuse, abuse, and diversion!®

The FDA approved the use of gabapentin for the treatment of epilepsy and post-herpetic neuralgia.
However, gabapentin has commonly been used off-label for the treatment of various other conditions,
including alcohol use disorder or chronic pain. When the development process for this guideline began,
gabapentin was largely perceived as safe and having limited potential for misuse or abuse and was not
classified as a controlled substance in most of the country. However, with the increased use of
gabapentin in the treatment of other conditions, some states have identified the potential risk for
misuse, abuse, and diversion and have reclassified gabapentin as a Schedule—V medication. A
systematic review examining gabapentin’s misuse, abuse and diversion potential found evidence to
support the risk associated with prescribing gabapentin. Although gabapentin was only misused by 1%
of the general population, 40-65% of individuals prescribed gabapentin have misused or abused the
medication. Similarly, patients with a substance use disorder were more likely to misuse gabapentin.
Given this recent evidence, the recommendations made in this guideline pertaining to the risk of
misuse, abuse, or diversion of gabapentin should be interpreted cautiously.
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Some patients benefit from the addition of an adjunct medication to control signs and symptoms of
withdrawal. Use of carbamazepine, gabapentin, or valproic acid as an adjunct to benzodiazepines may be
appropriate. For patients in severe withdrawal, other medications can be used to manage signs and
symptoms if benzodiazepines are already being given.® Before using an adjunct medication, clinicians
should ensure that an adequate dose of benzodiazepine has been administered since large doses of
benzodiazepine are sometimes needed to control withdrawal.

While valproic acid has been found to be promising for the treatment of alcohol withdrawal, more
evidence is needed before it can be recommended as monotherapy.®21% Its use as an adjunct to
benzodiazepines is supported.?134458 However, valproic acid should not be used in patients with
hematological or hepatic disorders including acute liver impairment* or in women of childbearing
potential because of teratogenic risk.!

(6) Phenobarbital

Recommendation 1V.37: Phenobarbital can be used for some patients in Level 2-WM ambulatory
settings; however, it should only be used by clinicians experienced with its use given its narrow
therapeutic window and side effects.

Recommendation 1V.38: In a Level 2-WM ambulatory setting, phenobarbital monotherapy, managed by
a clinician experienced with its use, is an appropriate alternative to benzodiazepines for patients who are
experiencing severe alcohol withdrawal or who are at risk of developing severe or complicated alcohol
withdrawal or complications of alcohol withdrawal.

Recommendation 1V.39: In a Level 2-WM ambulatory setting, phenobarbital monotherapy, managed by
a clinician experienced with its use, is appropriate for patients with a contraindication for benzodiazepine
use who are experiencing moderate or severe alcohol withdrawal or who are at risk of developing severe
or complicated alcohol withdrawal or complication of alcohol withdrawal.

Discussion

There is disagreement in the literature regarding the appropriateness of phenobarbital in ambulatory
settings, due to the risk of toxicity when used in combination with alcohol or in high doses.3%"111 |n
general, phenobarbital should only be used by clinicians experienced with its use in settings that offer
close monitoring. Phenobarbital may cause respiratory depression and over-sedation and its narrow
therapeutic window makes it challenging to dose correctly compared to other medications used to treat
alcohol withdrawal. As with benzodiazepines, effects on the central nervous system are exacerbated when
other CNS depressants such as alcohol are also used.

Phenobarbital may be appropriate in Level 2-WM ambulatory settings (e.g., ambulatory settings with
extended onsite monitoring) as an alternative to benzodiazepines when benzodiazepine use is
contraindicated. Phenobarbital is appropriate for such patients experiencing moderate or severe
withdrawal or who are at risk of developing severe or complicated alcohol withdrawal or complications of
alcohol withdrawal. Phenobarbital is also an appropriate benzodiazepine alternative outright for patients
experiencing or who are at risk of developing severe or complicated alcohol withdrawal or complications
of alcohol withdrawal.

See Box 7 for more information on phenobarbital.
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(7) A2AAs and beta-blockers

Recommendation 1V.40: Alpha2-adrenergic agonists (A2AAs) such as clonidine can be used as an
adjunct to benzodiazepine therapy to control autonomic hyperactivity and anxiety when symptoms are not
controlled by benzodiazepines alone. They should not be used alone to prevent or treat withdrawal-related
seizures or delirium.

Recommendation 1V.41: Beta-adrenergic antagonists (beta-blockers) can be used as an adjunct to
benzodiazepines in select patients for control of persistent hypertension or tachycardia when these signs
are not controlled by benzodiazepines alone. They should not be used to prevent or treat alcohol
withdrawal seizures.

Discussion

No existing guidance or evidence was found regarding the use of alpha2-adrenergic agonists (A2AAS)
and beta-adrenergic antagonists (beta-blockers) in ambulatory settings.

Many patients in alcohol withdrawal experience cardiac or adrenergic symptoms such as hypertension
and tachycardia. These symptoms can be addressed by treating medical problems commonly seen in
patients with alcohol withdrawal syndrome, such as dehydration and electrolyte imbalances or through
use of benzodiazepines. A2AAs and beta-blockers can be used in conjunction with benzodiazepines to
manage persistent hypertension or tachycardia.*°” While these medications reduce the signs of
sympathetic activation, they do not treat the underlying pathophysiology, which may mask the
hyperadrenergic state and lead to a false perception that these signs are properly treated. They also do not
prevent withdrawal-related seizures or delirium and should not be used alone in the treatment of alcohol
withdrawal.

See Box 8 for more information on A2AAs and beta-blockers.
(8) Inappropriate medications

Recommendation 1V.42: Oral or intravenous alcohol should not be used for the prevention or treatment
of alcohol withdrawal.

Recommendation 1V.43: There is insufficient evidence to support the use of baclofen for the treatment
of alcohol withdrawal.

Recommendation 1V.44: Providing magnesium as a prophylaxis or treatment for alcohol withdrawal
management has no supporting evidence.

Discussion

While ethyl alcohol administration has been used to manage withdrawal, it is not recommended. 38
Administration of oral or intravenous alcohol has no proven efficacy, no accepted protocols, and known
toxicity.!3

A recent Cochrane review of three RCTs on the use of baclofen for alcohol withdrawal treatment drew no
conclusions about efficacy or safety of baclofen due to insufficient and low quality evidence. 2113
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ASAM’s 2004 guideline, “Management of Alcohol Withdrawal Delirium”, suggested that magnesium
may reduce neuromuscular activity in patients experiencing alcohol withdrawal delirium. However, a
recent Cochrane review!'* concluded that there is not enough evidence to determine the benefit of
magnesium in alcohol withdrawal prevention or management, which is in agreement with the ASAM’s
1997 guideline on alcohol withdrawal management.®
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V. Inpatient Management of Alcohol Withdrawal

This guideline divides recommendations on the management of alcohol withdrawal into two broad
categories where withdrawal management services are provided: ambulatory and inpatient settings. While
there are many differences in the services provided within these categories, and services should not
ideally be tied to a specific setting, this organization follows a reasonable structure that seems to match
how providers currently think about their practice context. The goal is that practitioners can reference one
management section or the other. There are many shared service practices across categories, however,
which creates a great deal of repetition across sections. This organization was intentional. As most readers
do not read through an entire guideline, the goal was to ensure that each section stands on its own.

The section applies to inpatient settings where withdrawal management is provided. This includes two
Level 3 settings and one Level 4 setting as defined in The ASAM Criteria. These levels of care are
primarily differentiated by the intensity of clinical services and medical training of staff. Level 3.2-WM
clinically managed residential withdrawal management is a residential service providing 24-hour structure
and support by trained, non-medical staff. They may have concurrent medical services equivalent to
primary care, but medical care is not provided 24/7. In some programs, staff supervise patients as they
self-administer medications. Level 3.7-WM medically monitored inpatient withdrawal management is a
residential service providing 24-hour structure and support by medical and nursing staff. They may be
located in a specialty addiction treatment or mental health setting with addiction treatment services. Level
4-WM medically managed intensive inpatient withdrawal management is a medical or psychiatric hospital
service with an addiction specialist physician (see The ASAM Criteria for additional details).

This section is primarily informed by the extensive body of research conducted in hospital settings.
However, they should apply to all inpatient settings unless otherwise specified (e.g., treatment in
Intensive Care Unit [ICU] or Cardiac/Coronary Care Unit [CCU]). Additional recommendations specific
to hospitalized patients or patients that are hospitalized primarily for a reason other than alcohol
withdrawal are included in the section VII. Specific Settings and Populations.

A. Monitoring

Recommendation V.1: The following monitoring schedule is appropriate:

e In patients with moderate to severe withdrawal or those requiring pharmacotherapy, re-assess
every 1-4 hours for 24 hours, as clinically indicated. Once stabilized (e.g., CIWA-Ar score < 10
for 24 hours), monitoring can be extended to every 4-8 hours for 24 hours, as clinically indicated.

e Patients with mild withdrawal and low risk of complicated withdrawal may be observed for up to
36 hours, after which more severe withdrawal is unlikely to develop.

Recommendation V.2: Monitor patients’ vital signs, hydration, orientation, sleep, and emotional status
including suicidal thoughts.

Recommendation V.3: Monitor patients receiving pharmacotherapy for alcohol withdrawal for signs of
over-sedation and respiratory depression.

Recommendation V.4: Signs and symptoms of alcohol withdrawal should be monitored during
withdrawal management with a validated assessment scale (see Appendix Il for a summary of scales and
their associated features).
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Discussion

Optimal monitoring frequency is a balance between clinical need and feasibility. Many sources, including
The ASAM Criteria, designate appropriate thresholds for frequency of monitoring. In a review of studies
comparing inpatient with outpatient alcohol withdrawal management, monitoring intervals ranged from
30 minutes to 8 hours.*>*> Monitoring of patients experiencing moderate and severe withdrawal or
patients experiencing mild withdrawal who are at increased risk for developing severe, complicated, or
complications of withdrawal should initially be conducted every 1-4 hours or as clinically indicated.’
Monitoring frequency can be reduced to every 4-8 hours or as clinically indicated for stabilized patients,
usually defined as having controlled symptoms (e.g., CIWA-Ar score < 10) for 24 hours.*®

Patients experiencing mild withdrawal who are at minimal risk for developing severe, complicated, or
complications of withdrawal can be observed for a shorter duration of up to 36 hours, after which more
severe withdrawal is unlikely to develop.** Optimal frequency of monitoring for patients in mild
withdrawal was not established by the Guideline Committee, and they determined that frequency would
be driven more by the complicating factor(s) that led a patient in mild withdrawal to be treated in an
inpatient setting.

Signs and symptoms of alcohol withdrawal should be monitored using a validated withdrawal severity
scale.’®# As discussed in section 11.D: Symptom Assessment Scales, various symptom assessment scales
have been developed to address circumstances such as a confounding illness or symptom self-reporting
barriers (see Appendix Il for a summary of scales and their associated features). Clinicians should ensure
that signs and symptoms are not worsening, that patients are responding as expected to medication if
provided, and that signs and symptoms are not persisting beyond the expected timeline of withdrawal.
Any of these indicate the need to reassess a patient’s treatment plan and/or level of care.

Monitoring should consist of assessing a patient’s vital signs, hydration, orientation, sleep, and emotional
status including suicidal thoughts.***% Fluid intake and output can be tracked in hospital settings, but they
can be monitored by patient report and observing for signs of dehydration in other inpatient settings.%
Orientation, sleep quality and emotional status including suicidality should be monitored. Orientation and
anxiety are included in many withdrawal severity scales. Poor orientation can also indicate over-sedation
from prescribed withdrawal medication. Patients receiving pharmacotherapy for alcohol withdrawal
should be monitored for other signs of over-sedation and respiratory depression including ataxia,
confusion, memory impairment, and delirium.

B. Supportive Care

Recommendation V.5: Supportive care is a critical component of alcohol withdrawal management.
Frequent reassurance, re-orientation to time and place, and nursing care are recommended non-
pharmacological interventions. Providers should ensure patients are educated about what to expect over
the course of withdrawal, including common signs and symptoms and how they will be treated. Patients
with severe alcohol withdrawal should be cared for in an evenly lit, quiet room. Patients should be offered
hope and the expectation of recovery.

Recommendation V.6: Supportive care for alcohol withdrawal patients includes adherence to safety
measures and protocols (e.g., assess risk for fall/syncope). If available and applicable, existing
institutional/hospital-associated delirium protocols can be used for supportive care of patients with severe
alcohol withdrawal.
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Recommendation V.7: Thiamine should be provided to prevent Wernicke encephalopathy.

e Intravenous (1V) or intramuscular (IM) administration of thiamine is preferred, in particular for
patients with poor nutritional status, malabsorption, or who are known to have severe
complications of alcohol withdrawal.

e Typical dosing is 100 mg IVV/IM per day for 3-5 days. Oral thiamine also can also be offered.

e Patients also receiving glucose can be administered thiamine and glucose in any order or
concurrently.

Recommendation V.8: Clinicians should administer thiamine to patients admitted to the ICU to treat
alcohol withdrawal.

Recommendation V.9: For patients with hypomagnesemia, cardiac arrhythmias, electrolyte disturbances,
or a previous history of alcohol withdrawal seizures, magnesium should be administered.

Recommendation V.10: If phosphorus is <1 mg/dL, supplementation should be provided. Otherwise, in
the case of moderate hypophosphatemia (1-2 mg/dL), correction through proper nutrition is
recommended.

Recommendation V.11: In patients who are critically ill, folate supplementation may be considered,
since chronic alcohol use is associated with hyperhomocysteinemia.

Discussion

Supportive non-pharmacologic care is a critical component of alcohol withdrawal management. While
empirical research on many of the components of supportive care is not available, existing reviews and
guidelines support interventions such as informing patients of what to expect over the course of treatment
and providing frequent reassurance,* reality orientation, and general nursing care during
treatment.27-%670.115 Also emphasized was providing care in a quiet, evenly-lit room.2".14.36.70.116

Non-pharmacological supportive care also includes following standard care protocols and safety
protocols. Safety measures such as fall precautions and routine nurse check-ins and assistance with
activities of daily living (ADLS) ensures patient safety and provides autonomy. For facilities with a
hospital-associated delirium protocol, clinicians should implement the protocol to prevent and reduce the
incidence and duration of acute delirium among patients with severe alcohol withdrawal. Studies have
shown standardized protocols to be effective at reducing the incidence, duration, and frequency of
delirium among hospitalized patients.*'’

Determining risk for Wernicke encephalopathy not standardized. For example, the NICE guideline
recommends parenteral administration of thiamine to any hospitalized patient who is a harmful or
dependent drinker.?* At least one Wernicke encephalopathy risk assessment scale for patients
withdrawing from alcohol has been developed.*® The presence of risk factors for Wernicke
encephalopathy (malnutrition or poor diet, weight loss, vomiting, confusion, or other neurological
symptoms) is scored depending on severity and results indicate whether enteral or parenteral thiamine
should be administered.

Previous guidelines, including the previous ASAM alcohol withdrawal management guideline, have
recommended that IV thiamine be given prior to intravenous glucose.*344115 The reasoning was that
thiamine is necessary for carbohydrate metabolism and thiamine deficiency can lead to decreased
absorption of glucose, perhaps precipitating acute Wernicke encephalopathy. However, there is a lack of
clinical evidence to support this theory and it is important that glucose delivery not be delayed in patients
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who are nutritionally compromised. The Guideline Committee concluded that it is not necessary to
administer thiamine prior to glucose, that these could be provided in any order or concurrently in order to
not delay treatment.

Other common deficiencies seen in patients with alcohol withdrawal include low folate, magnesium,
phosphorous and potassium. While early work recommended an aggressive approach to correcting
nutritional deficiencies, more recent thinking is that levels self-correct rapidly with improved diet. The
Guideline Committee supported a conservative stance of selectively correcting hypomagnesemia,
hypokalemia, and acute severe hypophosphatemia (serum phosphate < 1 mg/dL) when they are detected
through laboratory testing.!'® Magnesium can also be routinely supplemented in patients with cardiac
arrhythmias or a previous history of alcohol withdrawal seizures.” Folate supplementation with 1 mg daily
can also be considered for patients who are critically ill because folate is not included in the
recommended routine laboratory tests and chronic alcohol use is associated with hyperhomocysteinemia
resulting from folate deficiency.26:4511°

C. AUD Treatment Initiation and Engagement

Recommendation V.12: The period of alcohol withdrawal management should be used to engage
patients with an alcohol use disorder (AUD) with comprehensive treatment. When feasible, AUD
treatment should be initiated concurrently with alcohol withdrawal management as cognitive status
permits. If appropriate, clinicians should also offer to initiate pharmacotherapy for AUD as cognitive
status permits. Clinicians should explain the range of evidence-based treatment services available at the
current site and in the community. Finally, clinicians should proactively connect patients to treatment
services as seamlessly as possible, including initiating a warm handoff to treatment providers.

Discussion

One important function of supportive care is to connect with patients to help facilitate continuing
treatment.?

It is widely recognized that alcohol withdrawal management alone is not a treatment for alcohol use
disorder (AUD). The need for alcohol withdrawal management services almost universally signifies the
presence of an alcohol use disorder and need for treatment. The Guideline Committee agreed that it
should be explicitly communicated to alcohol withdrawal patients if they have an alcohol use disorder and
engaged with treatment for that disorder.

Several leading clinical guidelines conclude that the success of an alcohol withdrawal management
episode is defined not only by the acute management of withdrawal signs and symptoms, but by the
engagement in continued treatment for alcohol use disorder by patients.*12& Whenever possible, AUD
treatment should be initiated concurrent with alcohol withdrawal management as cognitive status
permits.*? At a minimum, clinicians should proactively connect patients to AUD treatment services and
transition patients as seamlessly as possible through a warm handoff to treatment providers.

Despite the clear and frequently stated importance of the transition between withdrawal management and
long-term AUD treatment, research on optimal strategies is extremely sparse. More recently, studies are
including follow-up measures such as entry into AUD treatment following withdrawal completion, but
this is rarely a primary outcome of interest. One RCT conducted in the United States*® found that
participants who received three Motivational Interviewing sessions during inpatient withdrawal treatment
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were more likely to attend self-help groups two months after discharge compared to control participants,
but were not more likely to be abstinent or engage in formal AUD treatment.

Another method of improving AUD treatment initiation may result from changes in health care system
integrations and payment structures. Successfully transitioning patients from alcohol withdrawal
management to alcohol use disorder treatment will result in fewer repeat alcohol withdrawal management
episodes, and therefore better outcomes and lower cost. Initiating AUD treatment after alcohol
withdrawal can be used as a performance measure or integrated into reimbursement contracts as “to not
include facilitation of treatment entry would be considered inadequate and incomplete treatment.”* 7
Levels of care that are part of “Integrated systems of care which are accountable (financially and
otherwise) for health outcomes will be highly motivated to use the withdrawal management encounter as
an opportunity to identify cases of addiction that need to be treated and otherwise may have escaped
identification.”?? #129

D. Pharmacotherapy
(1) Prophylaxis

Recommendation V.13: For patients at risk of developing severe or complicated alcohol withdrawal or
complications of alcohol withdrawal, preventative pharmacotherapy should be provided. Benzodiazepines
are first-line treatment because of their well-documented effectiveness in reducing the signs and
symptoms of withdrawal including the incidence of seizure and delirium. For patients with a
contraindication for benzodiazepine use, phenobarbital can be used by providers experienced with its use.
In settings with close monitoring, phenobarbital adjunct to benzodiazepines is also appropriate.

Recommendation V.14: A front loading regimen is recommended for patients at high risk of severe
withdrawal syndrome. Providing at least a single dose of preventative medication is appropriate for
patients at lower levels of risk who have:

e A history of severe or complicated withdrawal

e An acute medical, psychiatric, or surgical illness

e Severe coronary artery disease

o Displaying signs or symptoms of withdrawal concurrent with a positive blood alcohol content

Discussion

Determining risk of developing severe or complicated withdrawal or complications of withdrawal is
addressed in section 11I: Initial Assessment of Alcohol Withdrawal. Patients at risk of developing severe or
complicated alcohol withdrawal or complications from alcohol withdrawal should receive
pharmacotherapy as soon as possible to prevent these signs and symptoms.*38% Benzodiazepines are
recommended as the primary medication to prevent the development of severe, complicated, or
complications of withdrawal. There is clear evidence that benzodiazepines reduce the incidence of alcohol
withdrawal seizures and alcohol withdrawal delirium. Phenobarbital can be used for patients with a
contraindication for benzodiazepine use. However, given its narrow therapeutic window, it should only be
used by clinicians experienced with its use.

For patients at high risk of severe withdrawal, front loading with a benzodiazepine is recommended to
rapidly achieve therapeutic levels of medication. Front loading has been shown to reduce the duration of
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treatment. incidence of withdrawal seizure, and duration of delirium.213192 Patients should be closely
observed for over-sedation and respiratory depression following the administration of a loading dose.

For patients at lower levels of risk, providing at least a single or a few doses of benzodiazepine is
appropriate and can be followed by a medication chosen according to symptom severity (see V.D(2):
Withdrawal symptoms).2# If a clinician determines that a patient is no longer at risk, for example, because
risk is sufficiently mitigated by administration of medication or because the course of withdrawal has
passed the period of acute risk, ongoing pharmacotherapy for alcohol withdrawal can be determined
according to the severity of a patient’s withdrawal at that time. Some situations which have been called
out as appropriate for administering at least a single dose of benzodiazepines include: a history of severe
or complicated withdrawal; risk for complications of significant medical, surgical, or psychiatric illness
(particularly cardiovascular disease including coronary artery disease);* and displaying signs or symptoms
of withdrawal concurrent with a positive blood alcohol content (an indication of risk for developing
severe withdrawal syndrome).

(2) Withdrawal symptoms

Recommendation V.15: For patients experiencing mild alcohol withdrawal (e.g., CIWA-Ar score <10)
who are at minimal risk of developing severe or complicated alcohol withdrawal or complications of
alcohol withdrawal, pharmacotherapy or supportive care alone may be provided. If providing medication,
benzodiazepines, carbamazepine, or gabapentin are appropriate. For patients with a contraindication for
benzodiazepine use, carbamazepine, gabapentin, or phenobarbital (for providers experienced with its use),
are appropriate. Carbamazepine, gabapentin, or valproic acid (if no liver disease or childbearing potential)
may be used as an adjunct to benzodiazepines.

Recommendation V.16: Patients experiencing moderate alcohol withdrawal (e.g., CIWA-Ar scores 10-
18) should receive pharmacotherapy. Benzodiazepines are first-line treatment. Carbamazepine or
gabapentin are appropriate alternatives. For patients with a contraindication for benzodiazepine use,
carbamazepine, gabapentin, or phenobarbital (for providers experienced with its use) are appropriate.
Carbamazepine, gabapentin, or valproic acid (if no liver disease or childbearing potential) may be used as
an adjunct to benzodiazepines.

Recommendation V.17: Patients experiencing severe alcohol withdrawal (e.g., CIWA-Ar scores >19)
should receive pharmacotherapy. Benzodiazepines are first-line treatment. For patients with a
contraindication for benzodiazepine use, phenobarbital is appropriate for provider is experienced with its
use. If close monitoring is available, phenobarbital can be used as an adjunct to benzodiazepines. Other
adjunct medications can be considered after a clinician ensures that an adequate dose of benzodiazepines
has been administered.

Recommendation V.18: If a patient’s symptoms are not controlled as expected:
e  First consider increasing the dose

If over-sedation or inadequate monitoring is a concern:
o Reassess for appropriate level of care
e Consider switching medication
e If using benzodiazepines, consider adding an adjunct medication
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Discussion

For patients experiencing mild alcohol withdrawal (e.g., CIWA-Ar score <10) who are at minimal risk of
developing severe, complicated, or complications of alcohol withdrawal, the decision to provide
medication to alleviate symptoms of withdrawal is at the discretion of clinicians. Previous guidelines and
reviews have indicated that patients experiencing mild alcohol withdrawal (e.g., CIWA-Ar score <10)
who are at minimal risk of worsening symptoms can be safely treated with monitored supportive care
alone.®®%! Early evidence for the safety of non-pharmacological treatment of alcohol withdrawal draws
from studies of “social detoxification” settings.'?>?2 Research has demonstrated that patients who never
reach a CIWA-Ar score > 10 and thus do not receive medication in accordance with a symptom-triggered
protocol are not at higher risk of adverse events than patients who received medication through a fixed-
dose protocol. In addition, patients receiving medications through a symptom triggered protocol require
less medication overall and experience a shorter duration of treatment.*?>-126 Others have argued that any
withdrawal signs and symptoms are harmful to patient health* and that untreated withdrawal contributes
to the kindling process, whereby repeated episodes of alcohol withdrawal syndrome become
progressively severe through increased neuronal excitability and sensitivity.” Patients experiencing
moderate or severe withdrawal (e.g., CIWA-Ar scores > 10) should receive pharmacotherapy. Moderate
to severe withdrawal at treatment baseline has been identified as a risk factor for developing more severe
withdrawal during the course of treatment.>*

Carbamazepine and gabapentin are appropriate for managing mild and moderate alcohol withdrawal in
patients who are at minimal risk of developing severe or complicated alcohol withdrawal %%+ As
symptom severity or risk of developing severe symptoms increases, medications with well-established
effectiveness in preventing the incidence of severe and complicated withdrawal are preferred.>
Benzodiazepines are first-line agents for treating moderate®® 8! and severe alcohol withdrawal**%® due to
their known effectiveness in preventing seizures and delirium.*%°* Benzodiazepines are also appropriate
for patients experiencing mild withdrawal in inpatient settings due to the reduced risks associated with
use in settings with more intensive monitoring. Carbamazepine, gabapentin, or phenobarbital can be used
for patients experiencing mild or moderate withdrawal who have a contraindication for benzodiazepine
use.>8658L92 phenobarbital is the preferred alternative for patients experiencing severe withdrawal.
However, given its narrow therapeutic window, phenobarbital should only be used by clinicians
experienced with its use.

Patients receiving pharmacotherapy should be monitored for signs of response to medication. If the
patient does not respond as expected, a number of actions can be considered. First, consider increasing the
dose. The amount of medication required to control symptoms is variable and ultimately determined by
clinical judgment. Patients with more severe withdrawal may require larger doses than are typically seen
in other patient populations, particularly during early withdrawal (see Appendix V for typical doses).
Providing large doses of benzodiazepine can lead to over-sedation and respiratory depression and patients
should be monitored closely.

