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Learning

Objectives

Cite the prevalence of Alcohol Withdrawal Syndrome (AWS) in
various patient populations.

Use DSM-V criteria to diagnose AWS and related syndromes.

Screen for medical and psychiatric conditions that could affect
the course or treatment of AWS.

Chart the typical alcohol withdrawal time course.

Demonstrate ability to predict severity of alcohol withdrawal using
clinical history and evidence based tools.

Utilize evidence based scales to determine the severity of AVS.
Determine the best level of care for treatment of AWS.
Choose the best benzodiazepine for treatment of AWS.

Discuss the difference between symptom triggered and
scheduled taper medication regimens.

Discuss evidence based approaches to treatment resistant AWS
and delirium.



What’s the
Most
Addictive

Substance of
Abuse?

Criteria for Substance Use Disorders DSM-V

Substance use disorders span a wide variety of pmblems arising from
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substance use, and cover 11 different criteria:
Taking the substance in larger amounts or for longer
than you're meant to.
Wanting to cut down or stop using the substance but not managing
to.
Spending a lot of time getting, using, or recovering from use of the
substance.
Cravings and urges to use the substance.
Not managing to do what you should at work, home, or
school because of substance use.
Continuing to use, even when it causes problems in relati()nships.
Giving up important social, occupational, or recreational activities
because of substance use.
Using substances again and again, even when it puts you in danger.
Continuing to use, even when you know you have a physical or
psychological problem that could have been caused or made worse
by the substance.
Needing more of the substance to get the effect you want (tolerance).
Development of withdrawal symptoms, which can be relieved by
taking more of the substance.



Past Month Substance Use: Among People Aged 12 or Older; 2024

Alcohol 134.3M
Tobacco Products

Nicotine Vaping

Marijuana

Hallucinogens

Rx Pain Reliever Misuse

Cocaine

Rx Tranquilizer or Sedative Misuse
Methamphetamine

Rx Stimulant Misuse

Inhalants

Heroin | 259,000

0 50M 100M 150M
Number of Past Month Users

2= prescipion SAMHSA

4 Note: The estimated numbers of current users of different substances are not mutually exclusive because people could have used more than one type of substance in the past month. Substance Abuse and Mental Health

Services Administration




Past Year Substance Use Disorder (SUD): Among People Aged 12 or Older; 2024

Drug Use Disorder? 28.2M
Alcohol Use Disorder 27.9M
Marijuana Use Disorder
No Past Year SUD Past Year SUD
239.9 Million People 48.4 Million People Opioid Use Disorder?
(83.2%) (16.8%) _ _
CNS Stimulant Use Disorder?
Tranquilizer or Sedative Use
Disorder
0 10M 20M 30M
Number of People with Specific Past Year SUD
CNS = central nervous system.
Note: The estimated numbers of people with SUDs are not mutually exclusive because people could have use disorders for more than one substance.
" Includes data from all past year users of marijuana, cocaine, heroin, hallucinogens, inhalants, methamphetamine, or prescription psychotherapeutic drugs (i.e., pain relievers,
tranquilizers, stimulants, or sedatives). See footnote 2 for more information about opioid use disorder.
2 Includes data from all past year users of heroin or prescription opioids. Respondents were not included if they used only nonopioid pain relievers and did not use heroin in the
past ot SAMHSA

% Includes data from all past year users of cocaine, methamphetamine, or prescription stimulants. Substance Auseand MentalHesl
ervices Administration




> @ ) Drug harms in the UK: a multicriteria decision analysis

David ] Nutt, Leslie A King, Lawrence D Phillips, on behalf of the Independent Scientific Commit tee on Drugs

Lancet 2010; 376: 1558-65

Published Online
Movember 1, 2010
DOI:10.1016/50140-
6736(10)61462-6
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Figure 1: Evaluation criteria organised by harms to users and harms to others, and clustered under physical,
psychological, and social effects

O



804 I Harm to users {CW 46)
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Figure 2: Drugs ordered by their overall harm scores, showing the sey contributions to the overall scores of harms to users and harm to others

Theweights after normalisation (0-100) are shown in the key (cumulative in the sense of the sum of all the normalised weights for all the criteria to users, 46; and for

all the criteria to others, 54). CW=cumulative weight. GHB=y hydroxybutyric acid. LSD=lysergic acid diethylamide.
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Figure 3: Drugs shown for their harm to users and harm to others
LSD=lysergic acid diethylamide. GHB=y hydroxybutyric acid.