Second, patients should be reassessed for appropriate level of care. Failure to respond may reflect the
presence of more severe withdrawal than expected and significant risk of major complications.* A more
intensive level of care may be needed to monitor and manage major complications if they occur.®

Third, consider switching to a different medication. Failure to respond to benzodiazepine may reflect
benzodiazepine resistance due to kindling (see section VI1.D: Resistant Alcohol Withdrawal). A greater
number of previous alcohol withdrawal episodes can be associated with decreased responsiveness to
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benzodiazepines.* Failure to respond may also be due to withdrawal from another GABAergic agent. In
these cases, switching to an alternative medication should be considered.

Fourth, if using benzodiazepines, consider adding an adjunct medication. Some patients benefit from the
addition of an adjunct medication to control signs and symptoms of withdrawal and their use can be
considered as part of the treatment plan. The use of carbamazepine, gabapentin, or valproic acid as an
adjunct medication may be appropriate for patients experiencing moderate or severe withdrawal. Valproic
acid should not be used in patients who have acute liver impairment or women of childbearing potential
(see V.D(5) Carbamazepine, gabapentin, valproic acid). Adjunct phenobarbital can be used in patients
with severe withdrawal in settings with close monitoring. Phenobarbital and benzodiazepines act on the
same receptors, which leads to additive clinical effects in controlling alcohol withdrawal syndromes (see
Box 7).1! Alpha2-adrenergic agonists and beta-adrenergic antagonist can be used in conjunction with
benzodiazepines to manage persistent hypertension or tachycardia (see V.D(7) A2AAs and beta-
blockers).#97

(3) Benzodiazepine use

Recommendation V.19: While no particular benzodiazepine agent is more effective than another, longer-
acting benzodiazepines are the preferred agents due to clinical benefits of their longer duration of action.

Recommendation V.20: If waiting for lab test(s) results or if the test(s) are unavailable, if a patient has
signs of significant liver disease, use a benzodiazepine with less hepatic metabolization.

Recommendation V.21: Clinicians should monitor patients taking benzodiazepines for signs of over-
sedation and respiratory depression.

Recommendation V.22: A benzodiazepine prescription to treat alcohol withdrawal should be
discontinued following treatment.

Discussion

Benzodiazepines are commonly recommended as first-line agents for managing most forms of alcohol
withdrawal.*** Diazepam, lorazepam and chlordiazepoxide are the most frequently used in treating
alcohol withdrawal. While there is no evidence showing superiority of effectiveness among
benzodiazepine agents,®% longer-acting agents are preferred by many clinicians.?%*8! A long duration of
action contributes to a smoother course of withdrawal and greater control of breakthrough and rebound
signs or symptoms. This provides greater coverage for preventing alcohol withdrawal seizures and
delirium.® For this reason, patients prescribed a shorter-acting agent should have a more gradual taper
and be reassessed more frequently (see V.D(4): Benzodiazepine dosing regimens).%

Longer-acting agents can accumulate and lead to over-sedation and respiratory depression, particularly in
older patients or those with compromised health. Other signs of accumulation include ataxia, confusion,
memory impairment, and delirium, which may be difficult to differentiate from alcohol withdrawal-
related delirium.? Benzodiazepine associated delirium has been diagnosed by the administration of
flumazenil, a GABA-A receptor antagonist, but this protocol was not reviewed by the Guideline
Committee.®® A reduction in the benzodiazepine dose and the addition of a neuroleptic agent to control for
agitation and/or confusion can be considered if patients are not at an elevated risk of seizure (i.e., they are
outside of the acute risk window).?2 Some neuroleptic agents have been shown to reduce the seizure
threshold.
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Benzodiazepine accumulation is more likely in patients with impaired hepatic function. Medication dose
can be reduced or a benzodiazepine with less dependence on hepatic metabolism can be used (see VII.D:
Patients with Medical Conditions). The laboratory tests recommended in section 11.E: Identify Concurrent
Conditions can indicate the need to adjust the treatment plan. However, as treatment should not be
delayed while waiting for lab test(s) results or if the test(s) are unavailable at the treatment setting, it is
appropriate to initially reduce the dose or use a benzodiazepine with less hepatic metabolization if a
patient has signs of significant liver disease.

Signs of significant liver disease include:
e Skin and eyes that appear yellowish (jaundice)
o Swelling in the legs and ankles (edema)
e ltchy skin
o Dark urine color
e Pale stool color, or bloody or tar-colored stool
e Confusion
e Chronic fatigue
e Nausea or vomiting

(4) Benzodiazepine dosing regimens

Recommendation V.23: Symptom-triggered treatment is the preferred benzodiazepine dosing method.
Fixed dosing according to a scheduled taper is appropriate if symptom-triggered treatment cannot be
used.

Recommendation V.24: Front loading is recommended for patients experiencing severe alcohol
withdrawal (e.g., CIWA-Ar scores >19). Diazepam or chlordiazepoxide are preferred agents for front
loading.

Recommendation V.25: When using a fixed-dose schedule, patients’ signs and symptoms should still be
monitored, and additional doses of medication provided as needed.

Recommendation V.26: If prescribing a shorter-acting benzodiazepine, using a fixed-dose regimen with
a gradual taper may be appropriate to reduce the likelihood of breakthrough and rebound signs and
symptoms.

Discussion

Examples for these dosing regimens can be found in Appendix V.

Multiple dosing strategies have been used to administer benzodiazepines during alcohol withdrawal. In
general, symptom-triggered treatment is the preferred dosing method. In this regimen, medication is
administered only when patients are experiencing significant withdrawal symptoms according to a
severity scale. This allows dosing to be individualized according to symptom severity and reduces the risk
of under- and over-treating by assessing and dosing according to real-time symptom severity. Very large
doses of medication may be needed rapidly, and reduced as symptoms resolve.?!* Symptom-triggered
dosing has been shown to reduce the duration of treatment and inpatient length of stay compared to a
fixed-dose schedule.221:4451
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Fixed dosing is appropriate when it is not practical to obtain a symptom severity score to conduct
symptom-triggered treatment. In a fixed-dose regimen, set amounts of medication are administered at
regular intervals, and the dose amount, dosing frequency, or both are gradually tapered according to a set
schedule. While fixed dosing is easy to administer, over- or underestimating the amount of
benzodiazepine needed may lead to insufficient symptom control or over-sedation.?® Additional doses®®
and dose adjustment should be provided as needed.”

Front loading is preferred for patients at risk for or experiencing severe alcohol withdrawal (e.g., CIWA-
Ar scores >19). Front loading describes when a moderate to high dose of a long-acting benzodiazepine is
administered to achieve rapid control of withdrawal signs and symptoms and is allowed to taper through
metabolism. Diazepam and chlordiazepoxide are the preferred agents for front loading. This regimen is
typically used when rapid administration of a benzodiazepine is required, either because patients are
experiencing significant symptoms or are at risk of developing them. Front loading has been shown to
reduce the duration of treatment and incidence of withdrawal seizure and duration of delirium.1%? This
effect is usually attributed to the rapid administration of large amounts of benzodiazepines early in the
withdrawal period.2® A front loading regimen can be driven by a withdrawal symptom severity scale
(e.g., 10 mg diazepam PO every hour if CIWA-Ar score >10) or according to a fixed schedule (e.g., 20
mg diazepam PO every 2 hours for 3 doses). Symptom-triggered front loading has been shown to reduce
symptom duration and the amount of benzodiazepine used,’1%2% the incidence of withdrawal seizures,
and the duration of delirium for patients being treated in the 1CU.1% Fixed-dose front loading can be used
in patients for whom it would be difficult to obtain an accurate score on a withdrawal severity scale.

While monitoring for signs of over-sedation and respiratory depression is important for any dosing
regimen,* it is particularly important for patients on fixed-dose and front-loading regimens. Patients
receiving fixed doses can become over-sedated if the wrong schedule is chosen and front-loading doses
are rapidly administered.”#

Because of their shorter duration of action, short-acting benzodiazepine concentrations can diminish
rapidly, increasing the chance for rebound and breakthrough symptoms and signs including seizure. For
this reason, a fixed-dose schedule with a long taper may be more feasible than a symptom-triggered
dosing regimen requiring very frequent reassessment. Shorter-acting benzodiazepines should be tapered
carefully even after withdrawal resolves to prevent the development of rebound or breakthrough signs and
symptoms. If the CIWA-Ar is used in conjunction with short acting benzodiazepines, the assessments
should be done promptly in order to prevent seizures due to protocol errors.%

(5) Carbamazepine, gabapentin, valproic acid

Recommendation V.27: Gabapentin is a favorable choice for treating alcohol withdrawal when a
clinician also plans to use it for a patient’s ongoing treatment of alcohol use disorder.

Recommendation V.28: If benzodiazepines are contraindicated, carbamazepine or gabapentin are
appropriate alternatives for patients in mild or moderate withdrawal.

Recommendation V.29: Carbamazepine, gabapentin, or valproic acid may be used as an adjunct to
benzodiazepine therapy to help control alcohol withdrawal. Before using as an adjunct, clinicians should
ensure that an adequate dose of benzodiazepine has been administered.

Recommendation V.30: Valproic acid should not be used in patients who have liver disease or women of
childbearing potential.
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Recommendation V.31: There is insufficient evidence to support the use of valproic acid as
monotherapy for the treatment of alcohol withdrawal.

Discussion

Evidence suggests that anticonvulsants, particularly carbamazepine, are effective at preventing alcohol
withdrawal progression, seizures and delirium.* At this time, there is insufficient evidence to support their
use over benzodiazepines for patients at increased risk of severe withdrawal, seizures, or

delirium, 2133892107 Ag the efficacy of benzodiazepines is well-established, there have been ethical
concerns with running placebo-controlled or treatment-as-usual-controlled (i.e., compared to
benzodiazepines) studies in at-risk populations.?°2

Carbamazepine or gabapentin are appropriate medications for treating low risk patients. They are also
appropriate alternatives for patients with a benzodiazepine contraindication. Gabapentin may provide an
effective bridge therapy from alcohol withdrawal treatment to long-term alcohol use disorder
treatment.®2% It has been found to improve rates of abstinence and reduce heavy drinking days compared
with placebo during the maintenance phase of alcohol use disorder treatment.®2

Some patients benefit from the addition of an adjunct medication to control signs and symptoms of
withdrawal. Use of carbamazepine, gabapentin, or valproic acid as an adjunct to benzodiazepines is an
appropriate therapy for patients experiencing mild or moderate withdrawal. For patients in severe
withdrawal, other medications can be used to manage signs and symptoms if benzodiazepines have
already being given.*® Before using as an adjunct medication, clinicians should ensure that an adequate
dose of benzodiazepine has been administered since large doses of benzodiazepine are sometimes needed
to control withdrawal.

While valproic acid has been found to be promising for the treatment of alcohol withdrawal, more
evidence is needed before it can be recommended as monotherapy.521% Its use as an adjunct to
benzodiazepines is supported.>*4458 However, valproic acid should not be used in patients with
hematological or hepatic disorders including acute liver impairment** or in women of childbearing
potential because of teratogenic risk.!

(6) Phenobarbital

Recommendation V.32: Phenobarbital can be used for some patients in inpatient settings; however, it
should only be used by clinicians experienced with its use given its narrow therapeutic window and side
effects.

Recommendation V.33: In an inpatient setting, phenobarbital monotherapy (managed by a clinician
experienced with its use) is appropriate for patients with a contraindication for benzodiazepine use who
are experiencing mild, moderate, or severe withdrawal or who are at risk of developing severe or
complicated alcohol withdrawal or complications of alcohol withdrawal.

Recommendation V.34: In an inpatient setting, if close monitoring is available, phenobarbital (managed
by a clinician experienced with its use) as an adjunct to benzodiazepines is an option for patients
experiencing severe withdrawal or who are at risk of developing severe or complicated alcohol
withdrawal or complications of alcohol withdrawal.
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Recommendation V.35: Parenteral phenobarbital should only be used in highly supervised settings (e.g.,
ICU, CCU) because of risk of over-sedation and respiratory depression.

Discussion

In general, phenobarbital should only be used by clinicians experienced with its use and should be used
cautiously in settings that offer less monitoring. Phenobarbital may cause respiratory depression and over-
sedation and its narrow therapeutic window makes it challenging to dose correctly compared to other
medications used to treat alcohol withdrawal. Phenobarbital is more commonly used in an inpatient
setting that is highly supervised such as the ICU or the Emergency Department (ED) for these reasons.

A primary indication for phenobarbital use is as an alternative to benzodiazepines when benzodiazepine
use is contraindicated. This is appropriate for patients experiencing mild, moderate, or severe withdrawal
or who are at risk of developing severe or complicated alcohol withdrawal or complications of alcohol
withdrawal.

Phenobarbital is also an effective adjunct to benzodiazepines and, if close monitoring is available, can be
used for patients experiencing severe withdrawal or who are at risk of developing severe or complicated
alcohol withdrawal or complications of alcohol withdrawal. Providing a single dose of IV phenobarbital
10 mg/kg in 100 mL normal saline infused over 30 minutes in addition to lorazepam in ED was shown to
reduce the rate of ICU admissions without increasing the incidence of adverse events.'?” This strategy
requires close monitoring in highly supervised settings as parenteral administration of phenobarbital is
associated with increased overdose risk.

Box 7: History of phenobarbital use in the treatment of alcohol withdrawal*?®-13°

Phenobarbital is the first medication to be used successfully to treat alcohol withdrawal in a
predictable way. It has been used for this purpose since the 1920’s after first being introduced in 1912
for the treatment of seizures. It exerts its effects on the GABAA receptor by increasing the duration of
channel opening when bound to GABA, which increases the hyperpolarization of the neuron, thus
indirectly increasing the sedative effects of the “GABA system.” It also has direct blockade effects on
excitatory glutamate signaling. Given these two mechanisms, it seems to be a perfect fit for the
treatment of alcohol withdrawal, which creates an imbalance in these two systems. And, in experienced
hands, it can be very effective.

However, phenobarbital has a number of side effects including bradycardia, bradypnea,
hypothermia, hypotension, pulmonary edema, acute renal failure and Steven-Johnson syndrome. It has
a half-life of up to seven days, is primarily metabolized by the liver and induces many isoenzymes of
the P450 system. This coupled with a relatively narrow therapeutic window, caused it to fall out of
favor in the 1960’s as chlordiazepoxide and oxazepam were shown to be as effective, but harbor a
much lower risk. Now we have solid data that supports the use of GABA sensitive antiepileptiform
medications that are as effective, require less training, and have a much lower side effect profile than
phenobarbital or benzodiazepines. While, there is a current reemergence of interest in phenobarbital as
a standalone therapy for alcohol withdrawal, these guidelines have taken into account history and
comparative safety when developing the evidence-based recommendations for its use in the population
as a whole.
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(7) A2AAs and beta-blockers

Recommendation V.36: Alpha2-adrenergic agonists (A2AAs) such as clonidine and dexmedetomidine
can be used as an adjunct to benzodiazepine therapy to control autonomic hyperactivity and anxiety when
these signs are not controlled by benzodiazepines alone. They should not be used alone to prevent or treat
withdrawal-related seizures or delirium.

Recommendation V.37: Beta-adrenergic antagonists (beta-blockers) can be used as an adjunct to
benzodiazepines in select patients for control of persistent hypertension or tachycardia when these signs
are not controlled by benzodiazepines alone. They should not be used to prevent or treat alcohol
withdrawal seizures.

Discussion

Many patients in alcohol withdrawal experience cardiac or adrenergic signs such as hypertension and
tachycardia.*® These signs can be addressed by treating medical problems commonly seen in patients with
alcohol withdrawal syndrome, such as dehydration and electrolyte imbalances or through the use of
benzodiazepines. Alpha2-adrenergic agonists (A2AAs) and beta-adrenergic antagonist (beta-blockers)

can be used in conjunction with benzodiazepines to manage persistent hypertension or tachycardia.***’
While these medications reduce the signs of sympathetic activation, they do not treat the underlying
pathophysiology, which may mask the hyperadrenergic state and lead to a false perception that these signs
are properly treated. They also do not prevent withdrawal-related seizures or delirium and should not be
used alone in the treatment of alcohol withdrawal.

Box 8. Alpha2-adrenergic agonists and beta-adrenergic antagonists

Alpha2-adrenergic agonists (A2AAs) and beta-adrenergic antagonists (beta-blockers) can be used
in conjunction with benzodiazepines to manage persistent hypertension or tachycardia. A2AAs bind to
receptors inhibiting the release of norepinephrine from the presynaptic neuron. The release of
norepinephrine would cause an increase in activity of the sympathetic pathway leading to increased
heart rate and blood pressure. Therefore, A2AAs reduce cardiac output and reduce tachycardia and
hypertension.

Beta-blockers have a different mechanism of action. Normally norepinephrine released from
sympathetic nerves binds to beta-adrenoceptors resulting in activation of the sympathetic pathway
causing an increase in heart rate and blood pressure. However, beta-blockers compete with
norepinephrine and epinephrine for the same binding site. Thus norepinephrine is unable to bind to the
site, which reduces the signs of sympathetic activity including heart rate and blood pressure. Unlike
A2AAs, beta-blockers do not reduce sympathetic activity but rather mask symptoms associated with
sympathetic activation such as tachycardia and hypertension.

These medications do not treat the underlying pathophysiology, but reduce signs, which may mask
the hyperadrenergic state and lead to a false perception that these signs are properly treated. Although
not explicitly rated by the Guideline Committee, persistent hypertension or tachycardia may be reasons
to transfer patients to an inpatient setting.
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(8) Inappropriate medications

Recommendation V.38: Oral or intravenous alcohol should not be used for the prevention or treatment
of alcohol withdrawal.

Recommendation V.39: There is insufficient evidence to support the use of baclofen for the treatment of
alcohol withdrawal.

Recommendation V.40: Providing magnesium as a prophylaxis or treatment for alcohol withdrawal
management has no supporting evidence.

Discussion

While ethyl alcohol administration has been used to manage withdrawal, it is not recommended. 21358
Administration of oral or intravenous alcohol has no proven efficacy, no accepted protocols and known
toxicity.'3

A recent Cochrane review of three RCTs on the use of baclofen for alcohol withdrawal treatment drew no
conclusions about efficacy or safety of baclofen due to insufficient and low quality evidence.*2

ASAM’s 2004 guideline, “Management of Alcohol Withdrawal Delirium,” suggested that magnesium
may reduce neuromuscular activity in patients experiencing alcohol withdrawal. However, a recent
Cochrane review!* concluded that there is not enough evidence to determine the benefit of magnesium in
alcohol withdrawal prevention or management, which is in agreement with the ASAM’s 1997 guideline.™®
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VI. Addressing Complicated Alcohol Withdrawal

In this section, we highlight special considerations for patients with or at risk for alcohol withdrawal
seizure or alcohol withdrawal delirium, alcohol-induced psychotic disorder, or resistant alcohol
withdrawal. Aspects of management that might need to be adjusted for these patients, including
monitoring, supportive care, and pharmacotherapy are discussed. Guidelines pertaining to assessment and
overall management can be found in the relevant sections above.

A. Alcohol Withdrawal Seizure
(1) Monitoring

Recommendation VI1.1: Patients should be monitored for alcohol withdrawal seizures even in the
absence of other clinically prominent alcohol withdrawal signs or symptoms.

Recommendation V1.2: Following an alcohol withdrawal seizure, patients should be admitted to a
setting with close monitoring available, and should be re-assessed every 1-2 hours for 6-24 hours. Patients
should be closely monitored for delirium and the need to receive intravenous (V) fluids, due to potential
electrolyte imbalances.

Discussion

Patients identified as at risk of experiencing an alcohol withdrawal seizure should be closely monitored.?
Alcohol withdrawal seizures typically occur between 8-48 hours after cessation of (or reduction in)
alcohol use with risk peaking around 24 hours.?*?2 Signs of an impending seizure can include tremors,
increased blood pressure, overactive reflexes and high temperature and pulse.'> However, clinicians
should be aware that an alcohol withdrawal seizure can occur in the absence of other clinically prominent
withdrawal signs or symptoms. Risk of seizure is typically bundled with risk of alcohol withdrawal
delirium when evaluating predictive factors'>*¢48-51 (see section 11.B: Risk Factors for Severe or
Complicated Withdrawal).

Following an alcohol withdrawal seizure, a patient is at increased risk for another seizure and progression
to alcohol withdrawal delirium.?452 Patients should be observed for at least 24 hours, or if in a setting
where continuous observation is not feasible, observed for a minimum of 6 hours before being discharged
to a treatment setting with continuous monitoring. The Guideline Committee recommended that patients
be re-assessed at least every 1-2 hours during the post-seizure monitoring period.

(2) Supportive care

Recommendation V1.3: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with an alcohol withdrawal seizure.

Discussion

Non-pharmacological supportive care for patients with a recent alcohol withdrawal seizure includes safety
measures as well as standard care protocols. Safety measures such as fall precautions and standard care

99
ADDRESSING COMPLICATIONS



OO OIS, WDN -

10
11
12
13

14
15
16
17
18

19
20
21
22

23

24
25
26
27
28
29

30
31
32

33
34
35
36
37
38

39
40

protocols such as routine nurse check-ins and assistance with activities of daily living (ADLS) ensures
patient safety as well as provides autonomy. Patients with a recent alcohol withdrawal seizure are at
increased risk for developing delirium. For facilities with a hospital-associated delirium protocol,
clinicians should implement the protocol to prevent and reduce the incidence and duration of acute
delirium among patients with a recent alcohol withdrawal-related seizure. Studies have shown
standardized protocols to be effective at reducing the incidence, duration, and frequency of delirium
among hospitalized patients.!t” The Guideline Committee agreed with the use of institutional/hospital-
associated delirium protocols, when available.

(3) Pharmacotherapy

Recommendation V1.4: Following a withdrawal seizure, patients should be immediately treated with a
medication effective at preventing another seizure. Benzodiazepines are first-line treatment, and a fast-
acting agent such as lorazepam or diazepam is preferred. Phenobarbital is also an option but is less
preferred to benzodiazepines.

Recommendation V1.5: Following a withdrawal seizure, parenteral administration of medications is
preferred. If available, IV administration is preferred to intramuscular (IM), but IM administration is also
effective. Parenteral phenobarbital should only be used in highly supervised settings (e.g., Intensive Care
Unit [ICU)] or Cardiac/Coronary Care Unit [CCU]) because of risk of over-sedation and respiratory
depression.

Recommendation V1.6: It is not recommended to use alpha2-adrenergic agonists or beta-adrenergic
antagonists to prevent or treat alcohol withdrawal seizures because they are ineffective for this purpose.
Beta-adrenergic antagonists also can lower the seizure threshold. Phenytoin should not be used unless
treating a concomitant underlying seizure disorder.

Discussion

Benzodiazepines are effective in the primary and secondary prevention of alcohol withdrawal
seizures.®>13! Intravenous (V) administration of a fast-acting agent such as lorazepam or diazepam is
recommended after a withdrawal-related seizure.>*?1°2 In a randomized, double-blind trial, patients
admitted to the emergency department with an alcohol withdrawal-related seizure were provided either 2
mL of saline or 2 mL of lorazepam intravenously to prevent subsequent seizures. The use of intravenous
lorazepam was shown to significantly reduce the risk of recurrent seizures.!

All patients presenting with an alcohol withdrawal seizure should have IV access established
immediately, which can be used for fluids in the prevention of dehydration as well as the administration
of medication.'® IM is also an effective and acceptable route of administration.

A prospective study examining the effects of phenobarbital for the treatment of alcohol withdrawal and
convulsions found that none of the 38 patients who presented with alcohol withdrawal seizures had a
subsequent convulsion after the administration of I\ phenobarbital.*** A more recent small prospective,
randomized trial comparing phenobarbital to benzodiazepines for the treatment of acute alcohol
withdrawal found phenobarbital to be as effective in reducing patient CIWA-Ar scores from baseline to
discharge in the emergency department as benzodiazepines.*®*

Phenobarbital as an appropriate option for the treatment of alcohol withdrawal symptoms and prevention
of additional seizures. It should be noted that phenobarbital may cause respiratory depression and over-
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sedation because of its effects on the central nervous system and narrow therapeutic window.
Phenobarbital is therefore more commonly used in an inpatient setting, such as the ICU or Emergency
Department (ED) where there is continuous supervision. The Guideline Committee recommended caution
when using in settings that offer less monitoring than the ICU and ED. Additionally, clinicians who are
less familiar with the therapeutic window and have minimal experience with phenobarbital, should use
extra caution in case over-sedation or respiratory depression occurs.

While animal studies have shown that anticonvulsants can prevent seizures and delirium,* evidence of
their efficacy in humans is mixed, and is insufficient to conclude their effects are superior to
benzodiazepines.2%1%7 Also, phenytoin has been shown to be ineffective in preventing the recurrence of
seizure and is not recommended, unless the patient is being treated for a concomitant underlying seizure
disorder.14°2

B. Alcohol Withdrawal Delirium

(1) Monitoring

Recommendation V1.7: Patients with alcohol withdrawal delirium should be provided close nursing
observation and supportive care, which often necessitates admission to an intensive or critical care unit.
Agitated and disoriented patients should have continuous, one-to-one observation and monitoring.

Recommendation V1.8: Patients with alcohol withdrawal delirium should have their vital signs,
oximetry and cardiac status monitored as frequently as required. Resuscitative equipment should be
readily available when patients require high doses of benzodiazepines, when continuous infusion of
medication is used, or when patients have significant concurrent medical conditions.

Recommendation V1.9: To monitor signs and symptoms of alcohol withdrawal delirium, use a structured
assessment scale such as the Confusion Assessment Method for ICU Patients (CAM-ICU), Delirium
Detection Score (DDS), Richmond Agitation-Sedation Scale (RASS), or Minnesota Detoxification Scale
(MINDS). It is not recommended to use the CIWA-Ar in patients with delirium because it relies on
patient-reported symptoms.

Discussion

Patients experiencing alcohol withdrawal delirium should be provided supportive care in a quiet, well-lit
room with continuous monitoring of vital signs by nursing staff.231¢ For patients who are disoriented or
agitated, one-to-one observation should be provided.!* The appropriateness of additional monitoring tools
and measures depends on (1) the dose and frequency of medication,?* (2) concurrent medical
conditions,* and (3) degree of abnormality of the vital signs.

Intravenous administration is commonly used when treating alcohol withdrawal delirium, but clinicians
should be cautious because benzodiazepines, such as diazepam, have a rapid onset of response. Due to
this, patients may be at greater risk of respiratory depression when these medications are administered
intravenously.? A meta-analysis on the pharmacological management of alcohol withdrawal recommends
having resuscitative equipment readily available when patients require high doses of benzodiazepines,
when continuous infusion of medication is used, or when patients have significant concurrent medical
conditions.
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While a structured assessment scale should be used to monitor alcohol withdrawal delirium, the use of the
CIWA-Ar is problematic in patients experiencing delirium. Other scales are effective at identifying and
monitoring delirium among patients who are unable to communicate clearly. The Confusion Assessment
Method for ICU Patients (CAM-ICU),*>¥7 is a reliable, rapid and valid instrument for diagnosing
delirium among ICU patients and can be used for mechanically ventilated patients as well. The Delirium
Detection Score (DDS),*® is another valid and reliable assessment scale used in the ICU. The Richmond
Agitation Sedation Scale (RASS)** has demonstrated reliability and validity in medical and surgical
patients, including patients who are sedated and/or ventilated. Although not officially validated, the
Minnesota Detoxification Scale (MINDS)* has been used to assess and monitor patients in the ICU
setting. The scale takes less time to administer than the CIWA-Ar and has produced reliable scores that
are reflective of the severity of alcohol withdrawal symptoms among patients.

(2) Supportive care

Recommendation V1.10: Provide immediate intravenous access for administration of drugs and fluids to
patients experiencing alcohol withdrawal delirium.

Recommendation V1.11: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with alcohol withdrawal delirium.

Recommendation V1.12: Restraints should only be used when required to prevent injuries due to
agitation or violence, and in compliance with state laws.

Discussion

Patients experiencing alcohol withdrawal delirium should quickly be provided immediate intravenous
access for administration of fluids and medication.** Intravenous benzodiazepines have been shown to
provide more rapid control of signs and symptoms compared to oral administration,? which is ideal in
treating alcohol withdrawal delirium. However, intravenous administration of benzodiazepines also
increases the risk of respiratory depression in patients due the quick onset.? Patients should be monitored
for signs of respiratory depression with resuscitation equipment readily available if needed.'

Delirium is an acute state of confusion with impaired cognition that often occurs during hospitalization,
especially among elderly patients.'t”41142 Delirium has been associated with increased morbidity,
mortality, length of hospital stay, and increased health service utilization.'#>1*® Early recognition as well
as preventative measures are key for the management of the risk of delirium.'#314* Hospital or institutional
prevention and treatment protocols can be implemented to reduce the risk of delirium among patients.
One study evaluated the effects of a multicomponent intervention on reducing the incidence of delirium
among hospitalized patients as well as the duration and frequency of delirious episodes among 852
hospitalized patients.**” The intervention utilized standardized protocols that measured six factors for
delirium, which were: cognitive impairment, hearing impairment, sleep deprivation, immobility, visual
impairment, and dehydration. Results from the study showed that implementation of standardized
protocols were effective at preventing and reducing the risk of delirium, number of episodes and duration
of episodes. Fifteen percent of patients who did not receive the intervention developed delirium compared
to 9.9% who did receive the intervention. Additionally, patients who received the intervention had a
shorter duration compared to those receiving usual care (105 vs 161 days). The number of episodes were
also significantly less among the intervention group (62 vs 90).
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Sedative medications, such as benzodiazepines and barbiturates are associated with an increased burden
of delirium among patients.*** Both medications are commonly used in the treatment of alcohol
withdrawal including for patients with alcohol withdrawal delirium. Therefore, these patients should be
monitored for early symptoms of delirium and interventions, such as hospital-associated delirium
protocols, should be implemented in addition to routine monitoring. The Guideline Committee agreed
with the use of institutional/hospital-associated delirium protocols, when available.

Patients experiencing severe alcohol withdrawal, particularly alcohol withdrawal delirium, are confused,
agitated, and may try to remove peripheral lines.*® Providing early pharmacological management may
alleviate signs and symptoms of delirium that are likely to cause patients to attempt to remove peripheral
lines, but it may be necessary to use restraints in accordance with state laws, to ensure the safety of
patients and staff.

(3) Pharmacotherapy

Recommendation V1.13: Patients with alcohol withdrawal delirium should be sedated to achieve and
maintain a light somnolence. Benzodiazepines are recommended as the first-line agents for managing
alcohol withdrawal delirium.

Recommendation V1.14: When available, medication should be administered intravenously. The use of
intermittent 1V administration of long- and short-acting medications is acceptable and effective.
Continuous IV infusion is considerably more expensive and there is no evidence of therapeutic
superiority.

Recommendation V1.15: Patients receiving repeated high intravenous doses of lorazepam or diazepam
should be monitored closely for signs of hyponatremia and metabolic acidosis.

Recommendation V1.16: When treating alcohol withdrawal delirium, use an established dosing protocol
as a guide, but individualize dosing regimens based on patient’s signs and symptoms. It is appropriate for
patients with alcohol withdrawal delirium to receive intravenous symptom-triggered or fixed-dose front
loading. Once light somnolence is achieved and patients are calm and cooperative, if on IV medication,
shifting to oral symptom-triggered treatment is recommended.

Recommendation V1.17: Very large doses of benzodiazepines may be needed to control agitation in
alcohol withdrawal delirium, including doses that are much higher than typically seen in other patient
populations. Clinicians should not hesitate to provide such large doses to patients to control agitation but
should keep in mind the possible risk of over-sedation and respiratory depression. Moreover, when large
doses are used, there is risk of accumulation of long-acting benzodiazepine metabolites, especially in
patients with impaired hepatic function or the elderly, and patients should be monitored closely.

Recommendation V1.18: For patients who have been delirious longer than 72 hours, assess for drug-
induced delirium and withdrawal from another GABAergic agent (such as gabapentin or carisoprodol).
When necessary, adjust the benzodiazepine dose.

Recommendation V1.19: Barbiturates can be considered an alternative option to benzodiazepines for the
treatment of alcohol withdrawal delirium, but they are not preferred to benzodiazepines. Phenobarbital
can be used as an adjunct to benzodiazepines in settings with close monitoring when alcohol withdrawal
delirium is not adequately controlled by benzodiazepine therapy alone.
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Recommendation V1.20: Antipsychotic agents can be used as an adjunct to benzodiazepines when
alcohol withdrawal delirium and hallucinations are not adequately controlled by benzodiazepine therapy
alone. They are not recommended as monotherapy for alcohol withdrawal delirium.

Recommendation V1.21: Alpha2-adrenergic agonists, beta-adrenergic antagonists and paraldehyde
should not be used to treat alcohol withdrawal delirium.

Discussion

Patients experiencing alcohol withdrawal delirium should be provided enough medication to achieve a
light somnolence.##4132 The goal or therapeutic endpoint of this recommendation is to help control
agitation associated with delirium.'*44 Patient should be in a level of sedation where they are awake, but
have a tendency to fall asleep unless stimulated.

Benzodiazepines are the most commonly used medication to treat patients with delirium because of the
favorable therapeutic window.* Intermittent IV administration of a long-acting medication or continuous
IV infusion of short-acting medication are both effective treatments for alcohol withdrawal delirium.*
Administering medication intravenously allows for rapid and accurate control over signs and symptoms
such as fear, autonomic hyperactivity, and hallucinations.*¢146147 Clinicians should be aware that very
large doses of benzodiazepines may be required to control delirium and be ready to provide a sufficient
amount of medication to effectively treat the symptoms.? Because intravenous lorazepam and diazepam
are both stabilized with propylene glycol, hyponatremia and metabolic acidosis may occur.?

While dosing regimens should be individualized based on the patient’s signs and symptoms, using an
established dosing protocol as a guide for treatment has been shown to be a safe and effective means of
managing alcohol withdrawal delirium.?24¢ Symptom-triggered front loading with diazepam has also
been shown to reduce the duration of delirium.*® Fixed-dose front loading is also appropriate during the
early management of alcohol withdrawal delirium if a withdrawal scale cannot be completed.***%2 Once
patients have reached a calm state, patients can be shifted to a symptom-triggered approach.”®%? See
Appendix Il for guidance on the use of scales to guide dosing in patients with communication difficulty.

Patients treated with repeated high doses of lorazepam or diazepam require close monitoring due to the
rapid onset of action and the risk of accumulation of long-acting benzodiazepine metabolites.? This
accumulation is especially common in patients with impaired hepatic function or among the elderly.? If a
patient has been delirious longer than 72 hours and has been receiving high doses of benzodiazepines (in
the thousands of milligrams), the patient may have developed benzodiazepine-induced delirium. Because
the temporal window of alcohol withdrawal seizures has passed, clinicians should consider reducing the
benzodiazepine dose and adding an antipsychotic agent to control agitation and/or confusion.?

Even if patients are at reduced risk of seizure, antipsychotics should not be used as monotherapy because
they lower the seizure threshold. Second generation atypical antipsychotics, such as risperidone and
quetiapine, are preferred because they have less of an effect on the seizure threshold compared to other
antipsychotics.2* Haloperidol, a first generation antipsychotic, is also an appropriate agent.2444
Antipsychotics may also be used in conjunction with benzodiazepines to control severe agitation and
hallucinations associated with early alcohol withdrawal delirium.?* Barbiturates are also an appropriate
option for treating patients with alcohol withdrawal delirium. A retrospective cohort study found that
patients treated with 100-200 mg of phenobarbital (PO or 1V) had similar duration of symptoms and
length of stay compared to patients who received 10-20 mg of diazepam IV hourly until sedated.*’
However, barbiturates are not preferred as monotherapy over benzodiazepines due to their narrow
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therapeutic window and risk of over-sedation and respiratory depression. Phenobarbital may be used in
conjunction with benzodiazepines in settings with continuous monitoring available when delirium is not
adequately controlled by benzodiazepines.

Due to difficulties in administration and titration of dose, paraldehyde is not recommended for the
treatment of alcohol withdrawal delirium.#* Additionally, alpha2-adrenergic agonists and beta-
adrenergic antagonists should not be used to treat alcohol withdrawal delirium.

C. Alcohol-Induced Psychotic Disorder

Recommendation V1.22: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with an alcohol-induced psychotic disorder.

Recommendation V1.23: The treatment of alcohol-induced psychotic disorder may require consultation
with a psychiatrist.

Recommendation V1.24: The treatment of alcohol-induced psychotic disorder may require addition of
antipsychotics.

Recommendation V1.25: For patients experiencing hallucinations, diazepam may be considered a
treatment option.

Discussion

Alcohol-induced psychosis may develop in patients withdrawing from alcohol. Symptoms of alcohol-
induced psychosis consists of auditory hallucinations and possibly visual hallucinations and delusions.*
Differentiating between alcohol-induced psychosis due to alcohol withdrawal and alcohol-induced
hallucinations as a complication of chronic alcohol use can be difficult. The DSM-5 illustrates the
distinctions between substance-induced psychotic disorders associated with intoxication as well as
withdrawal and requires clinicians to document and code accordingly.*® Currently, there is no established
pharmacotherapy for the treatment of alcohol-induced psychosis, but a randomized controlled trial of 50
patients, showed diazepam to be effective at reducing hallucinations compared to placebo.'*®® The
Guideline Committee rated diazepam as an appropriate medication for the treatment of alcohol-induced
psychosis, but they also concluded that it may be necessary to treat these patients with an additional
antipsychotic medications to alleviate the symptoms.

Patients experiencing alcohol-induced psychosis are at risk of developing acute delirium while in the
inpatient setting and appropriate hospital-associated delirium protocols should be implemented, if
available, to reduce the risk of delirium and associated health outcomes.

D. Resistant Alcohol Withdrawal

Recommendation V1.26: If available and applicable, existing institutional/hospital-associated delirium
protocols can be used for supportive care of patients with resistant alcohol withdrawal.

Recommendation V1.27: Phenobarbital may be used as an adjunct to benzodiazepines to control resistant
alcohol withdrawal syndrome in settings with close monitoring.
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Recommendation V1.28: Propofol may be used with patients in the ICU experiencing resistant alcohol
withdrawal who already require mechanical ventilation.

Recommendation V1.29: Dexmedetomidine may be used with patients in the ICU experiencing resistant
alcohol withdrawal.

Discussion

Resistant Alcohol Withdrawal (RAW) is not well defined, but generally describes patients who
experience severe or complicated withdrawal despite having received high doses of benzodiazepines.®’
Prior reviews have defined this as having uncontrolled symptoms despite having received doses of more
than 150-200 mg diazepam or 30-40 mg lorazepam in the first 3-4 hours of treatment.*¢115%1 |n such
cases, patients may require the addition of an adjunct medication such as phenobarbital, propofol, or
dexmedetomidine.*®111151152 This phenomenon is also referred to as benzodiazepine-resistant alcohol
withdrawal or refractory alcohol withdrawal.

There is evidence to support the use of phenobarbital as an adjunct to benzodiazepines in patients with
severe withdrawal or RAW.! A strategy of symptom-triggered escalating doses of diazepam and/or
phenobarbital has been shown to reduce the need for mechanical ventilation and showed trends toward
reductions in ICU length of stay in patients admitted to the ICU for treatment of alcohol withdrawal
syndrome.?? ICU admission was called for if patients required either 200 mg diazepam in 4 hours or an
individual dose greater than 40 mg IV diazepam to control agitation. The same strategy has been shown to
be effective for patients admitted to the ICU for any reason who also experienced alcohol withdrawal.
Patients treated with the protocol had a reduced ICU length of stay, need for mechanical ventilation and
benzodiazepine requirements compared to a group of historical controls treated with physician determined
dosing of benzodiazepines alone.?>14,

Propofol is appropriate as a benzodiazepine adjunct in patients with RAW treated in the ICU."°"115 One
systematic review of observational studies evaluated the use of propofol as an adjunct for the treatment of
patients with RAW.®" The authors concluded that propofol was useful in reducing signs of alcohol
withdrawal, but due to the risk of respiratory depression it is only appropriate for patients who already
require mechanical ventilation "unless other adjuvant therapies and methods of BZD [benzodiazepine]
administration have proved to be ineffective."®” (- 44

Dexmedetomidine is appropriate as a benzodiazepine adjunct in patients with RAW being treated in the
ICU. Three systematic reviews of primarily observational studies on the use of dexmedetomidine in the
ICU were found.!51531% These authors concluded that dexmedetomidine is a useful adjunct for treating
patients with RAW, although monitoring for bradycardia is required. Two randomized controlled trials
were found on the use of dexmedetomidine as a benzodiazepine adjunct in ICU patients.'>1¢ Both
studies found that the use of dexmedetomidine increased sedation quality (reduced agitation) and
decreased benzodiazepine requirements in the 24-hours after dexmedetomidine administration but also
increased the incidence of bradycardia. A reduction in total benzodiazepine dose is thought to reduce the
potential for prolonged delirium and sedation seen in these patients.>

One study compared the effectiveness of propofol to dexmedetomidine in treating ICU patients
experiencing RAW and found that both agents were similarly effective in reducing signs and symptoms
of withdrawal and benzodiazepine requirements.®” However, propofol was associated with fewer
instances of bradycardia but more instances of hypotension compared to dexmedetomidine.®” This study
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and others have stressed the need to better define RAW and for further well-controlled, prospective trials
to define the role of dexmedetomidine and propofol in the treatment of RAW. %7158

Hospital or institutional prevention and treatment protocols can be implemented to reduce the risk of
delirium among patients. Studies have shown standardized protocols to be effective at reducing the
incidence, duration, and frequency of delirium among hospitalized patients.**’
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VII. Specific Settings and Populations

In this section, we highlight settings where non-addiction specialty clinicians are likely to encounter
patients at risk for or experiencing alcohol withdrawal (primary care), settings with unique resources
(Emergency Departments and hospitals) and patient populations who require treatment plan modifications
(patients with medical conditions, patients who take opioids, and patients who are pregnant).

A. Primary Care

Primary care is a setting where generalist clinicians may be the first point of contact for patients at risk for
or experiencing alcohol withdrawal. They may prescribe medication for alcohol withdrawal management.
Crucially, they may be the best-placed practitioner to engage patients in long-term follow-up care
following the acute withdrawal period. This section is not intended to provide a set of recommendations
for primary care settings separate from ambulatory Level 1-WM settings. Primary care clinicians should
follow recommendations outlined in sections . Identification and Diagnosis, Il. Initial Assessment, and
I11. Level of Care Determination before initiating alcohol withdrawal management. If providing alcohol
withdrawal management, they should follow recommendations outlined in the section V. Ambulatory
Management of Alcohol Withdrawal.

Recommendation VI1.1: If patients are experiencing severe withdrawal (e.g., CIWA-Ar scores >19),
refer them directly to the nearest Emergency Department.

Recommendation VI1.2: If withdrawal is mild (e.g., CIWA-Ar <10), patients presenting to primary care
can be prescribed a few doses of benzodiazepine. Whenever possible, medication dispensing can be
supervised by a caregiver at home or staff at a nonmedical withdrawal management center. Do not
prescribe medication to patients for ambulatory management of alcohol withdrawal without performing
an adequate assessment.

Recommendation VI11.3: If withdrawal does not resolve (e.g., fall below a CIWA-Ar score of 10) after
an adequate dose of medication (e.g., 80 mg diazepam), or patients appears sedated, transfer to an
Emergency Department or other inpatient withdrawal management setting.

Recommendation V11.4: For patients treated in primary care settings, regular follow-up visits, at least
monthly for one year, could increase the likelihood of sustained recovery.

Discussion

During assessment, if patients are determined to be experiencing severe withdrawal (e.g., CIWA-Ar
scores >19), they should be immediately transferred to the Emergency Department (ED) or other setting
with the resources to manage complications that might arise.”> When considering prescribing medication
to a patient for alcohol withdrawal, clinicians should first assess the patient for risk factors of severe,
complicated, or complications of withdrawal (see Il. Initial Assessment of Alcohol Withdrawal). For
patients with mild withdrawal (e.g., CIWA-Ar <10), clinicians may prescribe patients a few doses of
medication.”> Whenever possible, have a supportive caregiver or withdrawal management center staff
dispense the medication.™’ If it is possible to dispense or observe medication administration on-site, if
patients’ withdrawal does not resolve (e.g., fall below a CIWA-Ar score of 10) after an adequate dose of
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medication, show a worsening of symptoms, or appear sedated should be transferred to the ED or a
specialized withdrawal management facility with 24-hour supervision.

Implementation of nonpharmacological support in the management of alcohol withdrawal among patients
treated in a primary care setting may increase the likelihood of sustained recovery compared to patients
who do not receive additional nonpharmacological support.®? According to one outpatient withdrawal
protocol, nonpharmacological support such as monthly, routine follow-up appointments for one year with
a primary health care provider, offers support in the recovery process and can increase abstinence.

B. Emergency Departments

Emergency Departments (EDs) are unique medical settings that do not fit neatly into the categories of
ambulatory or inpatient settings. They have the resources of a hospital and frequently see patients in
moderate or severe withdrawal. While alcohol withdrawal can be managed in the ED until it resolves,
most patients will be stabilized and leave with a referral for continuing withdrawal management and/or
alcohol use disorder treatment.

Recommendation VI1.5: If patients are experiencing severe alcohol withdrawal (e.g., CIWA-Ar >19) or
are at risk of complicated withdrawal, administer medication immediately to treat withdrawal and reduce
the risk of seizures and delirium.

Recommendation VI1.6: Patients presenting with alcohol withdrawal syndrome in the Emergency
Department should be evaluated for delirium as well as other conditions that mimic and/or accompany
withdrawal. Patients presenting with delirium should be assessed for all potential etiologies including
alcohol withdrawal.

Recommendation VI1.7: Patients in the Emergency Department should receive a complete blood count
and complete metabolic panel including liver enzyme and magnesium tests; alcohol withdrawal treatment
should not be delayed while waiting for results.

Recommendation VI11.8: The following indicators should be present for discharge to an ambulatory
alcohol withdrawal management setting from the Emergency Department:

e Mild alcohol withdrawal (e.g., CIWA-Ar score <10).

e Moderate alcohol withdrawal (e.g. CIWA-Ar score 10-18) with no other complicating factors

e Not currently intoxicated (including alcohol or other drugs)

¢ No history of complicated alcohol withdrawal (seizures, delirium)

¢ No significant medical or psychiatric comorbidities that would complicate withdrawal

management
e Able to comply with ambulatory visits and therapy

Recommendation V11.9: Patients with controlled withdrawal syndrome being discharged from the
Emergency Department may be offered a short term (e.g., 1-2 day) prescription for appropriate alcohol
withdrawal medication to last until follow-up with their healthcare provider.

Discussion

The Guideline Committee recommends that alcohol withdrawal management be initiated in the ED. This
might include diagnosis and assessment, management of acute signs and symptoms, and referral to
inpatient or ambulatory treatment. The signs and symptoms of alcohol withdrawal often mimic or mask a
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wide variety of other health conditions and it is recommended that all patients entering the ED with
alcohol withdrawal be given a thorough evaluation.'®? The etiology of signs and symptoms and
identification of coexisting illnesses that may precipitate alcohol withdrawal should be determined from
the evaluation.’>2 While assessing patients, clinicians should be aware that severe intoxication can mimic
alcohol withdrawal and often lead to confusion, delirium, tachycardia and diaphoresis.*?® A serum ethanol
level may be necessary to determine etiology if the patient history is inconclusive.? Clinicians can obtain
a complete blood count and metabolic panel including liver enzymes and magnesium test to identify
factors that may complicate alcohol withdrawal management.

As in any setting, patients experiencing severe withdrawal (e.g., CIWA-Ar score > 19) or who are at risk
of severe, complicated, or complications of withdrawal, should be provided medication immediately to
treat withdrawal signs and symptoms and reduce the risk of developing more severe withdrawal.”® Among
patients with co-occurring illnesses, the likelihood of developing delirium is higher and they should be
provided aggressive treatment of both conditions.!*

Patients can be referred to an ambulatory setting and discharged once their symptoms have stabilized
(e.g., CIWA-Ar score < 10). While patients experiencing moderate withdrawal (e.g., CIWA-Ar 10-18)
may be eligible for ambulatory withdrawal management, the Guideline Committee emphasized that not
all clinicians may be comfortable managing patients with moderate withdrawal in this setting and the
decision to do so is at the discretion of the treating clinician. When discharging patients to an ambulatory
setting, clinicians may provide patients with a short-term (e.g., 1-2 day) prescription for
benzodiazepines.®® The Guideline Committee does not recommend providing a short-term prescription to
patients currently intoxicated (including alcohol or other drugs) or discharging patients to an ambulatory
setting if they have a history of complicated alcohol withdrawal and withdrawal has not fully resolved. A
simple referral may not be adequate when patients are being discharged from the Emergency Department.
Section I11. Level of Care Determination provides guidance on determining an appropriate level of care to
which to refer the patient. A warm hand-off should be used to ensure the patient made the transition to the
next level of care. This may include arranging the appointment in the presence of the patient, arranging
for transportation of the patient to the treatment setting, and following up to ensure effective engagement
in care.

C. Hospitalized Patients

This section specifically pertains to patients who are hospitalized for a primary complaint other than
alcohol withdrawal who then subsequently develop or are at risk of developing alcohol withdrawal during
their hospitalization.

(1) Identification

Recommendation VVI11.10: All patients admitted to the hospital should be screened for risk of alcohol
withdrawal. Among hospitalized patients, the Alcohol Use Disorders Identification Test (AUDIT) and
Alcohol Use Disorders Identification Test-Piccinelli Consumption (AUDIT-PC) can indicate risk of
developing alcohol withdrawal.

Recommendation V11.11: Patients undergoing elective surgery should be screened for unhealthy alcohol
use and the need to undergo alcohol withdrawal management before proceeding with surgery. Patients
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undergoing elective surgery who are at risk of alcohol withdrawal should undergo medically managed
withdrawal before proceeding with surgery

Discussion

The Guideline Committee recommends that all patients in the hospital setting be screened for unhealthy
alcohol use and assessed for the risk of alcohol withdrawal, if appropriate. Screening and assessment
should include the use of a validated scale, information from collateral sources such as friends or family
members and medical clinicians, and laboratory tests. For patients undergoing elective surgery, an alcohol
withdrawal risk assessment should be conducted prior to surgery, if necessary, because of the
postoperative risks and complications associated with alcohol withdrawal.?

Unhealthy alcohol use screens with demonstrated ability to identify patients at risk of developing alcohol
withdrawal in general hospital settings include the AUDIT and AUDIT-PC.% The AUDIT is a 10-item
instrument developed to screen for likelihood of the respondent having and alcohol use disorder.'®° A
large prospective study of patients admitted to an acute medical unit found that admission AUDIT score >
8 identified patients who developed alcohol withdrawal with 100% sensitivity and 90.5% specificity.®
While only 17.3% of patients who screened positive went on to develop alcohol withdrawal, no patients
with an AUDIT score < 8 experienced withdrawal. This makes clear the point that these instruments
should be used as screens; patients who screen positive should be further assessed prior to a diagnosis and
treatment of alcohol withdrawal syndrome.®® The AUDIT-PC, a shortened version of the AUDIT,
identified patients who experienced alcohol withdrawal syndrome in medical and surgical units with 91%
sensitivity and 90% specificity using an admission AUDIT-PC score > 4.2

(2) Assessment

Recommendation VI11.12: Among hospitalized patients, the Prediction of Alcohol Withdrawal Severity
Scale (PAWSS) can be used for predicting risk of developing severe or complicated alcohol withdrawal
in the medically ill.

Recommendation V11.13: Patients for whom alcohol withdrawal is suspected and for whom a complete
medical history is not available, (i.e., are admitted from the Emergency Department, trauma unit, or are in
Intensive Care Unit [ICU]) or who are known to be at high risk of complicated alcohol withdrawal,
medical decisions should be oriented toward a more aggressive treatment of alcohol withdrawal
regardless of presenting signs and symptoms.

Recommendation VI1.14: For patients who require more than standard amounts of medication to
manage alcohol withdrawal, individualized assessment by clinicians experienced in the management of
withdrawal is recommended. The medication and protocol used for treating other conditions and/or
alcohol withdrawal syndrome may need to be modified.