The ASAM
CLINICAL PRACTICE GUIDELINE ON

Alcohol
Withdrawal
Management

% ASAM ‘i

Alco

o= o

\

nol WD management alone is

not an effective treatment for

alco

nol use disorder.

Withdrawal management should
not be conceptualized as a
discrete clinical service but rather

asS a

component of the process of

Initiating and engaging patients in
treatment for alcohol use
disorder.



* Up to 25% of patients with AUD will develop Alcohol
Withdrawal Syndrome (AWS)

* Many will have mild symptoms and can be treated outpatient

* AWS is associated with increased hospital length of stay

AlCOhOl and 2x mortality

. * Fewer than 10% of individuals who develop alcohol
Wlth d rawa l. withdrawal will ever develop complicated symptoms such
as delirium and seizures.

Preva l-e n Ce * Withdrawal s rare in individuals younger than 30 years, and
the risk and severity increase with age.

* Most individuals with AWS drink daily, consuming large ’
amounts (more than 8 drinks/day), and for multiple days.

/
7
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DSM-V
Alcohol
Withdrawal

Criteria

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 (or reduction in) alcohol use described in
Criterion A:

1
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. Autonomic hyperactivity (e.g., sweating or pulse > 100)

. 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, occupational, or other important
areas of functioning.

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

10



Functional Conseguences of Alcohol
Withdrawal

Persistently impaired
social and occupational
functioning due to
symptoms of withdrawal
perpetuating drinking

behaviors

Requirement for medical
detox results in hospital
utilization and loss of
work productivity

11



Collect A Thorough Clinical

History to Predict Severity of
AWS

* 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

* Assess quantity and type,

* Frequency of use,

* Time of day when alcohol was last consumed,
 Use information from collateral sources,

* Collect Liver Function Tests and CBC,

* Collect Serum Alcohol level or quantitative measure (esp in
patients unable to communicate or otherwise give an
alcohol use history.

12



Predicting Severity of Alcohol Withdrawal

More Severe Withdrawal

e Minimal symptoms in the past
e Binge drinking pattern (no tolerance)

e Long duration of heavy, regular use
e Early signs of WD even with positive BAL

e Marked autonomic hyperactivity on
presentation (HTN, pulse >100)

e Comorbid medical illness(esp CAD, liver
disease, TBI)

e >65 years old

e Also dependent on benzos or barbiturates

e Lab values: CI<96, low plt, low hgb, high ALT
e History of DTs or WD seizure

e Numerous prior WD episodes

13



Blood alcohol level®

(mg%)

Clinical manifestations

20-99 Loss of muscular coordination
Changes in mood, personality, and behavior
100-199 Neurologic impairment with prolonged reaction time, ataxia, incoordination, and mental impairment
200-299 Very obvious intoxication, except in those with marked tolerance
Nausea, vomiting, marked ataxia
300-399 Hypothermia, severe dysarthria, amnesia, stage | anesthesia
400-799 Onset of alcoholic coma, with precise level depending on the degree of tolerance
Progressive obtundation, decreases in respiration, blood pressure, and body temperature (hypothermia)
Urinary incontinence or retention, reflexes markedly decreased or absent
600-800 Often fatal because of loss of airway-protective reflexes from airway obstruction by the flaccid tongue, from

pulmonary aspiration of gastric contents, or from respiratory arrest from profound central nervous system obstruction

14
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” <\
* PAWSS (Prediction of Alcohol
Withdrawal Severity Scale) \

PrediCting « 10 item scale
Severity of

>90% specificity and sensitivity for
predicting moderate to severe wd

AlCOhOl Studied specifically in hospitalized
patients with comorbid medical

Withdrawal conditions
PAWSS <4, low risk

PAWSS >= 4, high risk

15



Mr P is a 66-yr old male with a history of alcohol use disorder
who presented via EMSA to the ER after a fall with a complaint
of hip and rib pain. He is being admitted for surgical
treatment of hip fracture.

You are consulted to assist with his history of alcohol use
disorder and withdrawal. He reports drinking 1 pint of vodka
daily for many years. His last drink was about 4 hours ago. He
no longer becomes intoxicated unless he drinks more than
this amount daily. He reports a history of many episodes of
symptomatic withdrawal in the past and has had one seizure
during a prior hospitalization. He denies a history of delirium
tremens.