Discussion

Clinicians can use validated scales such as the Prediction of Alcohol Withdrawal Severity Scale
(PAWSS)? to identify patients at risk of developing severe or complicated alcohol withdrawal in the
hospital setting. The PAWSS is designed to asses patients who are medically ill and has been validated by
prospective studies, which compared the PAWSS with retrospective chart review and the CIWA-Ar.2%47
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See section I1.C: Risk Assessment Tools for more information on the PAWSS. Additional information on
the scale and its features can be found in Appendix I11.

When a patient’s medical history is unavailable and it is unclear if the patient has a co-occurring medical
condition or is at high risk of complicated alcohol withdrawal, clinicians should be prepared for such
events and orient care towards more aggressive treatment regardless of current signs and symptoms.
Patients with co-occurring medical diseases may be at risk of developing complications associated with
withdrawal and clinicians should consult with appropriate medical professionals from different specialties
(e.g. infectious diseases, cardiology, pulmonary medicine, hematology, neurology, and surgery) when
necessary. Patients identified with underlying cardiac conditions should be provided aggressive
withdrawal treatment due to the potential of alcohol withdrawal worsening cardiac symptoms.*

Patients with co-occurring medical conditions may require modifications to medication regimens and
protocols in order to minimize potentially harmful effects related to exacerbation of these conditions.*
However, if a patient experiences withdrawal signs and symptoms that are not easily controlled,
consultation with an addiction specialist is warranted to ensure patient safety.?

(3) Monitoring

Recommendation V11.15: In patients who are hospitalized, monitor their vital signs. Fluid intake and
output and serum electrolytes should be monitored as clinically indicated.

Recommendation V11.16: Signs and symptoms of alcohol withdrawal should be monitored during the
course of withdrawal with a validated symptom assessment scale. Assess the risk for scores on a symptom
assessment scale to be confounded by the use of certain medications, the presence of certain medical
conditions (e.g. fever from infection), or a patient’s difficulty communicating. Among general
medical/surgical patients, low withdrawal scores can typically be interpreted with confidence, while high
scores should be interpreted with caution. The use of alternative scales with patients with difficulty
communicating is appropriate.

Recommendation VI11.17: Patients with a reduced level of consciousness who are at risk for the
development of alcohol withdrawal should be monitored for the appearance of alcohol withdrawal signs.
If a co-occurring clinical condition worsens, do not assume it is related to alcohol withdrawal among
alcohol withdrawal patients. However, immediate treatment is required if alcohol withdrawal develops
after surgery or trauma.

Discussion

Although the use of validated scales is recommended in the hospital setting, clinicians should be
particularly cognizant of the risk for scores to be affected by comorbid conditions and/or interventions for
those conditions. Choose a withdrawal scale that can be administer to patients who are critically ill or
have reduced consciousness (see Appendix I11). Low withdrawal scores can typically be interpreted with
confidence, although beta-adrenergic antagonists (beta-blockers) and other sympatholytic drugs may
mask the signs and symptoms of withdrawal and lead to low scores.?2 However, high scores have
alternative causes that are common in medical/surgical patients and must be interpreted with caution.

Patients who have a reduced level of consciousness due to trauma or general surgery should be monitored
for the appearance of signs and symptoms of alcohol withdrawal to provide appropriate treatment.”
Clinicians should not necessarily assume that worsening symptoms in patients in or at risk for alcohol
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withdrawal are related to alcohol withdrawal.1®! Patients in the ICU are at an increased risk of adverse
changes due to their illness and worsening condition; however, these changes may be the result of another
medical condition.

(4) Supportive care

Recommendation VI11.18: Clinicians should administer thiamine to ICU patients with signs or symptoms
that mimic or mask Wernicke encephalopathy.

Discussion

Due to the risks associated with thiamine deficiency among patients experiencing alcohol withdrawal, it is
common practice to provide thiamine to prevent Wernicke encephalopathy!®%64 Patients in the ICU with
a condition that may mask or mimic signs and symptoms associated with WE should receive thiamine.

Thiamine is required for basic cellular functioning and carbohydrate metabolism.%* Because the body is
unable to synthesize thiamine, daily ingestion is necessary for routine functioning and maintaining
homeostasis. If there is insufficient thiamine in the body, a patient may develop a thiamine deficiency
such as Wernicke encephalopathy.62165166 patients who consume large amounts of alcohol are
particularly susceptible to thiamine deficiencies due to inadequate dietary intake as well as biological
interactions between cellular enzymes and alcohol.%31% For example, alcohol inhibits thiamine
pyrophosphokinase, an enzyme responsible for synthesizing thiamine diphosphate (TDP) from thiamine,
while also increasing the activity of an enzyme that is responsible for the degradation of TDP.%¢ The
effects of alcohol on both of these enzymes results in a reduction of available TDP within the cell and
ultimately inhibits cellular metabolism.

(5) Pharmacotherapy

Recommendation V11.19: Prophylactic treatment of alcohol withdrawal should be provided in the ICU
to patients who are suspected to be physiologically dependent on alcohol.

Recommendation V11.20: Implementing an alcohol withdrawal management protocol in the ICU is
appropriate. When using a symptom-triggered dosing protocol, use a validated scale to monitor signs and
symptoms. For patients being treated in ICU settings for alcohol withdrawal, existing scales that are
appropriate to use for monitoring withdrawal include the Richmond Agitation-Sedation Scale (RASS).
Administration of medications via the intravenous route is preferred because of the rapid onset of action
and more predictable bioavailability.

Discussion

Because alcohol withdrawal can cause significant morbidity among patients in the critical care setting,
patients admitted to the ICU may receive prophylaxis to reduce the risk of developing alcohol
withdrawal " Additionally, patients should be monitored for worsening signs and symptoms and
development of Wernicke encephalopathy. Typically, a multivitamin infusion or “banana bag” is given to
patients in the ICU to prevent Wernicke encephalopathy. One study examined the effectiveness of the
standard protocol commonly used in the ICU to prevent Wernicke encephalopathy when signs and
symptoms are masked or mimicked by other illnesses.'®® The findings recommended abandoning the
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“banana bag” approach and provide patients with 200-500 mg IV thiamine every 8 hours, 64 mg/kg
magnesium sulfate, and 400-1,000 mcg IV folate for patients with signs or symptoms that mimic or mask
Wernicke encephalopathy. As mentioned, patients also receiving glucose can be administered thiamine
and glucose in any order or concurrently.

Intravenous administration of benzodiazepines has been recommended for ICU patients due to the rapid
onset of action.'®! The Guideline Committee recommends a standard protocol, such as symptom-triggered
benzodiazepine therapy in the ICU. Systematic reviews show that symptom-triggered therapy is
beneficial among critically ill patients®8 and showed a reduction in the need for mechanical
ventilation.>® A combination of symptom-triggered therapy with the use of a validated scale designed for
dosing in patients that are unable to communicate or have comorbidities has been shown to be effective.®
When using symptom-triggered dosing, using validated scales specific for ICU patients such as the
Richmond Agitation-Sedation Scale,”'> the Confusion Assessment Method for ICU Patients,¢¢7 or the
Minnesota Detoxification Scale!!®140161167 js recommended.

D. Patients with Medical Conditions

This section is relevant to patients with comorbid medical conditions who are treated in any setting.

Recommendation VI1.21: For patients with medical comorbidities, modify the medication and/or
protocol used for treating alcohol withdrawal syndrome as necessary in consultation with other
specialists.

Recommendation V11.22: For patients with medical conditions that prevent the use of oral medication,
provide intravenous or intramuscular medications as necessary.

Recommendation VI11.23: Aggressive withdrawal treatment is indicated for patients with cardiovascular
disorders due to risk of harm associated with autonomic hyperactivity.

Recommendation V11.24: For patients with a medical condition associated with impaired hepatic
function, adjust medication dose or use medications with less dependence on hepatic metabolism.

Discussion

The main differences in managing alcohol withdrawal in patients with co-occurring medical conditions
arises from the need to modify medications used and protocols implemented. The presence of alcohol
withdrawal can exacerbate other conditions and illnesses, particularly cardiovascular disease including
coronary artery disease. For example, the autonomic arousal (e.g., elevated blood pressure, increased
pulse) associated with even mild alcohol withdrawal can exacerbate an underlying cardiac condition.*
Cardiac conditions should be identified early and aggressive treatment is warranted. Clinicians may want
to provide at least a single dose of a benzodiazepine to prevent the development of even minor
withdrawal symptoms. Other treatment plan modifications might be needed due to impaired liver
functioning, medication interactions, or a medical condition that prevents administration of oral
medication.>® When treating patients with comorbidities, clinicians should consult with appropriate
medical professionals from different specialties (e.g. infectious diseases, cardiology, pulmonary medicine,
hematology, neurology, and surgery) when necessary.
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E. Patients who Take Opioids

Recommendation V11.25: Patients who are on chronic opioid medication (opioid agonist therapy for
opioid use disorder or pain) should be monitored closely when benzodiazepines are prescribed, due to the
increased risk of respiratory depression. Similarly, patients taking sedative-hypnotic medications exhibit
tolerance to benzodiazepines and should be monitored closely for appropriate dose.

Recommendation V11.26: For patients with concomitant alcohol withdrawal and opioid use disorder,
stabilize opioid use disorder (e.g. with methadone or buprenorphine) concomitantly with treating alcohol
withdrawal.

Discussion

Patients with concomitant substance use or patients who are currently receiving opioid therapy require
special attention and monitoring. The Guideline Committee emphasized that patients with concomitant
substance use, in general, are managed similarly to other patients, but special attention should be given to
monitoring signs and symptoms. Benzodiazepines may be given but should be used with caution and only
in facilities with close monitoring. Patients receiving opioid agonist therapy with concomitant alcohol
withdrawal should be admitted and managed in a hospital setting or other setting with the resources to
manage increased risk of respiratory depression and other complications.

Patients who are using sedative-hypnotic medication are at higher risk of major complications and may
exhibit tolerance to benzodiazepines and require dose adjustment. These patients should be monitored
closely.t®

F. Patients who are Pregnant

(1) Level of care and monitoring

Recommendation VI1.27: Inpatient treatment should be considered for all pregnant patients with alcohol
use disorder who require withdrawal management. Inpatient treatment should be offered to pregnant
patients with at least moderate alcohol withdrawal (i.e., CIWA-Ar scores > 10).

Recommendation V11.28: The CIWA-Ar is an appropriate symptom assessment scale to use with
pregnant patients. Pregnancy is not expected to bias scores on symptom assessment scales. Clinicians
should consider signs and symptoms such as nausea, headache, anxiety, and insomnia to be connected to
alcohol withdrawal rather than pregnancy and presume they will abate once the alcohol withdrawal has
been effectively treated.

Recommendation V11.29: During withdrawal management, consult with an obstetrician.

Discussion

Inpatient treatment should be considered for all pregnant patients with alcohol withdrawal given the risk
of fetal alcohol spectrum disorder including fetal alcohol syndrome and the risk of abruption, preterm
delivery, and fetal distress or demise due to continued alcohol use during pregnancy.'®® While inpatient
management is not more effective than ambulatory management for patients who are appropriately
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matched to level of care, it does limit exposure to alcohol. If patients are experiencing at least moderate
alcohol withdrawal (i.e., CIWA-Ar >10) and are pregnant, the VA/DoD® recommend patients be treated
at an inpatient facility that has medical withdrawal supervision.

Pregnancy is not expected to bias scores on symptom assessment scales when assessing withdrawal
severity during the initial assessment and monitoring. Clinicians can consider signs and symptoms such as
nausea, headache, anxiety, and insomnia to be connected to alcohol withdrawal. They can further presume
these symptoms will abate once alcohol withdrawal has been effectively treated.

The Guideline Committee recommends consulting with an obstetrician when managing alcohol
withdrawal in a pregnant patient. Fetal monitoring appropriate to the stage of pregnancy may be
warranted due to risk of abruption, preterm delivery, and fetal distress or demise.'®°

(2) AUD treatment initiation and engagement

Recommendation VI11.30: Engagement in treatment for AUD is particularly important for pregnant
patients with alcohol withdrawal given the risk of Fetal Alcohol Spectrum Disorder (FASD) including
Fetal Alcohol Syndrome (FAS).

Discussion

The Guideline Committee emphasized the importance of engaging pregnant patients in ongoing treatment
for alcohol use disorder given the risk of fetal alcohol spectrum disorder including fetal alcohol syndrome
and the risk of abruption, preterm delivery, and fetal distress or demise due to continued alcohol use
during pregnancy.t®® As discussed in the ambulatory and withdrawal management sections, the presence
of alcohol withdrawal almost universally signifies the presence of an alcohol use disorder and need for
treatment. Alcohol withdrawal management alone is not an effective treatment for alcohol use disorder.
The period of withdrawal management should include the process of initiating and engaging patients in
treatment for alcohol use disorder.

(3) Pharmacotherapy

Recommendation V11.31: Before giving any medications to pregnant patients, ensure that patients
understand the risks and benefits of the medication, both for the patient and the developing fetus.

Recommendation V11.32: Benzodiazepines and barbiturates are the medications of choice in treatment
of pregnant patients with alcohol withdrawal. While there is a risk of teratogenicity during the first
trimester, the risks appear small, and they are balanced in view of the risk for fetal alcohol spectrum
disorder and consequences to mother and fetus should severe maternal alcohol withdrawal develop.

Recommendation V11.33: Due to the high teratogenic risk, valproic acid is not recommended for
pregnant patients.

Recommendation V11.34: For patients at risk for pre-term delivery or in the late third trimester, use of a
short-acting benzodiazepine is recommended. This minimizes the risk for neonatal benzodiazepine
intoxication given shorter onset and duration of action.

116
SPECIFIC SETTINGS & POPULATIONS



© 0o ~N o gk owND -

PR RPRR R R R R
O~NOUA WNEREO

19

20
21
22

23
24
25
26

27
28
29

30

31
32

33
34
35
36
37
38

Discussion

In SAMHSA’s TIP 45,* the importance of educating patients about the risks and benefits associated with
alcohol withdrawal treatment medication is emphasized. Due to the potential risks imposed on both the
patient and developing fetus during withdrawal, it is recommended that patients provide informed consent
confirming they have received and understand the risks associated with treatment.*

For patients planning to take medication to treat withdrawal, the World Health Organization (WHO)"°
suggests clinicians use the CIWA-Ar to facilitate alcohol withdrawal management.

A systematic review found consensus regarding the use of benzodiazepines and barbiturates during
pregnancy.t® Although both medications are considered teratogenic and have been associated with
adverse effects on the fetus, these risks appear small and must be weighed against the risk of harm to the
patient and fetus should severe alcohol withdrawal or seizures develop in pregnant patients. The WHO’s
guidelines!™ also recommend short-term use of a long-acting benzodiazepine to treat pregnant patients
who develop alcohol withdrawal. When using medication to treat alcohol withdrawal among pregnant
patients, limit the amount of medication to only what is necessary to prevent major complications of
withdrawal.*® For patients at risk for pre-term delivery or in the late third trimester, use of a short-acting
benzodiazepine is recommended. This minimizes the risk for neonatal benzodiazepine intoxication given
shorter onset and duration of action. Valproic acid should not be used in pregnant patients because of
teratogenic risk.*°

(4) Newborn considerations

Recommendation V11.35: In cases of alcohol withdrawal treated close to delivery, assess the newborn
for benzodiazepine intoxication, sedative withdrawal, and Fetal Alcohol Spectrum Disorder (FASD)
including Fetal Alcohol Syndrome (FAS).

Recommendation V11.36: Inform pregnant patients of all wraparound services that will assist them in
addressing newborn needs, including food, shelter, pediatric clinics for inoculations, as well as programs
that will help with developmental or physical issues that the newborn may experience as a result of in-
utero substance exposure.

Recommendation V11.37: Licensed clinical staff have an obligation to understand and follow their state
laws regarding substance use during pregnancy which may include definitions of child abuse and neglect,
reporting requirements, and plans of safe care for newborns with in-utero alcohol exposure.

Discussion

If a pregnant patient’s alcohol withdrawal was treated close to delivery, newborns should be monitored
for signs of FASD and sedative withdrawal and intoxication if withdrawal was managed with medication.

As recommended by SAMHSA, pregnant patients be made aware of wraparound services that will help
them with newborn concerns as well as programs that will help with developmental or physical issues that
the neonate may experience as a result of in-utero alcohol exposure.* It is the clinician’s responsibility to
know state laws regarding drug use during pregnancy as well as the definitions of child abuse and neglect
to reassure and encourage patients to enter treatment.* Clinicians should also know the reporting
requirements for such cases* and should discuss them with patients.
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Areas for Further Research

Identification and Diagnosis:

Further research is warranted on evidence-based strategies to identify alcohol withdrawal in various
settings including primary care, Emergency Departments, and medical/surgical units in hospitals.
Research would include the appropriate use of validated screening instruments, testing to rule out
alternative diagnoses, and laboratory tests for alcohol and other drug use.

Initial Assessment:

Acreas for further research in alcohol withdrawal assessment include the development and testing of scales
to predict the risk of alcohol withdrawal (and the risk of severe withdrawal). Further research on assessing
the risk of severe alcohol withdrawal would include the relative importance of predictors, as well as
additional research on individual risk factors for complicated withdrawal/complications of withdrawal.
Furthermore, for clinicians in ambulatory settings, further research on triaging patients based on risk
would help guide clinical practice.

Level of Care Determination:

Further research on the role of The ASAM Criteria Risk Matrix in determining appropriate level of care
for individuals with alcohol withdrawal would be welcome. In particular, evidence-based improvements
in the assessment of the recovery environment and available social support networks would be helpful to
determine appropriateness for ambulatory management.

Ambulatory Management:

Further research on optimal monitoring intervals at various levels of care would be useful in guiding
clinical practice. The literature revealed a wide variety of recommendations for monitoring frequency and
intensity.

While the importance of supportive care is widely recognized, it is not well-researched. Additional
research on individualizing nutritional supplementation and alternative interventions for symptom
management (e.g., acupuncture, massage, etc.) would be helpful.

Finally, further research is needed on the design and implementation of effective strategies to transition
patients from alcohol withdrawal management to AUD treatment initiation and engagement. Comparative
effectiveness studies of various models and strategies for linkages to care would be particularly helpful, as
would investigation into the moderating or mediating influence of patient and setting factors.

Inpatient Management:

Several promising medications have not yet been well-researched. Hence, large, well-controlled studies of
specific medications would be helpful in expanding the options for individualization of alcohol
withdrawal management. Some examples of useful comparative trials include phenobarbital vs. or as
adjunct to benzodiazepines, ketamine as adjunct to other medications, carbamazepine vs. gabapentin.
Further research on managing resistant or refractory withdrawal is also needed.
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Addressing Complicated Alcohol Withdrawal:

There is a minimal literature on the management of alcohol-induced psychosis associated with alcohol
withdrawal. Although the Guideline Committee agreed with the one study conducted by Sellers in 1983,
there is insufficient evidence to support the use of other medications to control for alcohol-induced
psychosis during withdrawal. Further research on differentiating between alcohol-induced intoxication
and alcohol-induced withdrawal as well as the management for both is warranted.

Specific Settings and Populations:

The literature and Guideline Committee agreed that clinically significant alcohol withdrawal is rare
among adolescents, and this special population was beyond the scope of the current guideline. However,
further research on potential modifications to alcohol withdrawal management protocols for adolescents
would be useful. Other special populations in need of further research include the elderly and criminal
justice populations.
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Il. Literature Search Methods

A. Empirical Literature Search Terms

Without date

limiters (1/1/2013 - 11/6/2017)

Medline (EBSCOhost)

Search ID

Search Terms

TX "Alcohol withdrawal" OR TX "Delirium tremens" OR TX "Alcohol-induced hallucinosis" OR TX "Alcohol-induced
psychotic disorder"

1 AND Limiters: Animals

1 AND Limiters: Human

2AND 3

2NOT4

1NOT5

N[fojloa|b~h|[lwW|N|F

6 AND Limiters: English

CINAHL

Search ID

Search Terms

TX "Alcohol withdrawal" OR TX "Delirium tremens" OR TX "Alcohol-induced hallucinosis" OR TX "Alcohol-induced
psychotic disorder"

1 AND Limiters: English

EMBASE

Search ID

Search Terms

‘alcohol withdrawal' OR 'delirium tremens' OR 'alcohol-induced hallucinosis' OR 'alcohol-induced psychotic disorder'

1 AND [animals]}/lim

1 AND [humans]/lim

2 AND 3

2NOT 4

1NOT5

N|lola(h~|W|[N|FE

6 AND [english]/lim

Web of Science

Search ID Search Terms

TOPIC: ("Alcohol withdrawal) OR TOPIC: ("Delirium tremens") OR TOPIC: ("Alcohol-induced hallucinosis™) OR TOPIC:
1 ("Alcohol-induced psychotic disorder™)
2 1 AND Refined by: LANGUAGES: (ENGLISH)
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B. Gray Literature Search

Source

Detail

National Technical Information Service
(NTIS 1964—present)

Searched website; nothing pertaining to alcohol

New York Academy of Medicine

Searched website; nothing pertaining to alcohol

Guidelines International Network (GIN
Database )

Searched current publications for “alcohol,” which returned 38 results. Relevant publications:

Substance misuse and alcohol use disorders. In: Evidence-based geriatric nursing protocols for
best practice. Hartford Institute for Geriatric Nursing. (2012) https://consultgeri.org/geriatric-
topics/substance-abuse

Problem drinking. Medical Services Commission, British Columbia. NGC:009465 (2011)
https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/bc-
quidelines/problem-drinking#part3

EFNS guideline on the diagnosis and management of alcohol-related seizures: Report of an EFNS
task force. European Federation of Neurological Societies. NGC: 005164 (2005)
http://citeseerx.ist.psu.edu/viewdoc/download?doi=10.1.1.463.3968&rep=rep1 &type=pdf

Alcohol-use disorders: physical complications. NICE. (CG100) (2010)
https://www.nice.org.uk/guidance/cg100

National Institute for Health and Care
Excellence (NICE)

Alcohol-use disorders: diagnosis, assessment and management of harmful drinking and alcohol
dependence (NICE Guideline (UK), 2011) https://www.nice.org.uk/guidance/cg115

Scottish Intercollegiate Guidelines Network
(SIGN)

Searched current guidelines: none pertaining to alcohol. There was an archived guideline
regarding the management of alcohol use disorder in primary care, but it was withdrawn in
2015. There is a proposal for a new guideline on the management of harmful drinking, but
guideline development has not yet begun.

New Zealand Guidelines Group (NZGG)

Searched current publications for “alcohol,” which returned 70 results. None pertained to
withdrawal management.

Guidelines Advisory Committee (GAC)

Searched current guidelines: none pertaining to alcohol.

America's Health Insurance Plans (AHIP)

Nothing related to alcohol withdrawal management

Blue Cross and Blue Shield Association,
Technology Evaluation Center (BCBS
TEC)

Website info merged with AHRQ

Kaiser Permanente

Unhealthy Drinking in Adults Screening and Intervention Guideline (revised 2016)
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/alcohol-adult.pdf

Kaiser Family Foundation (KFF)

Searched “alcohol” 10-30-17 with no result. KFF publications more likely to be fact sheets than
clinical guidelines.

Robert Wood Johnson Foundation (RWJF)

Searched “alcohol” 10-30-17 and reviewed the following content types: Journal Articles, Reports,
and Briefs. No result.

Substance Abuse and Mental Health
Services Administration (SAMHSA)

SAMHSA’s TIP 45: Detoxification and Substance Abuse Treatment (2015)
https://www.store.samhsa.gov/product/T1P-45-Detoxification-and-Substance-Abuse-
Treatment/SMA15-4131

Veterans Administration (VA)

VA/DOD Clinical Practice Guideline for the Management of SUDs (2015)
https://www.healthquality.va.gov/guidelines/MH/sud/\VVADoDSUDCPGRevised22216.pdf

World Health Organization (WHO)

Alcohol and injuries: Emergency department studies in an international perspective, 2009.
http://www.who.int/substance_abuse/msbalcinuries.pdf?ua=1

Agency for Healthcare Research and Quality
(AHRQ)

Searched website; no published guidelines pertaining to alcohol withdrawal management.

Searched “substance abuse” category 10-30-17.

Profile of model program: https://innovations.ahrg.gov/profiles/hospital-wide-inpatient-screening-
alcohol-withdrawal-and-algorithm-driven-treatment-improve

Searched “guideline-related” category 10-30-17.

General Recommendations for the Care of Homeless Patients http://www.nhchc.org/wp-
content/uploads/2011/09/GenRecsHomeless2010.pdf

Michigan Quality Improvement Consortium
(MQIC)

Searched website; nothing pertaining to alcohol

Scopus

See Empirical Literature search
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https://consultgeri.org/geriatric-topics/substance-abuse
https://consultgeri.org/geriatric-topics/substance-abuse
https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/bc-guidelines/problem-drinking#part3
https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/bc-guidelines/problem-drinking#part3
http://citeseerx.ist.psu.edu/viewdoc/download?doi=10.1.1.463.3968&rep=rep1&type=pdf
https://www.nice.org.uk/guidance/cg100
https://www.nice.org.uk/guidance/cg115
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/alcohol-adult.pdf
https://www.store.samhsa.gov/product/TIP-45-Detoxification-and-Substance-Abuse-Treatment/SMA15-4131
https://www.store.samhsa.gov/product/TIP-45-Detoxification-and-Substance-Abuse-Treatment/SMA15-4131
https://www.healthquality.va.gov/guidelines/MH/sud/VADoDSUDCPGRevised22216.pdf
http://www.who.int/substance_abuse/msbalcinuries.pdf?ua=1
https://innovations.ahrq.gov/profiles/hospital-wide-inpatient-screening-alcohol-withdrawal-and-algorithm-driven-treatment-improve
https://innovations.ahrq.gov/profiles/hospital-wide-inpatient-screening-alcohol-withdrawal-and-algorithm-driven-treatment-improve
http://www.nhchc.org/wp-content/uploads/2011/09/GenRecsHomeless2010.pdf
http://www.nhchc.org/wp-content/uploads/2011/09/GenRecsHomeless2010.pdf
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D. Reasons for Exclusion

Reason for Exclusion

Examples

Abstract, Brief report only

Conference abstracts
Study protocols

Case Study

Case studies were excluded if controlled studies were included

Commentary/Editorial

Letters to the editor and editorials were read, but not included for extraction

More Recent Available

Systematic reviews (e.g. Cochrane Reviews) and guidelines were excluded if an updated version was
available.

More Recent Review Available

Non-systematic reviews and gray literature were excluded if more recent quality reviews or
systematic reviews were available

Not English

Full text not available in English

Original Research Included

Systematic and non-systematic reviews were excluded if all original research was included

Wrong Intervention

No intervention/ Not about management (e.g. Etiology and pathophysiology, Pharmacodynamics,
Genetics and Epigenetics)

Intervention not available in US (e.g. GHB, Chlormethiazole, Cannabinoids)
Healthcare service capacity

Wrong Population Animal study
Neonatal abstinence syndrome
Wrong Condition/Disorder Hangover

Alcohol Use Disorder
AUD-related disorders (e.g. Alcoholic Liver Disease, Pellagra)
Non-alcohol withdrawal related seizure or delirium

Wrong Outcome

Attention, cue-reactivity to alcohol-related stimuli
Provider education, training, level of knowledge

Wrong Timing

Management of the post-acute withdrawal period

Wrong Setting

Setting not available in US (Home-based withdrawal)
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I11. Alcohol Withdrawal Scales Table

Abbreviation

Scale Name

Brief Description

Primary Use

Appropriate
setting

Summary of
Evidence

Reference

ASSIST

Alcohol, Smoking
and Substance
Involvement
Screening Test

8 items

Interview format

Alcohol use
screen

Any

Results of a study in
7 countries indicate
that the ASSIST
provides a valid
measure of risk for
individual
substances and for
total substance
involvement.

WHO, 2002

AUDIT

Alcohol Use
Disorder
Identification Test

10 items

Alcohol use
screen,

Risk of alcohol
withdrawal

Any

AUDIT is a useful
alcohol screen in
general medical
settings and that its
ability to correctly
predict which
patients will
experience alcohol
withdrawal is
increased when used
in combination with
biological markers.

Dolman et al.,
2005; Saunders et
al., 1993

AUDIT-PC

AUDIT-Picinelli
Consumption

10 items
Range 0-19

Alcohol use
screen, Risk of
alcohol
withdrawal

Hospital

Admission AUDIT-
PC score is an
excellent
discriminator of
AWS
(Sensitivity=91%,
Specificity =98.7%)

Pecoraro et al.,
2014
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AWS

Alcohol
Withdrawal Scale

11-items

Based on CIWA-
A

In German

Risk of delirium Hospital

AWS scale had good Wetterling et al.,
performance in 1997a
predicting alcohol

withdrawal delirium

AWS -
Newcastle

Alcohol
Withdrawal Scale

10 items

Based on CIWA

Withdrawal
Severity

Hospital

Patients
demonstrated shorter
overall course of
alcohol withdrawal
using the AWS
compared with WAS

Foy et al., 2006

BAWS

Brief Alcohol
Withdrawal Scale

5 items
Scored 0-3

Withdrawal
severity

Hospital

BAWS patients Rastegar et al.,
received less 2017
diazepiam and had

fewer assessments,

but both groups had

similar lengths of

stay, treatment

completion rate, no

incidence of seizure

or delirium.

CAM-ICU

Confusion
Assessment
Method

XXX

Confusion

ICU

Excellent reliability
and validity in
identifying patients
with delirium in ICU

Ely et al., 2001
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CIWA-Ar Clinical Institute 10 items Symptom Any Well established Sullivan et al.,
Withdrawal Assessment reliability and 1989
Assessment, Scale validity
Revised
DDS Delirium Delirium Delirium Hospital Good reliability and  Otter et al., 2005
Detection Scale Detection Scale validity specific to
detection of delirium
GMAWS Glasgow Modified 5 items Withdrawal Hospital GMAWS score of Holzman et al.,
Alcohol Scored 0-2 with severity >=1 predicted 2016b
Withdrawal Scale  max score of 10 CIWA-A >=8, with
a sensitivity of
100% and a
specificity of 12%.
GMAWS score of
>=2 predicted
CIWA-A >=8, with
a sensitivity of 98%
and a specificity of
39%.
LARS Luebeck Alcohol- 11 items Risk of severe Hospital Predicted severe Wetterling et al.,
Withdrawal Risk 10 items withdrawal withdrawal among 2006
Scale patients admitted for
alcohol withdrawal
management
MINDS Minnesota 9 items Symptom Hospital; ICU No formal validity DeCarolis et al.,
Detoxification Severity study 2007
Scale
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PAWSS Prediction of 10 items Risk of severe Hospital; ICU Predicted Maldonado et al.,
Alcohol withdrawal complicated alcohol  2014; 2015
Withdrawal withdrawal among
Severity Scale medically ill,
hospitalized patients
RASS Richmond One item Sedation and Medical and Reliability and Sessler et al.,
Agitation- Scored on a agitation surgical validity in medical 2002
Sedation Scale continuum with and surgical
+4 (combative), 0 patients, including
(alert and calm), patients who are
and -5 sedated and/or
(unarousable) ventilated.
SAWS Short Alcohol 10-items Withdrawal Ambulatory and  High internal Gossop et al.,
Withdrawal Scale  Scored 0-3 severity Inpatient consistency, good 2002
construct and
Designed to be concurrent validity.
self-administered
SEWS Severity of 7 items Withdrawal ICU SEWS-driven Beresford et al.,
Ethanol Scored 0-3. severity protocol led to 2017
Withdrawal Scale shorter treatment
episodes, possibly
driven by high
administration of
medication in first
24 hours of
treatment
SHOT Sweating, 4-items Withdrawal Emergency Showed potential for Gray et al., 2010
Hallucinations, Range 0-10 severity Department measuring
Orientation, and pretreatment alcohol
Tremor withdrawal severity
in the emergency
department.
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WAS

Withdrawal
Assessment Scale

18 Items
Based on CIWA

Withdrawal
severity

Hospital

Use of a shortened
10-item CIWA led
to similar
complication rates
but reduced
symptom duration
compared to 18-item
CIWA.

Foy et al., 2006
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IV. Flowcharts

A. Full Protocol

ldentification

Diagnosis

s
=
(5]
IS
7]
7]
[<5]
175]
1]

<

©
=
=

LOC Determination

Management

Screen for unhealthy alcohol use

AWS

n i Indicators for Risk of AWS
Suspected? : « Displaying signs and symptoms of AWS
* Unhealthy alcohol use (Screen, collaterals, biological tests)

v * Requests AWS management services
es

DSM-5 Alcohol Withdrawal Syndrome Criteria
« Stopping/decreasing heavy and prolonged alcohol use in patients
« 2+ of the following within hours or days of stopping/decreasing
¢ alcohol use: Autonomic hyperactivity (sweating, tachycardia),
— Increased hand tremor, Difficulty sleeping, Nausea or vomiting,
Hallucinations, Psychomotor agitation, Anxiety, Seizures (tonic-
clonic)
« Significant distress or impairment
* Symptoms not caused by medical disorder

Meets
Diagnostic
Criteria?

Yes DSM-5 Alcohol Withdrawal Delirium Criteria
« Altered consciousness
* Altered cognition or development of perceptual disturbance not
likely due to dementia
* Rapid development with fluctuation in severity
» Symptoms developed during or shortly after withdrawal.

Risk of Severe,
Complicated,

Complications :
of Withdrawal? Use risk assessment tool

History & physical exam results

Withdrawal
Severity?

Use withdrawal severity assessment tool

Indicators for Inpatient Management
* Severity of withdrawal

Inpatient * Coexisting medical or psychiatric problems
: * Pregnancy
Manggeme’?t : * Need for non-oral route of medication administration
Indicated? * Need for intensive or specialized counseling services
: * Lack of transportation for ambulatory attendance
Yes No * Lack of safe housing

N

See Inpatient I See Ambulatory

Management

Management
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B. Pharmacotherapy

Risk of Severe,
Complicated,

Complications of
Withdrawal

|
Low/Moderate

v

At least one dose
of BZD

Withdrawal

Severity?

|
Severe/

PB if BZD :
contraindicated Complicated
(CIWA-Ar >19)

BZD

PB if BZD

Moderate Mild
(CIWA-Ar 10-18)

(CIWA-Ar <10)

| ]
I 1
CAB, GAB also Ambulatory Inpatient
appropriate { *

contraindicated

Risk of

Symptoms

No RX, BZD,

CAR, GAB

Worsening?

Yes No Unknown

v v v

BzD, CAR, No Rx, CAR, Monitor

GAB GAB frequently over

next 24 hrs

BZD, Benzodiazepine; CAB, Carbamazepine; GAB, Gabapentin; No Rx, No medication (supportive care alone), PB, Phenobarbital.
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C. Ambulatory Management

Monitoring

« Frequency:

« Arrange for daily check-in for up to five days

« If can't attend daily, can check-in via phone or video chat on alternating days for some patients
* Assess:

» Withdrawal severity using validated scale

«Vital signs

« Orientation, sleep and emotional status including suicidal thoughts

« If taking withdrawal medication, signs of over-sedation

« Continued alcohol or other substance use

\—

Consider Transfer to More Intensive Level of Care if:

» Worsening withdrawal severity

» Worsening medical or psychiatric problems

« Agitation or severe tremor despite multiple doses of medication

* Over-sedation

« Return to alcohol use

« Syncope, unstable vital signs (low/high blood pressure, low/high heart rate)

Supportive Care

« Advise patients and caregivers regarding:
» Common signs and symptoms and how they will be treated
« Identifying signs of worsening symptoms
« Taking thiamine, multivitamins, staying hydrated
« Creating a low-stimulation environment at home
« Importance of taking medications as prescribed
«Possible need to transfer if ambulatory management is not safe or effective
« Treat other conditions found during initial assessment or follow-up with Primary Care

Pharmacotherapy

* See Pharmacotherapy Protocol

AUD Treatment Engagement

« As cognitive status permits:
« Initiate Alcohol Use Disorder (AUD) treatment if available or refer to other provider
« Offer to initiate medication for AUD (e.g., acamprosate, disulfiram, or naltrexone) or refer to other provider

Ongoing Care (Follow-up)

« AUD treatment:
« If not initiated, provide referral for AUD treatment and counseling
«If initiated, arrange ongoing prescription for AUD medications
» Medical care:
« Advise follow-up with Primary Care regarding unresolved conditions found during initial assessment
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D. Inpatient Management

Monitoring

« Frequency:
« If mild withdrawal, observe up to 36 hours

«Else, at least every 1-4 hours for 24 hours, as clinically indicated. Then every 4-8 hours for 24 hours, as clinically
indicated.

« Assess:
» Withdrawal severity using validated scale
«Vital signs
« Orientation, sleep and emotional status including suicidal thoughts
« If taking withdrawal medication, signs of over-sedation

Supportive Care

* Assess need for:
» Thiamine
»Hydration
« Electrolyte/other nutrition correction
« Use existing safety measures and protocols (e.g., assess risk for fall/syncope)
« Treat other conditions found during initial assessment or follow-up with Primary Care

Pharmacotherapy

« See Pharmacotherapy Protocol

AUD Treatment Engagement

« As cognitive status permits:
« Initiate Alcohol Use Disorder (AUD) treatment if available
« Offer to initiate medication for AUD (e.g., acamprosate, disulfiram, or naltrexone)

Ongoing Care (Follow-up)

* AUD treatment:
« If not initiated, provide referral for AUD treatment and counseling
« If initiated, arrange ongoing prescription for AUD medications
» Medical care:
« Advise follow-up with Primary Care regarding unresolved conditions found during initial assessment
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V. Sample Medication Regimens

Medication

Regimen

Description, Examples

Benzodiazepines

Typical single dose

Mild withdrawal (CIWA-Ar < 10): 25-50 mg PO
Moderate withdrawal (CIWA-Ar 10-18): 50-100 mg PO
Severe withdrawal (CIWA-Ar >=19): 75-100 mg PO

(doses in Chlordiazepoxide)

Symptom-triggered

25-100 mg PO g4-6h when CIWA-Ar >10. Additional doses PRN.

Fixed-dose

Taper daily total dose by 25-50% per day over 3-5 days by reducing the dose amount
and/or dose frequency. Additional doses PRN.

Day 1: 25-100 mg PO g4-6h

Day 2: 25-100 mg PO @g6-8h

Day 3: 25-100 mg PO @g8-12h

Day 4: 25-100 mg PO at bedtime

(Optional) Day 5: 25 to 100 mg PO at bedtime

Front loading

Symptom-triggered: 50-100 mg PO g1-2h until CIWA-Ar < 10.
Fixed-dose: 50-100 mg PO q1-2h for 3 doses.

Phenobarbital

Typical single dose

10 mg/kg 1V infused over 30 minutes or 60-260 mg PO/IM.

Monotherapy Symptom-triggered in the ICU: 130 mg IV g30m to target a RASS score of 0 to -1.
Fixed dose in the ED: Loading dose 260 mg IV, then 130 mg IV q30m at physician’s
discretion.
Fixed dose in ambulatory management: Loading dose 60-120 mg PO. Then 60 mg PO
g4h until patient is stabilized. Then 30-60 mg PO qg6h tapered over 3-7 days.
Additional doses PRN.
Adjunct therapy Single dose in the ED: 10 mg/kg IV infused over 30 minutes.
Escalating dose in the ICU: After maximum diazepam dose (120 mg), if RASS >1,
escalating dose of 60 mg = 120 mg - 240 mg IV g30m to target RASS score of 0
to -2.
Carbamazepine (Tegretol) Monotherapy 600-800 mg total per day tapered to 200-400 mg/d over 4-9 days.
Adjunct therapy 200 mg g8h or 400 mg g12h.
: : Monotherapy Loading dose 1200 mg, then 600 mg g6h on Day 1 or 1200 mg/d for 1-3 days, tapered
Gabapentin (Neurontin) to 300-600 mg/d up to 4-7 days. Additional doses PRN.
Adjunct therapy 400 mg g6-8h.
Valproic acid (Depakene) Monotherapy 1200 mg/d tapered to 600 mg/d over 4-7 days or 20 mg/kg/d.
Adjunct therapy 300-500 mg g6-8h.

CIWA-Ar, Clinical Institute Withdrawal Assessment for Alcohol, Revised; h, hour(s); ED, Emergency Department; ICU, Intensive Care Unit;
IM, intramuscularly; 1V, intravenously; m, minute(s); mg, milligrams; PO, by mouth; PRN, as needed; g, every; RASS, Richmond Agitation

Sedation Scale.
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V1. Statement Rating Table

Identification and Diagnosis

Statements: ldentification and Diagnosis

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

1.

To diagnose alcohol withdrawal, use a diagnostic criteria such
as the DSM-5 diagnostic criteria.

9

2.

To diagnose alcohol use disorder, use diagnostic criteria such as
those provided by the DSM-5.

9

If a patient is known to be using alcohol recently, regularly, and
heavily, clinicians should assess for the risk of alcohol
withdrawal even in the absence of symptoms.

Universal screening for at-risk alcohol use should be
incorporated into medical settings to help identify patients at
risk of alcohol use disorders and alcohol withdrawal.

If a patient has symptoms suggestive of alcohol withdrawal,
clinicians should assess the quantity, frequency, and time of day
when alcohol is consumed to determine whether the patient
could be experiencing alcohol withdrawal.

To assess the quantity and frequency of the patient's alcohol use
to assist with diagnosis of alcohol withdrawal, tools that screen
for unhealthy alcohol use can be helpful.

8.5

Moderate

To assess the quantity, frequency and time of day when alcohol
is consumed to assist with diagnosis of alcohol withdrawal,
collateral information (i.e. from family and friends) can be
helpful.

Moderate

For patients who are unable to communicate or otherwise unable
to give a history, blood tests, breath tests, and urine tests may
help the clinician assess the quantity and frequency of the
patient's alcohol use.

7.5

Moderate

To assess a patient's recent heavy use of alcohol to assist with
diagnosis of alcohol withdrawal, a laboratory test that provides
some measure of hepatic function can be helpful.

Moderate

10.

Negative biological tests for alcohol use do not exclude the
presence or risk of developing alcohol withdrawal.

11.

Clinicians should understand that the CIWA-Ar is not a
diagnostic instrument.

Moderate

12.

Clinicians should be aware that other serious illnesses can
mimic the signs and symptoms of alcohol withdrawal.

13.

Clinicians should be aware that the effects of certain
medications can mimic the signs of alcohol withdrawal while
others can mask them.

Moderate

14.

Differential diagnosis of alcohol withdrawal is dependent on the
patient’s signs and symptoms.

15.

Differential diagnosis of alcohol withdrawal is dependent on the
patient's history.

16.

Clinicians should be aware that a patient with a high blood
alcohol level (e.g., 100-200 mg/DL) can be experiencing alcohol
withdrawal.

17.

The presence of alcohol withdrawal does not exclude co-
existing disease, co-occurring substance use disorder, or
simultaneous withdrawal from other substances.
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18. Do not rule in or out a co-occurring disease, co-occurring
mental health disorder, co-occurring substance use disorder, or
simultaneous withdrawal from other substances even in the
presence of alcohol withdrawal.

19. For patients experiencing new onset seizures or for patients with
a known history of alcohol withdrawal seizures showing a new 7 X X X
pattern, an EEG and/or neuroimaging is recommended

20. For patients with a known history of alcohol withdrawal seizure
who present with a seizure that can be attributed withdrawal, 8 X X X
additional neurological testing may not be necessary.

21. For patients with a known history of alcohol withdrawal seizure
who present with a seizure that can be attributed to withdrawal, 7.5 X X X
a neurology consult may not be necessary.

22. If a patient has a known history of withdrawal seizures, and the
current seizure can be attributed to withdrawal, a full evaluation
and additional testing may not be necessary. This includes if the
seizure was generalized and without focal elements, if a careful
neurological examination reveals no evidence of focal deficits,
if there is no suspicion of meningitis and if there is no history of
recent head trauma

8.5

a. stroke 7.5 X X X
b. Transient ischemic attack (TIA) 7.8 X X X
c. Cerebrovascular accident (CVA) 8 X X X

23. Whenever possible in non-emergent situations, obtain consent
or a release of information from the patient before:
a. speaking to collaterals (e.g., family, friends, caretakers) 8 X X X
b. consulting with other health professionals currently caring
for a patient

1

2 Initial Assessment

Level of Evidence

e Appropriateness
Statements: Initial Assessment (Median) AMSZTAR- AACODS Co;grgne
24. The ASSIST can be helpful for characterizing a patient’s drug 9
or alcohol use.

25. Measuring BAC with a breathalyzer can be helpful for 9
detecting a patient’s recent alcohol use.

26. Conducting urine drug screens can be helpful for detecting a 9
patient’s drug or alcohol use.

27. Treatment of a patient with alcohol withdrawal should not be
impeded if clinicians don’t have breathalyzers or drug tests 9
available.

28. Treatment of a patient with alcohol withdrawal should not be 9

delayed because clinicians are waiting for drug test results.

29. When practical, obtain a complete blood count with
differential, blood glucose, calcium, magnesium, phosphorous, 7 Moderate
anion gap, and renal and hepatic function tests.

30. Initial laboratory screening may include testing for viral
hepatitis, HIV testing with permission, pregnancy testing and a 8
tuberculin skin test.

31. Treatment of a patient with alcohol withdrawal should not be
impeded if clinicians don’t have laboratory tests available.
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Statements: Initial Assessment

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

32.

Treatment of a patient with alcohol withdrawal should not be
delayed because clinicians are waiting for laboratory test
results.

33.

The PHQ-9 can be helpful for identifying a possible
psychiatric illness.

7.5

34.

The GAD can be helpful for identifying a possible psychiatric
illness

35.

Clinicians should measure the severity of alcohol withdrawal
symptoms with a validated instrument such as the CIWA-Ar.

8.5

Moderate

36.

A validated instrument should be used to assess the severity of
alcohol withdrawal. The Richmond Agitation-Sedation scale
(RASS) can be helpful.

37.

For patients who are able to monitor and score their own
symptoms, the SAWS, a validated instrument designed for
self-administration, may be used.

Moderate

38.

Clinically, the most important information for clinicians to
know is whether the patient will develop potentially life-
threatening symptoms.

39.

Symptoms may indicate risk, but they are not the sole
indication.

40.

To assess patients for risk of complicated withdrawal,
clinicians should use the results of an existing tool combined
with an assessment of individual risk factors.

41.

Clinicians can determine risk of complicated withdrawal by
interviewing family members about the patient’s history of
alcohol withdrawal, seizures, and delirium.

Moderate

42,

One common error when using a withdrawal risk assessment
tool is to assess the patient who is clinically intoxicated, which
may result in a high withdrawal score and thus lead to
treatment of an already intoxicated individual with
benzodiazepines.

6*

Moderate

43.

The CIWA-Ar should only be used to measure withdrawal
symptoms and indicate risk of complicated withdrawal once
the patient has been diagnosed with or is assumed to have
alcohol withdrawal.

7.5

44,

Although a high score can indicate high risk, the CIWA-Ar
should not be the only information used to predict a patient’s
risk of complicated withdrawal.

High

45,

There are a variety of recommendations about the use of
CIWA-Ar score to indicate risk of complicated withdrawal. In
general, patients with CIWA-Ar scores greater than 15-19 may
be considered at risk of complicated withdrawal.

Moderate

46.

There are a variety of recommendations about the use of
CIWA-Ar scores to indicate risk of complicated withdrawal. In
general, patients with CIWA-Ar scores lower than 8-10 may be
considered at low risk of complicated withdrawal.

6*

Low

47.

If the score on the CIWA-Ar is low over the first 24 hours
without need for or administration of cross-tolerant
medications, there is little or no risk of severe withdrawal
subsequently.

6.5*

Low

48.

Clinicians can consider the use of a tool to determine patient
risk for alcohol withdrawal such as the ASAM Risk Matrix.

Low
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Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

49.

Among hospitalized patients, the PAWSS can be a helpful tool
to assess for the risk of alcohol withdrawal in the absence of
signs and symptoms of alcohol withdrawal.

Moderate

50.

Among hospitalized patients, the AUDIT-PC can be a helpful
tool to assess for the risk of alcohol withdrawal in the absence
of signs and symptoms of alcohol withdrawal.

Low

51.

Among hospitalized patients, the LARS (Luebeck Alcohol-
withdrawal Risk Scale) can be a helpful tool to assess for the
risk of alcohol withdrawal.

52.

Among hospitalized patients, the Newcastle AWS scale can be
a helpful tool to assess for the risk of alcohol withdrawal.

Low

53.

Among hospitalized patients, the Fast Alcohol Screening Test
(FAST) can be a helpful tool to assess for the risk of alcohol
withdrawal.

6*

Low

54.

Some withdrawal risk assessment scales (e.g. the LARS) rely
more on objective signs of withdrawal (autonomic activity)
and history that may be found in a patient's chart. Consider the
use of these scales if the patient cannot communicate and
therefore cannot complete a CIWA-Ar.

55.

Existing scales that rely more on objective signs of withdrawal
(autonomic activity) and are appropriate to use include
a. Richmond Agitation-Sedation scale (RASS)

7.5

b. Newcastle AWS (has pulse, temp, RR)

6.5

56.

Clinicians should seek information about the time elapsed
since the patient's last alcohol use because knowledge of the
timeline for symptom onset and severity helps predict
withdrawal complications. For example, the period of seizure
risk is 6-48 hours after the reduction or cessation of alcohol
use.

Low

57.

The following individual factors may increase a patient’s risk
for complicated withdrawal or complications of withdrawal:
a. Increasing age

7.5

Low

Moderate

b. Comorbid medical or surgical illness

8.5

Low

Moderate

c. Past history of delirium or alcohol withdrawal seizure

Moderate

Moderate

d. History of having had withdrawal seizure during this
current withdrawal state before the assessment

Low

e. Long duration of heavy alcohol consumption

Low

High

f. Numerous lifetime prior withdrawal episodes

Moderate

g. Marked autonomic hyperactivity on presentation

Moderate

h. Concomitant dependence on CNS depressants such as
benzodiazepines or barbiturates

O |©|O(o| © |[©

Moderate

i. Physiological dependence on GABAergic agents such as
benzodiazepines or barbiturates

X X

j. Concomitant use of other licit and illicit substances

7.5

Moderate

k. Elevated blood alcohol level (100-200 mg/DL) without
being clinically intoxicated in the context of a diagnosis of
alcohol withdrawal

Low

Moderate

58.

The presence of multiple risk factors is associated with higher
risk of complicated and/or complications of alcohol
withdrawal.

75

Low

59.

A strong predictor of an incidence of delirium or seizure is a
history of a similar event.

Moderate

Moderate

150

APPENDICES
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Level of Evidence

Appropriateness
(Median)

AMSTAR-
2

Cochrane

AACODS ROB

60.

A strong predictor of an incidence of delirium or seizure is the
number of previous withdrawal episodes a patient has
experienced.

Moderate

61.

A strong predictor of an incidence of delirium or seizure is the
occurrence of a seizure during the current withdrawal episode.

7.5

62.

All patients with alcohol withdrawal should receive a history
and physical examination as part of the comprehensive
assessment process. Clinicians should conduct this
examination themselves or, in accordance with the ASAM
Standards, ensure that a current physical examination is
contained within the patient medical record.

Low

63.

Patients should be screened for common chronic conditions
that are associated with alcohol use disorders.

64.

Patients should be screened for medical conditions that could
affect the course of alcohol withdrawal or treatment of alcohol
withdrawal.

65.

If recent results are not available in a patient's medical record,
clinicians should conduct and/or arrange for the following
routine laboratory tests:

a. Albumin

b. Electrolytes (and calculation of the anion gap)

c. INR

d. Phosphorus

e. Magnesium

f. Complete blood count (platelets, white blood cell count,
hemoglobin)

g. Calcium

h. Glucose

i. Renal function (creatinine and BUN)

Moderate

j. Liver function tests (AST, ALT)

X X

66.

In settings with access to laboratory tests, clinicians should
conduct and/or arrange for the follow items to assess patient’s
electrolytes, liver functioning, renal functioning and immune
functioning. In setting with limited access to laboratory testing,
clinicians should obtain results when practical to assist with
treatment planning decisions. Address any nutritional
deficiencies detected.
a. A comprehensive metabolic profile or basic metabolic
profile

Moderate

b. A hepatic panel

Moderate

c. A complete blood count with differential

Moderate

67.

Clinicians should carefully probe for polysubstance use,
utilizing information from collaterals as well as drug screening
tests, and be prepared to treat the other potential withdrawal
syndromes.

Moderate

68.

Clinicians should consider a review of the patient's mental
health history. Mental health professionals caring for the client
may also be consulted.

Moderate

69.

Clinicians should be cautious when diagnosing a new primary
mental health disorder during acute withdrawal, being careful
to differentiate between substance-induced disorders and
primary psychiatric disorders.

Moderate
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Statements: Initial Assessment

70. Level of care considerations should be based on the patient's
level of risk for developing complicated withdrawal and/or 9
complications of withdrawal and current signs and symptoms.

71. Although a high CIWA-Ar score is an indication that a patient
is at high risk for complicated withdrawal, clinicians should be
aware that the CIWA-Ar has only been validated for tracking 8 Low
the withdrawal management process and not for making level
of care decisions.

72. Patients who are at low risk for severe withdrawal syndrome

can be treated in an outpatient setting. ; Low

73. Patients with risk factors for severe or complicated withdrawal
should be treated in a medical setting with 24-hour nursing 9 Low
care.

74. Patients with a risk of withdrawal from other substances in
addition to alcohol should be treated in a medical setting with 6.5* High
24-hour nursing care.

75. Patients with current seizures or alcohol withdrawal delirium
should be treated in a medical setting with 24-hour nursing 9 High
care.

76. Patients with moderate to severe symptoms of alcohol
withdrawal should be treated in a medical setting with 24-hour 8
nursing care.

77. Consider continuous medical supervision for patients with
symptoms of at least moderate alcohol withdrawal (i.e.,
CIWA-ATr score >10) and any of the following conditions:

a. Recurrent unsuccessful attempts at ambulatory withdrawal
management

b. Reasonable likelihood that the patient will not complete
ambulatory withdrawal management (e.g., due to low 9
recovery capital)

c. Active psychosis or severe cognitive impairment 9

d. Medical conditions that could make ambulatory withdrawal
management problematic, especially with a lack of 9 High
medical support system

78. Consider continuous medical supervision if the patient has

recent high levels of alcohol consumption. 5 High

79. Patients with concurrent medical or psychiatric conditions that
indicate a need for inpatient treatment should receive inpatient 9
care.

80. Consider inpatient treatment for patients with concurrent
conditions that could complicate management of alcohol
withdrawal such as difficulty communicating, inability to
tolerate oral medication, or congestive heart failure.

9 High

81. Patients with a significant other or trusted observer at home
may be appropriate for outpatient withdrawal management.

82. Patients who receive outpatient care should be assessed on a
daily basis, either by telephone or in person.

83. Patients with low recovery capital or an unsafe environment
may benefit from a higher level of care than is otherwise 9 High
indicated.
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Statements: Initial Assessment

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

AACODS

Cochrane
ROB

84.

For patients with a history of withdrawal seizures, it is a
reasonable option to provide one of the recommended
medications at the time of presentation, regardless of the
severity of withdrawal symptoms. Monitoring the patient and
providing symptom-triggered therapy is also a reasonable
option.

High

Moderate

85.

Benzodiazepines should be first line treatment for preventing
the development of alcohol withdrawal symptoms.

86.

Benzodiazepines should be first line treatment for preventing
an alcohol withdrawal seizure in patients at increased risk for
experiencing alcohol withdrawal seizure, usually due to prior
history of seizure.

87.

Benzodiazepines should be first line treatment for preventing
alcohol withdrawal delirium in patients at increased risk for
experiencing alcohol withdrawal delirium, usually due to prior
history of delirium.

8.5

Level of Care Determination

Statement — Level of Care Determination

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

AACODS

Cochrane
ROB

88.

Clinicians should be aware that most people with alcohol
withdrawal can be safely managed in outpatient settings.

9

High

89.

Potential for misuse and sedation with cross-tolerant
medication such as benzodiazepines are generally minor
considerations during the relatively short period of
supervised withdrawal.

7.5

Moderate

90.

The ASAM Risk Matrix can be helpful for determining the
appropriate level of care for patients with alcohol withdrawal

At a Level 1-WM setting, for the average patient with:

91.

Symptoms include mild anxiety, sweating and insomnia, but
no tremor (generally associated with a CIWA-Ar <10)

92.

Symptoms include moderate anxiety, sweating and insomnia,
but no tremor (generally associated with a CIWA-Ar <10)

93.

Symptoms include moderate anxiety, sweating, insomnia,
mild tremor (generally associated with a CIWA-Ar 10-18)

5.5

94.

Symptoms include severe anxiety and moderate to severe
tremor, but not confusion or hallucinations and has not
experienced a seizure (generally associated with a CIWA-Ar
>19)

95.

Is not able to fully comprehend instructions, or has clouding
of the sensorium or confusion, or new onset of hallucinations,
or has experienced a seizure (generally associated with
CIWA-Ar >19)

96.

Has difficulty communicating (not fully coherent or unable to
comprehend instructions)

97.

Has difficulty communicating (due to language or hearing /
speech difficulty)

3.5

98.

Concurrently withdrawing from other substance(s)
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Level of Evidence

—— Appropriateness
Statement — Level of Care Determination (Median) AMS;’AR- AACODS CoFc{grgne
99. History of complicated alcohol withdrawal within the past
year (e.g., alcohol withdrawal delirium or alcohol withdrawal 3 X X X
seizures)
100.History of complicated alcohol withdrawal more than one
year ago (e.g., alcohol withdrawal delirium or alcohol 4* X X X
withdrawal seizures)
101.History of severe alcohol withdrawal symptoms within the 45 X X X
past year (generally associated with a CIWA-Ar >19) '
102.History of severe alcohol withdrawal symptoms more than 5 X X X
one year ago (generally associate with a CIWA-Ar>19)
103.Consumes over >8 standard drinks of alcohol per day 5 X X X
104.Concurrent dependence on benzodiazepine or benzodiazepine 3 X X X
use disorder
105.Concurrent dependence on opioids or opioid use disorder 4 X X X
106.Medical or psychiatric condition that itself needs inpatient 1 X X X
treatment
107.Moderate, active, and potentially destabilizing medical 25
4 X X X
problems
108.Moderate to severe active and potentially destabilizing 2 « « «

medical problems

109.Unstable chronic conditions such as heart disease, congestive
heart failure, coronary artery disease, liver disease, 1.5 X X X
hypertension, hepatic or renal impairment

110.History of seizures within the past year (not alcohol-

withdrawal related) 5 X X X
111.History of seizures more than one year ago (not alcohol-
. 5 X X X
withdrawal related)
112.History of epilepsy 5* X X X
113.Suspected head injury 2.5 X X X
114.0Ider age (>65 years) 5.5 X X X
115.1nability to take oral medications 1 X X X
116.Clinically significant abnormal laboratory results, once
. 4 X X X
obtained
117.Symptoms of a co-occurring psychiatric disorder are mild,
reflecting a low level of severity, or a stable as the result of 8.5 X X X
treatment.
118.Symptoms of a co-occurring psychiatric disorder are active,
reflecting a moderate level of severity that is likely to 4 X X X
complicate withdrawal management.
119.Symptoms of a co-occurring psychiatric disorder are 2
X X X
moderate to severe
120.Symptoms of a co-occurring psychiatric disorder are severe 1 X X X
121.Mild cognitive impairment 4 X X X
122.Moderate cognitive impairment 2.5 X X X
123.Severe cognitive impairment 1 X X X
124.Absence of a caregiver who can watch a patient frequently
5 X X X
for at least 72 hours
125.Absence of reliable supports (such as family or friends) who 5 X X X
are willing to provide monitoring of symptoms
126.Absence of any reliable support network 4 X X X
127.Unable to come to the treatment setting on a daily basis 5 X X X
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Level of Evidence

—— Appropriateness
Statement — Level of Care Determination (Median) AMS;’AR AACODS CoFc{grgne
128.Unable to obtain transportation and access to safe and
. . 2.5 X X X
appropriate housing
129.Family or friends are not supportive of or oppose the
withdrawal management process and will not assist in 3 X X X
providing transportation or a safe place to stay.
130.Previous failure to benefit from outpatient alcohol
. 5 X X X
withdrawal treatment
131.Does not have a high level of commitment to the withdrawal
management process and level of cooperation and reliability 3 X X X
are questionable
132.1s not cooperative or reliable, to an extent that places him or
N . 1 X X X
her at imminent risk of harm
133.Likelihood of imminent relapse is high 3 X X X
134.Significant risk of imminent relapse 2 X X X
At a Level 2-WM setting, for the average patient with:
135.Symptoms include mild anxiety, sweating and insomnia, but 85 X p X
no tremor (generally associated with a CIWA-Ar <10) )
136.Symptoms include moderate anxiety, sweating and insomnia, 85 X X X
but no tremor (generally associated with a CIWA-Ar <10) '
137.Symptoms include moderate anxiety, sweating, insomnia, 85 X X X
mild tremor (generally associated with a CIWA-Ar 10-18) '
138.Symptoms include severe anxiety and moderate to severe
tremor, but not confusion or hallucinations and has not 5 5* X x X
experienced a seizure (generally associated with a CIWA-Ar '
>19)
139.1s not able to fully comprehend instructions, or has clouding
of the sensorium or confusion, or new onset of hallucinations,
. . 1 : 1 X X X
or has experienced a seizure (generally associated with
CIWA-Ar >19)
140.Has difficulty communicating (not fully coherent or unable to
. . 1 X X X
comprehend instructions)
141.Has difficulty communicating (due to language or hearing /
e 5 X X X
speech difficulty)
142.Concurrently withdrawing from other substance(s) 6 X X X
143.History of complicated alcohol withdrawal within the past
year (e.g., alcohol withdrawal delirium or alcohol withdrawal 6* X X X
seizures)
144 History of complicated alcohol withdrawal more than one
year ago (e.g., alcohol withdrawal delirium or alcohol 5* X X X
withdrawal seizures)
145.History of severe alcohol withdrawal symptoms within the 6* X X X
past year (generally associated with a CIWA-Ar >19)
146.History of severe alcohol withdrawal symptoms more than 7 X X X
one year ago (generally associate with a CIWA-Ar>19)
147.Consumes over >8 standard drinks of alcohol per day 5 X X X
148.Concurrent dependence on benzodiazepine or benzodiazepine
: 6.5 X X X
use disorder
149.Concurrent dependence on opioids or opioid use disorder 7.5 X X X
150.Medical or psychiatric condition that itself needs inpatient 1 X X X

treatment
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—— Appropriateness
Statement — Level of Care Determination . AMSTAR- Cochrane
(Median) ) AACODS ROB
151.Moderate, active, and potentially destabilizing medical 3.5% X x X
problems '
152.Moderate to severe active and potentially destabilizing 2 X X x

medical problems

153.Unstable chronic conditions such as heart disease, congestive
heart failure, coronary artery disease, liver disease, 1.5 X X X
hypertension, hepatic or renal impairment

154.History of seizures within the past year (not alcohol-

withdrawal related) 5 X X X
155. History of seizures more than one year ago (not alcohol- -
. 7 X X X
withdrawal related)
156.History of epilepsy 7 X X X
157.Suspected head injury 35 X X X
158.0lder age (>65 years) 7.5 X X X
159.1nability to take oral medications 1 X X X
160.Clinically significant abnormal laboratory results, once
. 5 X X X
obtained
161.Symptoms of a co-occurring psychiatric disorder are mild,
reflecting a low level of severity, or a stable as the result of 8 X X X
treatment.
162.Symptoms of a co-occurring psychiatric disorder are active,
reflecting a moderate level of severity that is likely to 6.5 X X X
complicate withdrawal management.
163.Symptoms of a co-occurring psychiatric disorder are
4.5 X X X
moderate to severe
164.Symptoms of a co-occurring psychiatric disorder are severe 2 X X X
165.Mild cognitive impairment 5 X X X
166.Moderate cognitive impairment 5 X X X
167.Severe cognitive impairment 15 X X X
168.Absence of a caregiver who can watch a patient frequently
55 X X X
for at least 72 hours
169. Absence of reliable supports (such as family or friends) who
- : - 55 X X X
are willing to provide monitoring of symptoms
170.Absence of any reliable support network 5 X X X
171.Unable to come to the treatment setting on a daily basis 5 X X X
172.Unable to obtain transportation and access to safe and 3 x x x

appropriate housing

173.Family or friends are not supportive of or oppose the
withdrawal management process and will not assist in 35 X X X
providing transportation or a safe place to stay.

174.Previous failure to benefit from outpatient alcohol

withdrawal treatment 6.5 X X X

175.Does not have a high level of commitment to the withdrawal
management process and level of cooperation and reliability 5 X X X
are questionable

176.1s not cooperative or reliable, to an extent that places him or

her at imminent risk of harm 1 X X X
177.Likelihood of imminent relapse is high 5 X X X
178.Significant risk of imminent relapse 5 X X X
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Management
Monitoring Scales

Statements: Monitoring Scales

Appropriateness
(Median)

Level of Evidence

AMSTAR-

2

AACODS

Cochrane

ROB

179.The use of a structured withdrawal symptom assessment scale to
monitor symptom severity is recommended.

9

High

High

180.Some symptom assessment scales (e.g. AST) rely more on
objective signs of withdrawal (autonomic activity). Consider the
use of these scales if the patient cannot communicate and
therefore cannot complete a CIWA-Ar.

181.1n patients with acute concomitant medical or psychiatric illness,
or concurrent withdrawal from other drugs, these scales should
be used with caution because they rate signs and symptoms that
may be caused by the other condition and not by the alcohol
withdrawal.

High

182.Existing scales that are appropriate to use for assessing and
monitoring withdrawal symptoms include:
a. CIWA-Ar Clinical Institute Withdrawal Assessment for
Alcohol,Revised

Low

b. AST (Anxiety, Sweats, Tremors)

6.5

Low

c. Brief Alcohol Withdrawal Scale (BAWS)

Low

d. Sweating, Hallucination, Orientation, Tremor (SHOT)

6.5

Low

e. Severity of Ethanol Withdrawal Scale (SEWS)

6.5

Low

f. Short Alcohol Withdrawal Scale (SAWS)

6.5

Low

183.In ambulatory settings, existing scales that are appropriate to use
for monitoring withdrawal include:
a. Brief Alcohol Withdrawal Scale (BAWS)

[e0)

b. Richmond Agitation-Sedation Scale (RASS)

x

x

x

c. Newcastle AWS

7.5

184.In inpatient settings (not hospital/ICU), existing scales that are
appropriate to use for monitoring withdrawal include:
a. Short Alcohol Withdrawal Scale (SAWS)

6.5

b. Richmond Agitation-Sedation Scale (RASS)

4.5

x

x

x

c. Newcastle AWS

6.5

185.For patients being treating in ICU setting for alcohol withdrawal,
existing scales that are appropriate to use for monitoring
withdrawal include:
a. CIWA-Ar

b. Brief Alcohol Withdrawal Scale (BAWS)

6.5

c. Newcastle AWS

d. Short Alcohol Withdrawal Scale (SAWS)

XX X | X

XX X |X

XX X |X

Monitoring — Ambulatory

Statements: Monitoring — Ambulatory

Level of Evidence

Appropriateness
(Median)

2

AMSTAR-

AACODS

Cochrane

ROB

186.Patients should be followed daily by a qualified health
providers (peer medical assistant, nurse, etc.) for up to five days
after their last drink.

187.Assessment by phone or video on alternating days can be an
adequate alternative to daily face-to-face visits for some

patients with mild withdrawal

8.5

Moderate

157

APPENDICES




2

Statements: Monitoring — Ambulatory

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

188.The severity of alcohol withdrawal symptoms should be
reassessed using the same instrument as the initial assessment

9

189.Assess vital signs, hydration, emotional status, orientation,
general physical condition, and sleep at each visit.

9

High

a. Worsening anxiety

8

b. Suicidal thoughts

8

190.Focus the assessment on the patient’s health since the last
check-up.

8.5

191.1f available, measuring BAC with a breathalyzer can be helpful
for detecting a patient’s recent alcohol use.

8.5

192.1n ambulatory setting, typical dosing is 100 mg PO per day for
3-5 days.

193.1f more severe withdrawal symptoms develop such as persistent
vomiting, marked agitation, hallucinations, or confusion, the
patient should be transferred to an inpatient setting.

194.1f existing medical conditions worsen, the patient should be
transferred to an inpatient setting.

195.1f existing psychiatric conditions worsen, the patient should be
transferred to an inpatient setting.

Moderate

196.1f the patient returns to alcohol use, the clinician should provide
a referral to an inpatient setting.

High

197.For patients undergoing alcohol withdrawal in an ambulatory
setting with infrequent monitoring (Level 1-WM), the following
indications would necessitate transfer to a high level of care
such as Level 2-WM or an inpatient setting:

e Agitation or severe tremor have not resolved despite having
received multiple doses of medication, and the patient will
not be continually monitored (treatment setting is closing)

e More severe signs or symptoms develop such as persistent
vomiting, marked agitation, hallucinations, confusion or
seizure

e Existing medical or psychiatric conditions worsen

e Patients appear over-sedated

e Patients return to alcohol use

e Syncope, unstable vital signs (low BP, high BP, high HR,
low HR)

198. At short-term observational settings with continuous monitoring
(e.g., Level 2-WM), if certain symptoms (such as agitation or
severe tremor) are persistently present at the close of the day's
program service hours despite the patient having received

multiple doses of medication.

Monitoring — Inpatient

Statements: Monitoring — Inpatient

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

199.Reassessments with the CIWA-Ar should be performed
frequently.

Moderate
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Statements: Monitoring — Inpatient

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

200.When possible, the CIWA-Ar should be repeated every 1-4
hours for 24 hours in patients with scores >8-10 or those
requiring treatment, as clinically indicated.

201.When possible, once a patient is stable and the CIWA-Ar score
is less than 8-10 for 24 hours, monitoring intervals can be
extended to every 4-8 hours for 24 hours, as clinically
indicated.

8.5

202.When possible, patients with mild withdrawal symptoms
(CIWA-Ar score <8-10) and a low risk of complicated
withdrawal should be observed, for a period of up to 36 hours,
after which more severe withdrawal symptoms are unlikely to
develop.

7.5

203.1n the inpatient setting, when monitoring patients with mild
withdrawal and low risk of severe, complicated or
complications of withdrawal,

a. Re-assess withdrawal at least every 1-4 hours, as clinically
needed

5*

X X

b. Re-assess withdrawal at least every 6-8 hours, as clinically
indicated

6.5

X X

204.The patient’s vital signs should be monitored.

Low

Moderate

205.Included signs to monitor:
a. Hydration

X X

b. Orientation

c. Sleep

d. Emotional status

e. Worsening anxiety

f. Suicidal thoughts

00|00 |00 (00|00 |0

XX [ XX | X

XX [ XX | X
XX XX | X

206.Fluid intake and output and serum electrolytes should be
monitored in hospitalized patients. [Changed to fluid intake
only in Expert Panel meeting and approved]

Moderate

207.Sustained elevations in blood pressure and pulse should be

considered signs of alcohol withdrawal until proven otherwise.

6*

Low

Supportive Care — Ambulatory

Statements: Supportive Care — Ambulatory

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

208.Patients/caregivers should be educated about the danger of
drug-drug interactions between benzodiazepines and alcohol
and the importance of abstinence from alcohol

209.Clinicians should explain the importance of taking
medications as prescribed

210.Clinicians should communicate to patients/caregivers that
alcohol withdrawal management may necessitate a transfer to
an inpatient setting and secure the patient’s agreement to go to
inpatient treatment if there are indications that outpatient is
not safe or effective

211.1t may be helpful for patients/caregivers to monitor alcohol
withdrawal symptoms with an instrument such as the CIWA-

Ar or the SAWS

8.5
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Level of Evidence

. ; Appropriateness
Statements: Supportive Care — Ambulatory (Median) AMS;’AR- AACODS CoFc{grgne
212.Patients/caregivers should be educated about serious 9
withdrawal symptoms to watch for and report
a. Worsening anxiety 8 X X X
b. Insomnia 8 X X X
c. Suicidal thoughts 75 X X X
213.Patients/caregivers should be instructed to create a low-
stimulation, reassuring environment to promote an effective 8.5
outcome
214.1f prescribed benzodiazepines, patients should be instructed 8

not to drive or use heavy machinery for the first few days.
215.Patients should be advised to drink non-caffeinated fluids 8 High
216.Patients should be advised that it may be helpful to take a
. o 7 Moderate
daily multivitamin
217.While not essential, clinicians can offer an oral thiamine
supplement
218.1n inpatient settings parenteral thiamine is preferred. Typical
dosing is 100mg I1V/IM per day for 3-5 days.
219.1n inpatient settings, oral thiamine can also be offered. Typical
dosing is 100 mg PO per day for 3-5 days.

7.5 Moderate

8 X X X

6.5 X X X

Supportive Care — Inpatient

Level of Evidence

Appropriateness
(Median) ~ ["MTAR| ancops | “Eene

Statements: Supportive Care — Inpatient

220.Non-pharmacologic interventions are important in the
management of alcohol withdrawal and include frequent 8.5 Low |Moderate
reassurance, reality orientation, and nursing care.
221.To the extent possible, patients with severe alcohol withdrawal
should be kept in an evenly lit, quiet room.
222.All clinicians who have contact with patients in withdrawal
should offer hope and the expectation of recovery.
223.Clinicians should educate patients about what to expect over the
course of withdrawal, including common withdrawal symptoms 9 Moderate
and how they will be treated.
224 .Clinicians should assess patients’ home/social environment for 9
safety and the presence of alcohol or drugs.
225.Restraints should be avoided; however, they may be used as
required (and in compliance with state laws) in order to prevent 9 Low
injuries due to agitation or violence.
226.Supportive care for alcohol withdrawal patients includes X X X
adherence to safety measures and protocol (e.g., assess risk for 8
fall/syncope).
227.1f available, use existing institutional/ hospital-associated
delirium protocols for inpatient supportive care of:
a. All patients with alcohol withdrawal 4.5
b. Mild alcohol withdrawal 4
c. Moderate alcohol withdrawal 5.5
d. Severe alcohol withdrawal 7.5
e. A recent alcohol withdrawal seizure 6
f. Alcohol withdrawal delirium 9

7.5 Moderate

9 Moderate

X [X X[ X [X|X
X [ XX [ X [X|X
XXX [X [X|X
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Level of Evidence

. . . Appropriateness
Statements: Supportive Care — Inpatient (Median) AMS;’AR- AACODS CoFc{grgne
g. Alcohol-induced psychotic disorder 7.5 X X X
h. Resistant alcohol withdrawal 7.5 X X X
i. Hospitalized patients experiencing alcohol withdrawal 55 X X X
228.Consider a multivitamin for all patients being treated for alcohol
: 6 Low
withdrawal.
229.Patients should be evaluated for specific nutritional deficiencies
based on clinically evident symptoms and available laboratory
tests. In this way, clinicians can verify the diagnosis and provide -
L . o N 7 Low
more definitive therapy for isolated nutritional deficiencies,
rather than using the low doses of vitamins and minerals
provided by a multivitamin.
230.All hospitalized patients presenting with alcohol withdrawal 85 Hiah Hiah
should receive thiamine to prevent Wernicke’s encephalopathy. ' g 9
231.Thiamine must be given before any intravenous glucose. 5* Moderate
232.Thiamine and glucose may be given in any order. 8 X X X
233.For hospitalized patients, 100 mg of thiamine daily should be 75 Low Low
used for prophylaxis of Wernicke’s encephalopathy. '
234.Intravenous or intramuscular administration of thiamine is best
if patients have poor nutritional status, if there is any question
- . L 8 Moderate
regarding malabsorption, or severe complications such as
Wernicke’s encephalopathy.
235.0ffer prophylactic oral thiamine to people with alcohol use
disorder:
a. If they are malnourished or of malnourishment 9
b. If they have decompensated liver disease 9
c. If they are in acute withdrawal 8
d. Before and during a planned medically treated alcohol .
. 8.5 High
withdrawal
236.Hospitalized patients with alcohol withdrawal should receive
parenteral thiamine:
a. If they have decompensated liver disease and in addition are 8
in an emergency department
b. If they are admitted to hospital with an acute illness or - .
8 High
injury.
c. All hospitalized patients with alcohol withdrawal 7.5
237.Consider folate supplementation for critically ill hospitalized
- - . 8 Low Low
patients being treated for alcohol withdrawal.
238.Clinicians should be alert to the possibility of hypomagnesemia, 9
particularly if there is hypokalemia.
239.There is insufficient evidence for magnesium as prophylaxis or .
- 9 High
treatment for alcohol withdrawal.
240.;1|'he use of magnesium should be limited to cases of 8 High High
ypomagnesemia.
241.Magnesium causes little harm when used routinely to treat
deficiency, which is common and hard to diagnose, as long as 8 Moderate
renal insufficiency is excluded.
242.Magnesium should not be administered routinely with the
exception of patients with cardiac arrhythmias, electrolyte 8 Moderate
disturbances or previous history of AWS-related seizures.
243.All patients with alcohol withdrawal should be assessed for 9
potassium deficiency and receive supplementation if indicated.
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Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

244 Clinicians should be aware that magnesium supplementation is
often needed to correct a potassium deficiency.

9

245.Hypokalemia can be corrected with supplementation, but given
the lack of data supporting phosphate replenishment in
asymptomatic, moderate hypophosphatemia (1-2 mg/DL), self-
correction with proper nutrition is preferred.

246.1f phosphorous is < 1 mg/DL, it should be supplemented.

Low

AUD Engagement — Ambulatory

Statements: AUD Engagement — Ambulatory

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

247.Near the end of the withdrawal process, clinicians should ask
patients if they have had contact with a behavioral health
provider regarding referral for SUD assessment/treatment and,
if not, what barriers have prevented this from occurring.

7.5

248.Near the end of the withdrawal process, clinicians should offer
patients information about local support groups, including 12-
step groups.

249.Near the end of the withdrawal process, clinicians should
educate patients about FDA-approved medications for alcohol
use disorder and, if possible, offer to provide ongoing treatment
with these medications.

8.5

250.For patients treated in primary care, regular follow-up visits at
least monthly for one year will increase the chances of
abstinence

251.When discussing AUD, clinicians should emphasize patient
engagement and offer a variety of treatment and support
options, even if the patient does not have a current goal of
abstinence from alcohol.

8.5

AUD Engagement — Inpatient

Statements: AUD Engagement — Inpatient

Appropriateness
(Median)

Level of Evidence

AMSTAR-
2

Cochrane

AACODS ROB

252.Clinicians should begin the addiction recovery treatment
process concurrently as cognitive status permits, rather than
delaying it until the patient’s withdrawal management is
completed.

Low

253.Although there are no evidence-based practices for addressing
AUD as part of alcohol withdrawal management, clinicians
should proactively work to educate patients about evidence-
based AUD treatment practices and connect them to these
resources as seamlessly as possible.

254.At a minimum, clinicians should communicate to the patient
that he or she has an alcohol use disorder and explain the range
of services available onsite and in the community.

High

255.Clinicians should offer warm handoffs to alcohol use disorder
service providers.
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. : Appropriateness

Statements: AUD Engagement — Inpatient (Median) AMS;’AR AACODS Co;f(w)r;ne
252.Clinicians should begin the addiction recovery treatment

process concurrently as cognitive status permits, rather than 7 Low

delaying it until the patient’s withdrawal management is

completed.
256.Clinicians should consider offering FDA-approved medications

. 9 Moderate
for alcohol use disorder.

257.The period of management of alcohol withdrawal presents an
opportunity to initiate the treatment recovery process for
alcohol use disorder. Clinicians should attempt to engage the 9
patient in continued treatment that may lead to a sustained
recovery from addiction.

2 Co-occurring Opioid Use Disorder

Level of Evidence

Statements: Co-occurring Opioid Use Disorder Appropriateness AMSTAR- Cochrane

(Median) ) AACODS ROB

258.1n ambulatory settings, for patients with concomitant
alcohol withdrawal and an opioid use disorder:
a. Stabilize opioid use disorder (e.g. with buprenorphine) 8 X . .
concomitantly with treating alcohol withdrawal
b. Treat alcohol withdrawal before stabilizing a patient’s

e . : 3 3.5* X X X
opioid use disorder (e.g. with buprenorphine)
259.1n inpatient settings, for patients with concomitant alcohol
withdrawal and an opioid use disorder:
a. Stabilize opioid use disorder (e.g. with buprenorphine) 8 X X X
concomitantly with treating alcohol withdrawal
b. Treat alcohol withdrawal before stabilizing a patient’s -
. . . > 4 X X X
opioid use disorder (e.g. with buprenorphine)
3
4  Alternative therapies
Appropriateness Level of Evidence
Statements: Alternative Therapies (Median) AMSZTAR- AACODS Co;grgne
260.A_cupuncture may be considered to help reduce alcohol 45% Moderate
withdrawal symptoms.
261.Massage therapy may be considered to help reduce alcohol 5 5* Moderate
withdrawal symptoms. '
5
6  Pharmacotherapy — Inpatient
Appropriateness Level of Care
Statements: Pharmacotherapy — Inpatient . -
py p (Median) AMS;’AR AACODS Cogfggne

Need for Pharmacotherapy
262.For those with mild symptoms (for example, CIWA-Ar scores
<8-10) and a low risk of complicated withdrawal, a reasonable .
L e : - 9 High Low
clinical option is supportive non-pharmacological therapy and
continued monitoring.
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Appropriateness Level of Care
Statements: Pharmacotherapy — Inpatient . -
py p (Median) AMS;'AR AACODS CoFcE‘grzBine

263.Those with moderate symptoms (e.g., CIWA-Ar scores of 8-
16) benefit symptomatically from medication that will also 9 High |Moderate
reduce the risk of major complications.

264.Those with severe symptoms (for example, CIWA-Ar scores
greater than or equal to 15) have a significant risk of major
complications if untreated. It is recommended that such 9 High |Moderate
patients receive benzodiazepines in amounts necessary to
control symptoms.

265.Patients with ASAM Criteria Risk Rating Matrix ratings of 2
or higher should receive pharmacotherapy for alcohol 9 Low
withdrawal syndrome.

266.For patients who have notable comorbid medical illness,

medications should be considered even if withdrawal is mild to 9 High
moderate.
267.1f waiting for lab test(s) results or if the test(s) are unavailable,
use a BZD with less hepatic metabolization if a patient has 8 X X X

signs of significant liver disease.

268.Benzodiazepines are the first line agents recommended for

preventing and treating alcohol withdrawal symptoms. 9 High High High
269.Benzodiazepines should be first line treatment for mild-
. 8 X X X
moderate symptoms of alcohol withdrawal.
270.Benzodiazepines should be first line treatment for moderate-
severe symptoms of alcohol withdrawal. 9 X X X
271.Benzod|az_ep|nes are e_ffectlve at preventing the incidence of 9 High High High
alcohol withdrawal seizures.
272.Benzodiazepines are effective at preventing the incidence of . .
- -3 9 High High
alcohol withdrawal delirium.
273.Benzodiazepines with adequate monitoring are recommended _
for treatment of moderate to severe alcohol withdrawal. 9 High
274.Longer-acting benzodiazepines are generally recommended as _
the drugs of choice for monotherapy. 9 High
275.Longer-acting agents may be more effective in preventing 6.5 Moderate| High
withdrawal seizures.
276.L(_)nger—act|ng agents may contribute to a smoother withdrawal 9 Moderate| High
with fewer rebound symptoms.
277.Shorter-acting benzodiazepines with rapid onset have greater 9 High |Moderate

addictive potential.

278.There is no data to support the utilization of either short acting
or long acting benzodiazepines to reduce the risk of over- 8
sedation in elderly patients.

279.There is no data to support the utilization of either short acting
or long acting benzodiazepines to reduce the risk of over- 8
sedation in patients with liver disease.

280.There is no data to support the utilization of either short acting
or long acting benzodiazepines to reduce the risk of over- 7.5
sedation in patients with COPD.

281.Benzodiazepines that are not metabolized hepatically (e.g.,
lorazepam, oxazepam) may be more appropriate for patients 9 Moderate
with significant liver disease.
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Level of Care

. . Appropriateness
Statements: Pharmacotherapy — Inpatient . AMSTAR- Cochrane
(Median) ) AACODS | ~'p o0
282.Signs of significant liver disease include:
e  Skin and eyes that appear yellowish (jaundice)
e Abdominal pain and swelling (ascites)
e Swelling in the legs and ankles (edema)
e ltchy skin 8 « « «
e Dark urine color
e Pale stool color, or bloody or tar-colored stool
e Confusion
e Chronic fatigue
e Nausea or vomiting
283.All benzodiazepines appear equally efficacious in reducin . .
signs and symth)oms O?I\J/vithd?awa{ ’ b High | Moderate|  High
284.No specific benzodiazepine is preferred for the prevention of 9 High
alcohol withdrawal seizures.
285.No specific benzodiazepine is preferred for the prevention of 9 High
alcohol withdrawal delirium.
286.Barbiturates such as phenobarbital may be effective in the 7 Low High
treatment of withdrawal-related seizures.
287.Phenobarbital is not generally recommended as the initial 8 Moderate
agent in place of benzodiazepines.
288.Barbiturates can ease withdrawal symptoms but there is no 45 Moderate| High
evidence that they prevent seizures. '
289.Barbiturates can ease withdrawal symptoms but there is no 5 Moderate | Moderate

evidence that they prevent alcohol withdrawal delirium.

290.Phenobarbital may be a clinically acceptable alternative to
benzodiazepines although the margin of safety for this agent is 9 High Moderate
lower than for benzodiazepines.

291.1n an inpatient setting, [for patients with NO contraindication
for benzodiazepine use] phenobarbital monotherapy is
appropriate for patients experiencing:

a. Mild withdrawal 3 X X X
b. Moderate withdrawal 4.5 X X X
c. Severe withdrawal 6 X X X
d. Who are risk of developing severe or complicated alcohol
. o - 6 X X X
withdrawal or complications of alcohol withdrawal
292.1n an inpatient setting, for patients with a contraindication for
benzodiazepine use, phenobarbital monotherapy is appropriate
for patients experiencing:
a. Mild withdrawal 7 X X X
b. Moderate withdrawal 8 X X X
c. Severe withdrawal 8 X X X
d. Who are at risk of developing severe or complicated or
S . 8 X X X
complications of alcohol withdrawal
293.In an inpatient setting, if close monitoring is available,
phenobarbital adjunct to benzodiazepines is an option for
patients experiencing:
a. Mild withdrawal 3 X X X
b. Moderate withdrawal 5 X X X
c. Severe withdrawal 7 X X X
d. Who are at risk of developing severe or complicated or 7 . x x

complications of alcohol withdrawal
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Level of Care

. : Appropriateness
Statements: Pharmacotherapy — Inpatient : .
py p (Median) AMS;'AR AACODS CoFcE‘grzBine
294.Because of synergistic effects, there is rationale for the use of 7

barbiturates as an adjunct to benzodiazepines.

295.The combination of phenobarbital and benzodiazepines may
lead to favorable additive clinical effects in controlling alcohol
withdrawal syndromes; this regimen could be used in settings 7 Moderate | Moderate
with close monitoring as a strategy at preventing ICU
admission and mechanical ventilation.

296.Parenteral phenobarbital should only be used in highly
supervised settings with hospitalized patients because of 9 Moderate
overdose risk.

297.Anticonvulsants are not recommended as monotherapy for

. . - 6.5* High
patients at risk of moderate alcohol withdrawal.
298.Anticonvulsants are not recommended as monotherapy for
. . . 8.5
patients at risk of severe alcohol withdrawal.
299.Anticonvulsants are non-inferior to benzodiazepines as . .
monotherapy for the management of alcohol withdrawal. ¢ High "WlBderatg|  High
300.Anticonvulsants are non-inferior to benzodiazepines as
monotherapy for the prevention of alcohol withdrawal 7.5 High |Moderate
symptoms.
301.Carbamazepine, gabapentin and valproic acid monotherapy are
non-inferior to benzodiazepines as monotherapy for both 8

prevention of seizures and treatment of withdrawal.

302.For patients who are at mild to moderate risk of severe alcohol
withdrawal, anticonvulsant monotherapy may be used to 8
control symptoms after an initial dose of benzodiazepines.

303.Some anticonvulsants do not have the addictive potential of
benzodiazepines, which may be a consideration for patients 7 High
being treated in outpatient settings.

304.For managing mild to moderate alcohol withdrawal for
patients for whom risks of benzodiazepines outweigh benefits
(e.g, inadequate monitoring available, concerns about misuse, 9 High
or allergy/adverse reactions), carbamazepine or gabapentin
may be considered as alternatives.

305.Anticonvulsants may be used as adjunctive medications to

benzodiazepines to help control alcohol withdrawal symptoms. 9 High High

306.Before anticonvulsants are used as adjunctive medications to
benzodiazepines, clinicians should ensure that an adequate 7.5
dose of benzodiazepines has been administered.

307.Some studies have shown that the adjunctive use of
anticonvulsants reduces the total dose of benzodiazepines.
However, the total dose of benzodiazepine is not a meaningful
clinical goal in its own right, or a good measure of the efficacy
of anticonvulsants to reduce and prevent alcohol withdrawal
symptoms.

308.A limitation of carbamazepine use is its interaction with
multiple medications that undergo hepatic oxidative
metabolism making it less useful in older patients or those with
multiple medical problems.

9 High

309.Valproic acid may have limited use in patients with acute liver

. . 8 Moderate
impairment.
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Appropriateness Level of Care
Statements: Pharmacotherapy — Inpatient . -
py p (Median) AMS;'AR AACODS CoFcE‘grzBine

310.Gabapentin may provide therapeutic effect during withdrawal
and continued long-term for relapse prevention or harm
reduction. It may be a more appropriate choice for alcohol 8.5 Low
withdrawal symptoms if the clinician plans to use it to treat
alcohol use disorder.

311.Antipsychotic agents are not recommended as monotherapy
because they do not prevent delirium and they lower the 9 High |Moderate
seizure threshold.

312. Antipsychotic agents may be considered an adjunctive therapy
to benzodiazepines in the late stage of alcohol withdrawal

when delirium and hallucinations are not controlled with g high | Moderate
benzodiazepines alone.
313.Antipsychotic agents with less effect on the seizure threshold 5 5% Moderate
(such as haloperidol) should be used.
314.Beta-blockers can be used as adjunctive treatment to control . .
. L 7 High High
neuroautonomic hyperactivity.
315.Beta-blockers have not demonstrated efficacy in prevention of
seizure 9 Moderate
316.A concern about beta-blockers is their potential to mask the
development of worsening withdrawal symptoms, which may 5.5

lead to seizures and delirium.

317.A concern about beta-blockers is their potential to induce
delirium, which can make it difficult to determine the cause of 5
the patient’s delirium.

318.A2AA can be used as adjunctive treatment to control

. 2 8 Moderate
autonomic hyperactivity.

319.A2AA do not prevent seizures or the development of delirium. 9 Low |Moderate

320.A2AA increase the incidence of bradycardia, which requires 5% Low
close cardiac monitoring.

321.Alpha2-adrenergic agonists such as clonidine can be used as an
adjunct to benzodiazepine therapy to control autonomic
hyperactivity and anxiety when symptoms are not controlled 7.5 X X X
by benzodiazepines alone. They should not be used to prevent
withdrawal-related seizures or delirium.

322.Dexmedetomidine has been successfully used in combination

with other medications for patients in severe refractory 9 Low
withdrawal.

323.1n ICU settings, dexmedetomidine is indicated only for
patients with severe alcohol withdrawal who have already 7.5

received high doses of benzodiazepines.

324.Clonidine can be used as adjunctive treatment to control
autonomic hyperactivity.

325.Clonidine use should be restricted to patients with substantial
increase in blood pressure over baseline or are nearing a
hypertensive urgency or emergency (pressure is greater than 4.5* Low
180 over 120) and should not be used to treat other general
symptoms of alcohol withdrawal syndrome.

326.For patients of severe alcohol withdrawal, other medications
can be used in the management of alcohol withdrawal as long 8 Moderate
as benzodiazepines are already being given.
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Statements: Pharmacotherapy — Inpatient . -
py p (Median) AMS;'AR AACODS CoFcE‘grzBine

327.For patients at low risk of severe alcohol withdrawal,
clinicians may utilize many interventions (including
medications) to reduce symptoms. However, no other 9
medications are as well-studied or known to prevent seizures
and delirium as benzodiazepines.

328.There is insufficient and low quality evidence about the use of

baclofen for alcohol withdrawal. 9 High High

329.Baclofen should only be considered an adjunctive medication

for alcohol withdrawal management. 6 Moderate

330.Propofol is indicated only for patients with severe alcohol
withdrawal who have already received high doses of 8
benzodiazepines.

331.Propofol should only be considered for patients already

. . I 8 Low
requiring mechanical ventilation.

332.Because oral or intravenous alcohol has no proven efficacy, no

accepted protocols, and known toxicity, it should not be used. 9 High High

Dosing Regimens

333.The indication and tailoring of benzodiazepine treatment
should be guided by regular and rigorous clinical surveillance
which may be supported by withdrawal symptom evaluation
scales.

9 High

334.Treatment should allow for a degree of individualization so
patients can receive large amounts of medication rapidly if 9 High |[Moderate
needed.

335.When using shorter-acting agents, medication should be
tapered carefully even after AWD resolves to prevent the
development of breakthrough symptoms or the occurrence of
withdrawal seizures.

9 High

336.Symptom-triggered dosing is the standard of care for

hospitalized patients. 8.5

337.Symptom-triggered dosing is a best practice for hospitalized
patients.

338.Symptom-triggered dosing is preferred because it is as
effective as fixed-dose therapy, but leads to the administration
of significant less medication and a significantly shorter
duration of treatment. Moreover, patients receiving fixed-dose
therapy still require monitoring and doses based on symptoms
as needed.

9 Low High High

339.Symptom-triggered dosing can be used with short,

intermediate, and long-acting benzodiazepines. 8 Moderate

340.A fixed dose schedule is generally not appropriate in a hospital

setting. 8.5

341.Fixed dose schedule offers few advantages over symptom
triggered dosing; importantly, it does not obviate the need for 7
monitoring and adjusting doses as necessary.

342.A fixed dose with a gradual taper may be appropriate for
patients receiving shorter-acting benzodiazepines in an 5*
inpatient setting.

343.A single loading dose of a benzodiazepine may be appropriate
for asymptomatic patients with severe coronary artery disease,
when the clinician may want to prevent the development of
even minor symptoms of withdrawal.

7.5 Moderate
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Stat ts: Ph th Inbatient Appropriateness Level of Care
atements: Pharmacotherapy — Inpatien (Median) AMS;’AR- AACODS cgérggne
344.A single loading dose of a benzodiazepine may be given
regardless of symptoms or when asymptomatic if a patient has 8 Low |Moderate
past severe or complicated withdrawal or a patient has acute
medical, psychiatric or surgical illness.
345.A single loading dose of a benzodiazepine may be given when
a patient has withdrawal symptoms at a high (100-150 mc/dL) 7 Moderate
BAC.
346.For patients with severe alcohol withdrawal symptoms or high
risk of severe alcohol withdrawal, a repeating or escalating 8 Low Low-ob
dose of a benzodiazepine can be considered.
347.Because of their rapid onset and long half-life, diazepam and
chlordiazepoxide are appropriate benzodiazepines for loading 8
doses.
348.After administering a loading dose or doses of a
benzodiazepine, clinicians should monitor the patient closely 8 Low
and shift to symptom-triggered dosing.
349.Phenobarbital can be dosed in an inpatient setting using:
a. Symptom-triggered treatment 7 X X X
b. Fixed dosing with a scheduled taper 6.5 X X X
c. Front-loading or loading dose regimen 7 X X X
d. Provide additional doses as needed 7 X X X
Response to Medication
350.For patients who do not respond as expected to a typical dose
of medication:
a. First, consider increasing the dose 9 X X X
b. Reassess for appropriate level of care X X X
c. Consider switching to an alternative medication X X X
Pharmacotherapy — Ambulatory
Appropriateness Level of Evidence
Statements: Pharmacotherapy — Ambulatory (Median) AMSZTAR- AACODS Colgrérgne
Need for pharmacotherapy
351.1f patients are at moderate risk of developing more severe (but
still manageable in outpatient) symptoms before their next
appointment, prescribe one of the recommended medications 8.5
regardless of current symptom severity.
352.Indications of moderate risk of developing more severe (but
still manageable in outpatient) symptoms:
a. Previous withdrawal episodes of moderate severity 8.5 Moderate
b. > 3 standard drinks per day for men and 2 for women 3 Moderate
c. > 4 standard drinks per day for men and 3 for women 3 Moderate
d. > 5 standard drinks per day for men and 4 for women 4 Moderate
e. > 6 standard drinks per day for men and 5 for women 5 Moderate
f. > 7 standard drinks per day for men and 6 for women 5.5 Moderate
g. > 8 standard drinks per day for men and 7 for women 6 Moderate
h. > 9 standard drinks per day for men and 8 for women 6 Moderate
i. > 10 standard drinks per day for men and 9 for women 6 Moderate

169

APPENDICES
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Statements: Pharmacotherapy — Ambulatory (Median) AMS;’AR- AACODS CoFc{grgne
j. > 11 standard drinks per day for men and 10 for women 6 Moderate
353.1f risk is unknown:
a. Offer one of the recommended medications for AWS 8
symptoms at the time of presentation.
b. Monitor and reassess frequently over the next 24 hours to
. ! o 8.5 Moderate
determine their need for medication
Use of Benzodiazepines
354.Benzodiazepines have some addictive potential, which should
not impede their use in withdrawal management. The potential
for misuse may be relevant for patients receiving treatment in 8 Moderate
outpatient settings but generally not of clinical significance
during the treatment of acute withdrawal.
355.Clinicians should be aware that the use of benzodiazepines is
associated with increased risk of excessive sedation, motor and 9 Moderate
memory deficits, and respiratory depression.
356.Patients receiving benzodiazepines in outpatient settings
should be advised about the risk of drowsiness and should be 9 Low
told to reduce the dose if this occurs.
357.Patients receiving benzodiazepines in outpatient settings
should be advised about the risk of impairment and overdose if 9
combined with alcohol or other CNS depressants.
358.Absolute contraindication for BZD use in outpatient setting
indicated by:
a. History of adverse events with benzodiazepine use 8.5 High
b. Current benzodiazepine use disorder 5.5 Moderate
c. Past benzodiazepine use disorder 4 Moderate
d. High risk of benzodiazepine diversion (history of previous
diversion or another household member with a history of 8 Low
diversion or abuse of benzodiazepines)
359.Relative contraindication for BZD use in outpatient setting
indicated by:
a. History of adverse events with benzodiazepine use 7.5 High
b. Current benzodiazepine use disorder 6.5 Moderate
c. Past benzodiazepine use disorder 6 Moderate
d. High risk of benzodiazepine diversion (history of previous
diversion or another household member with a history of 8 Low
diversion or abuse of benzodiazepines)
Medication choice:
360.No Medication, Supportive non-pharmaceutical care alone for
a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 3
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 1.5
c. BZD Contraindication=No, Symptoms=Mod 7.5
d. BZD Contraindication=Absolute, Symptoms=Mild, 35
Risk=Mild '
e. BZD Contraindication=Absolute, Symptoms=Mild, 3
Risk=Mod
f. BZD Contraindication=Absolute, Symptoms=Mod 7.5
g. BZD Contraindication=Relative, Symptoms=Mile, 75
Risk=Mild '
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. Appropriateness
Statements: Pharmacotherapy — Ambulatory (Median) AMS;’AR- AACODS CoFc{grgne
h. BZD Contraindication=Relative, Symptoms=Mild, 35
Risk=Mod '
i. BZD Contraindication=Relative, Symptoms=Mod 3
361.Long-acting BZD as monotherapy for AWS symptoms for a
patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 6.5
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 8
c. BZD Contraindication=No, Symptoms=Mod 9
d. BZD Contraindication=Relative, Symptoms=Mild, 45
Risk=Mild '
e. BZD Contraindication=Relative, Symptoms=Mild, 6
Risk=Mod
f. BZD Contraindication=Relative, Symptoms=Mod 8
362.Intermediate-acting BZD as monotherapy for AWS symptoms
for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 4
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 7
c. BZD Contraindication=No, Symptoms=Mod 8.5
d. BZD Contraindication=Relative, Symptoms=Mild, 35
Risk=Mild '
e. BZD Contraindication=Relative, Symptoms=Mild, 6
Risk=Mod
f. BZD Contraindication=Relative, Symptoms=Mod 7
363.Carbamazepine as monotherapy for AWS symptoms for a
patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 8
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 8.5
c. BZD Contraindication=No, Symptoms=Mod 8.5
d. BZD Contraindication=Absolute, Symptoms=Mild, 75
Risk=Mild '
e. BZD Contraindication=Absolute, Symptoms=Mild, 85
Risk=Mod '
f. BZD Contraindication=Absolute, Symptoms=Mod 8.5
g. BZD Contraindication=Relative, Symptoms=Mild, 75
Risk=Mild '
h. BZD Contraindication=Relative, Symptoms=Mild, 85
Risk=Mod '
i. BZD Contraindication=Relative, Symptoms=Mod 8.5
j. Plan to use carbamazepine as part of long-term AUD 55
therapy after withdrawal '
364.Gabapentin as monotherapy for AWS symptoms for a patient
with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 7
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 8.5
c. BZD Contraindication=No, Symptoms=Mod 7.5
d. BZD Contraindication=Absolute, Symptoms=Mild, 8
Risk=Mild
e. BZD Contraindication=Absolute, Symptoms=Mild, 85
Risk=Mod '
f. BZD Contraindication=Absolute, Symptoms=Mod 8.5
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g. BZD Contraindication=Relative, Symptoms=Mild, 7
Risk=Mild
h. BZD Contraindication=Relative, Symptoms=Mild, 85
Risk=Mod '
i. BZD Contraindication=Relative, Symptoms=Mod 7.5
j- Plan to use gabapentin as part of long-term AUD therapy 85
after withdrawal '
365.Valproic acid as monotherapy for AWS symptoms (patient not
woman of child-bearing potential) for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 5
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 6
c. BZD Contraindication=No, Symptoms=Mod 6
d. BZD Contraindication=Absolute, Symptoms=Mild, 55
Risk=Mild '
e. BZD Contraindication=Absolute, Symptoms=Mild, 6
Risk=Mod
f. BZD Contraindication=Absolute, Symptoms=Mod 6
g. BZD Contraindication=Relative, Symptoms=Mild, 5
Risk=Mild
h. BZD Contraindication=Relative, Symptoms=Mild, 6
Risk=Mod
i. BZD Contraindication=Relative, Symptoms=Mod 6
j- Plan to use valproic acid as part of long-term AUD therapy 45
after withdrawal '
366.Phenobarbital as monotherapy for AWS symptoms for a
patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 4
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 5
c. BZD Contraindication=No, Symptoms=Mod 5
d. BZD Contraindication=Absolute, Symptoms=Mild, 45
Risk=Mild '
e. BZD Contraindication=Absolute, Symptoms=Mild, 6.5
Risk=Mod '
f. BZD Contraindication=Absolute, Symptoms=Mod 7
g. BZD Contraindication=Relative, Symptoms=Mild, 4
Risk=Mild
h. BZD Contraindication=Relative, Symptoms=Mild, 55
Risk=Mod '
i. BZD Contraindication=Relative, Symptoms=Mod 6.5
367.Baclofen as monotherapy for AWS symptoms for a patient
with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 3
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 3.5
c. BZD Contraindication=No, Symptoms=Mod 15

d. Plan to use baclofen as part of long-term AUD therapy after

. 4.5
withdrawal
368.Tiapride as monotherapy for AWS symptoms for a patient
with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 3
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 3
c. BZD Contraindication=No, Symptoms=Mod 3
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369.Clonidine as monotherapy for AWS symptoms for a patient

with:
a. Rx=CLO, BZD Contraindication=No, Symptoms=Mild, 3
Risk=Mild
b. Rx=CLO, BZD Contraindication=No, Symptoms=Mild,
L 15
Risk=Mod
c. Rx=CLO, BZD Contraindication=No, Symptoms=Mod 1
370.Carbamazepine after an initial dose of BZD for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 7
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 7
c. BZD Contraindication=No, Symptoms=Mod 6.5
d. BZD Contraindication=Relative, Symptoms=Mild, 55
Risk=Mild '
e. BZD Contraindication=Relative, Symptoms=Mild, 75
Risk=Mod '
f. BZD Contraindication=Relative, Symptoms=Mod 6.5
g. Plan to use carbamazepine as part of long-term AUD 6
therapy after withdrawal
371.Gabapentin after an initial dose of BZD for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 6.5
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 7
c. BZD Contraindication=No, Symptoms=Mod 7
d. BZD Contraindication=Relative, Symptoms=Mild, 6.5
Risk=Mild '
e. BZD Contraindication=Relative, Symptoms=Mild, 7
Risk=Mod
f. BZD Contraindication=Relative, Symptoms=Mod 7
g. Plan to use gabapentin as part of long-term AUD therapy 7
after withdrawal
372.Valproic acid after an initial dose of BZDs (patient not woman
of child-bearing potential) for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 6.5
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 7
c. BZD Contraindication=No, Symptoms=Mod 6.5
d. BZD Contraindication=Relative, Symptoms=Mild, 6
Risk=Mild
e. BZD Contraindication=Relative, Symptoms=Mild, 6
Risk=Mod
f. BZD Contraindication=Relative, Symptoms=Mod 6
g. Plan to use valproic acid as part of long-term AUD therapy 45
after withdrawal '
373.BZD w/ adjunct carbamazepine for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 4
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 6
c. BZD Contraindication=No, Symptoms=Mod 7.5
d. Plan to use carbamazepine as part of long-term AUD 55
therapy after withdrawal '
374.BZD w/ adjunct gabapentin for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild 4
b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod 7
c. BZD Contraindication=No, Symptoms=Mod 7.5
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d. Plan to use gabapentin as part of long-term AUD therapy
after withdrawal

4

375.BZD w/ adjunct valproic acid (patient not woman of child-
bearing potential) for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild

b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod

c. BZD Contraindication=No, Symptoms=Mod

4.5

d. Plan to use as part of long-term AUD therapy after
withdrawal

4.5

376.BZD w/ adjunct clonidine for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild

4.5

b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod

55

c. BZD Contraindication=No, Symptoms=Mod

55

377.BZD w/ adjunct atenolol for a patient with:
a. BZD Contraindication=No, Symptoms=Mild, Risk=Mild

3.5

b. BZD Contraindication=No, Symptoms=Mild, Risk=Mod

c¢. BZD Contraindication=No, Symptoms=Mod

4.5

378.Transfer to inpatient setting for a patient with:
a. BZD Contraindication=Absolute, Symptoms=Mild,
Risk=Mild

b. BZD Contraindication=Absolute, Symptoms=Mild,
Risk=Mod

c. BZD Contraindication=Absolute, Symptoms=Mod

d. BZD Contraindication=Relative, Symptoms=Mild,
Risk=Mild

e. BZD Contraindication=Relative, Symptoms=Mild,
Risk=Mod

f. BZD Contraindication=Relative, Symptoms=Mod

4.5

379.Patients with contraindications for benzodiazepine treatment
do not require automatic transfer to an inpatient facility
because other effective medications are available for the
treatment of alcohol withdrawal symptoms in the outpatient
setting.

8.5

380.1n ambulatory Level 2-WM setting, for patients whose
symptoms include severe anxiety and moderate to severe
tremor, but not confusion or hallucinations and has not
experiences a seizure (e.g., CIWA-AR>19):
a. Provide pharmacotherapy

b. Benzodiazepines are first-line treatment

8.5

c. Phenobarbital is also an option

7.5

. For patients with a BZD contraindication, use phenobarbital

XX X |X

XX X |X
XX X |X

@D |

. For patients with a BZD contraindication, use
carbamazepine

x

x
x

f. For patients with a BZD contraindication, use gabapentin

g. For patients with a BZD contraindication, transfer to an
inpatient setting.

381.In ambulatory Level 2-WM setting, for patients who are at risk
of developing severe or complicated alcohol withdrawal or
complications of alcohol withdrawal:
a. Provide pharmacotherapy

b. Benzodiazepines are first-line treatment

©

x

x
x

c. Phenobarbital is also an option
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d. For patients with a BZD contraindication, use phenobarbital 8 X X X
e. For patients with a BZD contraindication, use
; 5.5 X X X
carbamazepine
f. For patients with a BZD contraindication, use gabapentin 55 X X X
g. For patients with a BZD contraindication, transfer to an
inpatient setting. ! X X X
Medication Dosing
382.In the ambulatory setting, a front loading or loading dose
regimen is appropriate for patients at high-risk of severe 8.5 X X X
withdrawal syndrome.
383.In the ambulatory setting, providing at least a single loading
dose is appropriate for patients:
a. Not experiencing severe withdrawal but who have a history
. . 8.5 X X X
of severe or complicated withdrawal
b. With a current acute medical, psychiatric or surgical illness 7 X X X
c¢. Who are displaying signs or symptoms of withdrawal 9
- . X X X
concurrent with a positive blood alcohol content
384. At settings without continuous monitoring (e.g. Level 1-WM);
patients whose symptoms will be reliably monitored
a. Symptom-triggered treatment (take medication when 7
needed)
b. Fixed dose + additional as-needed medication 7 High
c. Fixed dose no additional as-needed medication 2.5 High
d. Front loading 7 High
385. At settings without continuous monitoring (e.g. Level 1-WM);
patients whose symptoms will NOT be reliably monitored
a. Symptom-triggered treatment (take medication when 6
needed)
b. Fixed dose + additional as-needed medication 8 High
c. Fixed dose no additional as-needed medication 4 High
d. Front loading 7 High
386.At short-term observational settings with continuous
monitoring (e.g. Level 2-WM)
a. Symptom-triggered treatment (take medication when 9 Moderate
needed)
b. Fixed dose + additional as-needed medication 7 High
c. Fixed dose no additional as-needed medication 2.5 High
d. Front loading 7.5 High
387.Phenobarbital can be dosed in an ambulatory setting using:
a. Symptom-triggered treatment 4.5 X X X
b. Fixed dosing with a scheduled taper 5 X X X
c. Front-loading or loading dose regimen 6 X X X
d. Provide additional take-home doses 5.5 X X X
388.Discontinue benzodiazepines prescribed for alcohol withdrawal
a. After withdrawal is complete 8.5 Moderate
b. If a patient drinks alcohol 2 Moderate
389.If a patient does not respond to an adequate dose of
medication:
a. First, consider increasing the dose 9 X X X
b. Reassess the patient for appropriate level of care 9 Very
Low
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c. Consider switching to a different medication 9
d. Consider adding an adjunct medication 9
390.1n an outpatient setting where it is possible to monitor the
patient over a period of hours, symptom-triggered dosing is 9
preferred.
391.A fixed dose with a gradual taper may be appropriate for
patients receiving shorter-acting benzodiazepines in an 7.5
outpatient setting.
392.An initial fixed dose with a gradual taper may be suited for
outpatient settings when close monitoring is not possible, as 7 Low Low

393.If initiating a fixed dose in an outpatient setting, clinicians
should arrange to follow up with a patient the following day (or
arrange for follow-up with another provider) to potentially
modify the patient's dose.

8.5

394.Patients treated in outpatient settings who are prescribed
benzodiazepines to treat withdrawal should be provided with as
few days' worth of doses as is practically possible given their
level of stability and access to follow up evaluation.

8.5

Addressing Seizures, Delirium and Hallucinosis

Statements: Addressing Seizures, Delirium, Hallucinosis, RAW

Appropriateness
(Median)

Level of Evidence

AMSTAR-

2

AACODS

Cochrane

ROB

395.Routine drug therapy for the prevention of seizures is not
necessary in patients with no history of withdrawal seizures
and mild to moderate symptoms.

High

396.Clinicians should be aware that a seizure may occur in the
absence of other clinically prominent alcohol withdrawal
symptoms.

397.Following a withdrawal seizure, admit patients to a setting with
close monitoring and re-assess at least every 1-2 hours for up
to 24 hours.

7.5

398.For patients who present with seizures, only make a diagnosis
of alcohol withdrawal seizures if there is a recent change in
alcohol use. Clinicians should be aware that seizures often
occur 24-48 hours after a decrease or cessation of alcohol use.

Moderate

399.Patients who present with seizures who have no history of
seizures should receive a thorough neurological exam to
determine its etiology.

Low

Moderate

400.Patients who are known to have a history of withdrawal seizure
and who present with a seizure that can be attributed clearly to
withdrawal may not require a full repeat evaluation. If the
seizure was generalized and without focal elements, if a careful
neurologic examination reveals no evidence of focal deficits, if
there is no suspicion of meningitis and if there is no history of
recent head trauma, additional testing may be safely omitted.

Moderate

401.EEG is recommended in new onset seizures or when showing a
new pattern in patients with a known history of alcohol
withdrawal seizures.

Moderate
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402.Patients with a recent alcohol withdrawal seizure should be 5
admitted for 6-24 hours.
403.Patients with a recent alcohol withdrawal seizure should be 75
observed for 6-24 hours. '
404.Patients with a recent alcohol withdrawal seizure should be 5
admitted for at least 24 hours.
405.Patients with a recent alcohol withdrawal seizure should be 85 High
observed for at least 24 hours. '
406.Patients experiencing alcohol withdrawal seizures:
a. Str;ould b_e tree_nted with immediate parer}teral 85 Low |Moderate| High
enzodiazepines to prevent another seizure.
b. Phenobarbital is also an option 7 X X X
c. For patients with a BZD contraindication, phenobarbital is 8 X X X
an option
d. If easy and fast to access, IV administration is preferred to 8 x . x
IM, but IM administration is also effective.
407.For patients who have experienced an alcohol withdrawal
seizure in the current withdrawal episode, to prevent another
seizure:
a. Benzodiazepines should be first line treatment 9
b. Phenobarbital is also an option 6.5 X X X
c. For patients with a BZD contraindication, phenobarbital is 75 " x x
an option '
408.The drugs of choice for treatment of alcohol withdrawal . .
: : 8 High High
seizures are lorazepam and diazepam.
409.The drug of choice for treatment of alcohol withdrawal seizure 8 High
is lorazepam.
410.Do not offer phenytoin to treat alcohol withdrawal seizures 9 High
because it has been shown to be ineffective.
411.1t is not recommended to use phenytoin to prevent or treat
alcohol withdrawal seizures unless treating a concomitant 7.5 X X X
underlying seizure disorder.
412.All patients with seizures should receive intravenous fluids. 5* Low
413.Patients with seizures should be evaluated for the need to 7
receive IV fluid.
414.Someone experiencing an alcohol withdrawal seizure is at
greater risk for progressing to alcohol withdrawal delirium.
. . L 8 Moderate
Therefore, a withdrawal seizure warrants closer monitoring for
delirium.
415. Anticonvulsant treatment should not be given in the long term 9
to prevent alcohol withdrawal seizures.
416.Clinicians should use DSM-5 criteria to diagnose delirium as 8
part of alcohol withdrawal.
417 .Regardless of the apparent etiology of the delirium, clinicians
should conduct a detailed neurological and medical
o - . : 9 Low
examination with appropriate testing to rule out other common
causes of delirium.
418.1t can be difficult to differentiate between treatment-related
. A . . - 6.5 Moderate
benzodiazepine intoxication and alcohol withdrawal delirium.
419.Patients with delirium require close nursing observation and
supporting care that frequently necessitates admission to an 7 Moderate
intensive care unit.
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Statements: Addressing Seizures, Delirium, Hallucinosis, RAW

420.In many cases, continuous, one-to-one observation and
monitoring may be required to ensure safe and adequate 9 High
management of agitated and disoriented patients.

421.Vital signs should be monitored regularly in all patients. The
appropriate frequency of monitoring depends on the frequency
of medication administration, concurrent medical conditions,
and the degree of abnormality of the vital signs.

9 High

422.When high doses of benzodiazepines are needed, or when
continuous infusions of medication are used, or when patients
have significant concurrent medical conditions, cardiac 9 High |Moderate
monitoring and oximetry should be in place and resuscitative
equipment should be readily available.

423.All patients with alcohol withdrawal delirium should have

immediate intravenous access for administration of drugs and 9 Low
fluids.

424 Clinicians should utilize a structured assessment scale to 8
monitor symptoms of alcohol withdrawal delirium.

425.Sedation agitation scales are preferred over the CIWA-Ar for 6

monitoring symptoms of alcohol withdrawal delirium.

426.Due to the subjective reporting of symptoms on the CIWA-Ar,
it may be difficult to use for patients with delirium and other 8.5
scales should be considered.

427.The Delirium Detection Scale may be useful for identifying

and monitoring patients with alcohol withdrawal delirium. 6.5
428.The goal of managing alcohol withdrawal delirium is for . .
; . L 8 High High
patients to achieve and maintain light somnolence.
429.Benzodiazepines are recommended as first-line agents for 85
managing alcohol withdrawal delirium. '
430.Alcohol withdrawal delirium is best treated with intravenous 75 High

medications.

431.Clinicians should be aware that both lorazepam and diazepam
are stabilized with propylene glycol and repeated high
intravenous doses may result in both hyponatremia and 8.5 Moderate
metabolic acidosis. Careful monitoring is required to prevent
this complication.

432.As an alternative to benzodiazepines, barbiturates can be

considered an option. 8 High Low

433.Paraldehyde is not recommended for the management of

alcohol withdrawahdelirium. 9 High

434.Intermittent IV administrations of long-acting medications and
continuous 1V infusion of short-acting medications seem
effective and are thus acceptable. However, continuous IV 8 High
infusion is considerably more expensive and there is no
existing evidence of therapeutic superiority.

435.Symptom-triggered bolus administration is more beneficial

than continuous infusion for alcohol withdrawal delirium 6
treatment.
436.Antipsychotic agents may be considered for use in conjunction
with benzodiazepines when symptoms are not adequately 8 High
controlled by benzodiazepine therapy.
437.Antipsychotic agents should not be used as monotherapy. 9 Moderate
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Statements: Addressing Seizures, Delirium, Hallucinosis, RAW

438.Propofol is an appropriate adjunctive medication when
symptoms are not adequately controlled by benzodiazepine 8 High |Moderate| Moderate
therapy.

439.Beta-adrenergic antagonists may be considered for use in
conjunction with benzodiazepines in selected patients for 8 High
control of persistent hypertension or tachycardia.

440.Haloperidol is an appropriate adjunctive medication when
symptoms are not adequately controlled by benzodiazepine 8
therapy.

441.The practitioner should not hesitate to use whatever amounts of
benzodiazepines are needed to control the agitation while
keeping in mind the possible buildup of long acting metabolites 8 Moderate
especially in patients with impaired hepatic function or the
elderly.

442 Clinicians should be aware that very large doses of
benzodiazepines are often required to control agitation in
alcohol withdrawal treatment, doses that are much higher than
typically seen in other patient populations.

443.Although large doses of benzodiazepines are often required to
control agitation in alcohol withdrawal treatment, clinicians
should keep in mind the possible buildup of long acting 8.5
metabolites, especially in patients with impaired hepatic
function or the elderly.

444 Patients with alcohol withdrawal delirium should receive

symptom-triggered doses of medication. ! Moderate

445.For patients with alcohol withdrawal delirium, it may be
appropriate to administer an initially larger dose of

benzodiazepines (a loading dose) followed by symptom 8
triggered dosing.
446.Clinicians can use an established dosing protocol as a guide, 9

but dosing should be individualized based on symptoms.

447 When light somnolence is achieved and the patient is calm and
cooperative, management may be shifted to oral symptom- 8 Low Low
triggered schedule.

448.1n cases where the patient has been delirious more than 72
hours, careful consideration should be given to the diagnosis of
benzodiazepine-induced delirium. In such cases, reduction of
benzodiazepine dose should be strongly considered.

8 Moderate

449.1f the patient has been delirious longer than 72 hours, assess the
patient for benzodiazepine-induced delirium and withdrawal 7 X X X
from another GABAergic agent (like gabapentin or soma).

450.Clinicians should be aware that it is unlikely that a person
already in alcohol withdrawal delirium will then experience a 7.5 Moderate
seizure.

451.Hallucinosis can occur in the absence of other clinically
prominent withdrawal symptoms. It should be distinguished

from hallucinations that can be part of alcohol withdrawal 8.5 Moderate
delirium.
452.Neither antipsychotics nor benzodiazepines have demonstrated
. . Lo 6.5
efficacy in the treatment of hallucinosis.
453.For hallucinations, diazepam is first-line treatment. 6* Low High
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454.1n cases of persistent hallucinosis, low doses of antipsychotics
may be prescribed for a period of 1-2 weeks until symptoms 5 Low
remit.
455.The treatment of alcohol-induced psychotic disorder may 8
require consultation with a psychiatrist.
456.The treatment of alcohol-induced psychotic disorder may 8
require addition of antipsychotics
Specific Settings and Populations
Apropriateness Level of Evidence
Statements: Specific Settings and Populations (Median) AMS;AR- AACODS CoFczhorgne
457.Clinicians should assess all critically ill patients for risk of
alcohol withdrawal using screening questions, collateral 9

information from family members and other medical
providers, and/or laboratory tests.

458.Patients with a reduced level of consciousness who are for the
development of alcohol withdrawal should be monitored for 9 Moderate
the appearance of alcohol withdrawal symptoms.

459.1t is important that clinicians ask critically ill patients if they
have experienced events such as seizures or delirium tremens 9 Low
during past withdrawal episodes.

460.With patients for whom a complete medical history is not
available, (i.e. ED, trauma, ICU) knowing the patient is at high

risk of complicated alcohol withdrawal may orient the medical 8 Moderate
decision toward a more aggressive treatment despite presenting
symptoms.
461.1t is generally appropriate to provide prophylactic treatment of 7 Moderate
alcohol-dependent patients in the ICU.
462.Clinicians should be aware that the effects of some
medications may lead to artificially low CIWA-Ar scores and
. . . - 8 Low |Moderate
the effects of some medications and some medical conditions
(e.g. fever from infection) may confound CIWA-Ar scores.
463.Within the ICU, use of the CIWA-Ar may be complicated by
lack of patient communication or presence of influential
comorbidities. Clinicians should consider alternative scales to
assist with dosing including:
a. Riker Sedation-Agitation Scale 7 Low |Moderate| Low
b. Richmond Agitation-Sedation Scale (RASS) 7* Low |Moderate| Low
c. Minnesota Detoxification Scale (MINDS) 7* Low Low
d. CI%nJl)Jsmn Assessment Method for ICU Patients (CAM- 7% Low |Moderate
e. Delirium Detection Score (DDS) 5* Moderate
464.Within the ICU, use of the CIWA-Ar may be complicated by
lack of patient communication or presence of influential
comorbidities. Clinicians should consider alternative scales to 8

assist with dosing in these patients (e.g., the Richmond
Agitation-Sedation Scale, Confusion Assessment Method for
ICU Patients, or Minnesota Detoxification Scale).
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465.For patients admitted to the ICU for alcohol withdrawal
symptoms, symptom-triggered dosing using a validated scale
is recommended.

Low

466.For patients admitted to the ICU for alcohol withdrawal
symptoms, the administration of benzodiazepines via the
intravenous route may be preferable because of the rapid onset
of action and more predictable bioavailability.

Low

467.For patients admitted to the ICU for alcohol withdrawal
symptoms, clomethiazole should not be used in critically ill
patients due to its risk of trachaeobronchitis and pneumonia
through higher bronchia secretion.

Low

468.1n the ICU, implementing an alcohol withdrawal management
protocol such as symptom-triggered benzodiazepine therapy is
associated with a reduction in benzodiazepine acquisition costs
and ICU length of stay.

Moderate

469.For patients admitted for to the ICU for alcohol withdrawal
symptoms, those with symptoms that may mimic or mask
Wernicke's encephalopathy should be administered thiamine.

470.1In the ICU, a worsening clinical condition in a patient with
alcohol withdrawal should not always be assumed to be related
to withdrawal.

Low

471.1t is essential to establish risk for alcohol withdrawal in all
patients admitted to the hospital.

8.5

Moderate

472.Every patient admitted with liver disease must be monitored
for signs of alcohol withdrawal.

4.5*

Low

473.Patients undergoing elective surgery should be screened for
alcohol problems and may need to undergo medically managed
withdrawal before proceeding with surgery, but this is not
always necessary.

Moderate

474.1f alcohol withdrawal develops after surgery or trauma,
immediate treatment is required.

475.When treating delirium in surgical patients, doses are generally
increased compared to those in detoxification units.

Moderate

476.Among general medical/surgical patients, low withdrawal
scores can be interpreted with confidence, although patients on
beta-blockers and other sympatholytic drugs may have low
scores associated with progressive withdrawal. However, high
scores have many causes and must be interpreted with caution.

Moderate

477.Hospitalized patients requiring more than small amounts of
medication for withdrawal symptoms need individualized
assessment by clinicians experienced in the management of
withdrawal.

Moderate

478.In the emergency department, patients with alcohol withdrawal
require immediate evaluation for delirium as well as for other
conditions that mimic withdrawal.

Low

479.Patients with delirium in the emergency department should be
assessed for all potential etiologies of the delirium.

8.5

480.Patients who take sedative-hypnotic medications may have
tolerance; thus, treatment of alcohol withdrawal may require
adjustments compared to usual treatment.

481.Patients who use other substances may experience concomitant
withdrawal syndromes.
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482.1n most cases, the management of the medical condition in the
patient with an SUD does not differ from that of any other
patient. However, the medication used for withdrawal
management and the actual withdrawal management protocol
may need to be modified to minimize potentially harmful
effects relevant to the co-occurring condition.

Moderate

483.In most cases, the management of alcohol withdrawal for
patients on chronic opioid therapy (opioid substitution therapy
or opioid analgesic therapy) does not differ from that of any
other patient, but caution and close monitoring should be
undertaken when benzodiazepines are prescribed.

8.5

484.For patients with co-occurring medical conditions, consultation
with specialists in infectious diseases, cardiology, pulmonary
medicine, hematology, neurology, and surgery may be
warranted.

Moderate

485.Wernicke's encephalopathy is a neurologic emergency that
should be treated by the immediate parenteral administration
of thiamine.

Moderate

486.For patients with cardiovascular disorders, underlying cardiac
illness could be worsened by the presence of autonomic
arousal (e.g., elevated BP, increased pulse). Thus, prompt
attention to these findings and aggressive withdrawal treatment
is indicated.

Moderate

487.For patients with impaired hepatic function, protocols that use
the benzodiazepines should be adjusted to use those specific
medications that are minimally hepatically metabolized.

7.5

Moderate

488.Patients with medical conditions that prevent the use of oral
medications should receive intravenous or intramuscular
medications, which may impact the appropriate choice of level
of care.

489.Before giving any medications to pregnant patients, clinicians
should ensure that the patient understands the risks and
benefits of the medication, both for herself and the developing
fetus.

Moderate

490.Pregnant women who develop withdrawal symptoms
following the cessation of alcohol consumption should be
managed with the short-term use of a benzodiazepine.

8.5

Moderate

491.Benzodiazepines have been associated with adverse effects on
the developing fetus, but these risks appear to be small, so the
use of these medications should be weighed against the risk of
possible harm to the fetus should the patient develop severe
alcohol withdrawal symptoms.

High

492.Benzodiazepines and barbiturates cross the placenta and are
teratogenic, but in view of the risk for fetal alcohol syndrome
and consequences of maternal withdrawal, they are still
considered the medications of choice in treatment of pregnant
patients with alcohol withdrawal.

8.5

493.Clinicians should understand that the risk of teratogenicity
from benzodiazepines and barbiturates is mainly during the
first trimester.
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Appropriateness
(Median)

Level of Evidence

AMSTAR- Cochrane

2

AACODS ROB

494.For patients at risk for pre-term delivery, use of a short-acting
benzodiazepine is recommended in the late third trimester,
given their short onset and offset of action, which minimize the
risk for neonatal benzodiazepine intoxication.

7.5

495.Use of chlordiazepoxide is recommended in the first trimester
of pregnancy as the preponderance of evidence points to low
teratogenic risk.

496.Because anticonvulsants carry a risk of neural tube defects in
addition to teratogenic risks, clinicians should ensure that
pregnant patients take folic acid if they are being treated for
alcohol withdrawal using anticonvulsants.

497 .Barbiturates have been associated with adverse effects on the
developing fetus, but these risks appear to be small for short-
term use, so the use of these medications should be weighed
against the risk of possible harm to the fetus should the patient
develop severe alcohol withdrawal symptoms.

High

498.Valproic acid should be avoided for pregnant patients because
of teratogenic risk.

499.The use of the CIWA-Ar is recommended to determine the
appropriate dose of medication to be administered.

Moderate

500. Inpatient supervised withdrawal is appropriate for patients with
at least moderate alcohol withdrawal (i.e, CIWA-Ar scores
greater than or equal to 10) who are pregnant.

High

501.Supervised withdrawal should include fetal monitoring
appropriate to stage of pregnancy.

502.Inpatient care should be considered in the withdrawal
management of pregnant women with alcohol dependence.

Moderate

503.1n cases of alcohol withdrawal treated close to delivery,
clinicians should assess the newborn baby for hypotonia,
benzodiazepine intoxication, and fetal alcohol syndrome.

Low

504.1f a pregnant patient has been treated with benzodiazepines in
the third trimester, clinicians should be aware that the newborn
baby may experience benzodiazepine withdrawal as late as
after discharge from the newborn nursery, likely because
immature hepatic function in newborns leads to prolonged
half-life.

6.5

Low

505.Clinicians offering alcohol withdrawal management to
pregnant patients should assume that symptoms such as
nausea, headache, anxiety, and insomnia are connected to
alcohol withdrawal, and will abate once the alcohol withdrawal
has been effectively treated.

506.Medical staff have an ethical and legal obligation to
understand state laws regarding definitions of child abuse and
neglect, reporting requirements, and plans of safe care for
newborns with in utero alcohol exposure.

Moderate

507.Treatment engagement is particularly important for pregnant
patients with alcohol withdrawal given the risk of FAS and
FASD.
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(Median) ) AACODS ROB
508.Pregnant women should be made aware of all wraparound
services that will assist them in addressing newborn needs,
including food, shelter, medical clinics for inoculations, as 9 Moderate
well as programs that will help with developmental or physical
issues that the newborn baby may experience as a result of
substance exposure.
Future Directions
o Appropriateness Level of Evidence
Statements: Future Directions (Median) | AMSTAR- AACODS Cochrane
2 ROB
509.For young people under 16 years who are in acute alcohol
withdrawal, offer admission to hospital for physical and 9 High
psychosocial assessment, in addition to medical treatment of
alcohol withdrawal.
510.There is no evidence that the recommendations should change 9 High
for adolescent populations.
511.Medical staff should understand state laws regulating treatment
of minors including age of consent for treatment, parental 9

involvement, and administering psychotropic medications.
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