He has been to numerous inpatient addiction treatment
programs. He denies “black outs” and taking any other
medications or illicit substances.

BAL is 300. His vital signs are normal, and he has no
symptoms of alcohol withdrawal currently (normal pulse, no
tremor) and has a normal mental status exam.

Estimate the patient’s risk of complicated alcohol
withdrawal using the PAWSS.

Case One

16



The“Kindling Effect”

* The relationship between repeated episodes of
alcohol withdrawal which become progressively
more severe .

* 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.




e Screen patients for medical conditions that could
affect the course or treatment of AWS

* Consider other possible causes of delirium
* Pregnancy test for women of childbearing potential

* Consider testing for nutritional deficiencies (folate,

Identify B12, thiamine)
* Consider testing for hepatitis, HIV, and TB
CO ncu rrent * Assess for polysubstance use
Cond |t|OnS * Determine if patients are taking medications that may

block the symptoms of AWS - beta-blockers
* Do not delay treatment while waiting for lab testing ’
* Psychiatric review of systems

e Suicide risk assessment ,

o
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Alcohol
Withdrawal
Time Course

* Onset: 6-8 hours after
last drink

* Peak: 24-48 hours
e Duration
* Mild: 72 hours
* Severe: Much longer

Severity of withdrawals

L

Delirium tremens

Seizures

_~"Moderate to severe Withdrawals ~_

Minor Withdrawals

4

6h 12h 18h 24h Thirg 48h 72h 5d 7d 14d
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Alcohol Withdrawal Seizures

Grand mal type with
short post-ictal period

Can occur with or
without other
withdrawal symptoms

Usually begin 8-24
hours after last drink

More likely in pts with
prior withdrawal
seizures or those also
using other
sedative/benzo drugs

Risk increases in
repeated withdrawal —
“kindling effect”

Less than 3% evolve
into status epilepticus

Untreated progresses

to DT in 1/3 of patients

20



Delirium due to Alcohol Withdrawal
(“Delirium Tremens”)

Appear 72-96 hours after the last drink

Global confusion, disorientation to place/time, impaired attention

Psychomotor agitation

Severe disruption of normal sleep-wake cycle or absence of sleep

Before development of treatment, mortality was substantial but now this is rare (5-8%)

Death usually from arrhythmias or complications from comorbid medical conditions

21



Propylene Glycol
Toxicity

* Propylene glycol is a clear, colorless, viscous liquid with a
faintly sweet taste.

* |tis “generally recognized as safe” additive for foods and
medications.

* However large amounts can cause toxicity and most reported
cases have resulted from propylene glycol used as a diluent
for intravenous administration of benzodiazepines.

* Propylene glycol is a diluent found in many intravenous and
oral drugs, including phenytoin, diazepam, phenobarbital, and
lorazepam.

Propylene Glycol

Alcohol
Dehydrogenase

Lactaldehyde

Aldehyde
Dehydrogenase

Lactate

H H H

H L C &

H OH OH
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Other Medical Complications of AWS

Thiamine Deficiency (Wernike’s Encephalopathy/Kosakoff Dementia)
Folate Deficiency
Electrolyte Derangements

Aspiration Pneumonia

Agitation =2 Restraints 2 Rhabdo or Physical injuries

23



| Thiamine Deficiency

o Classic triad (encephalopathy, oculomotor deficits, ataxia) is only seen in
approximately one-third of patients; most only have one or two elements
and up to 20% do not exhibit any.

o Encephalopathy due to thiamine deficiency is characterized by
disorientation, inattentiveness, lethargy (hypoactive delirium).

o Study from 2012 to 2020 revealed that 93% of hospitalizations for
Wernicke encephalopathy were alcohol related.

o Other causes of thiamine deficiency: anorexia nervosa, hyperemesis of
pregnancy, bariatric surgery, gastrointestinal disease-causing insufficient
absorption (celiac, malignancy), cannabinoid hyperemesis syndrome,
prolonged food aversion.

o Thiamine level helpful for confirmation, but takes too long for lab to
result.

@ Health



| Thiamine Deficiency

Only takes ~ 1 month to deplete thiamine stores

Thiamine deficiency results in less ATP, acetylcholine,

and myelin production

No syndrome of excess thiamine has been i1dentified

Key parts of brain affected include thalamus, mamillary

bodies, oculomotor nuclei, and cerebellum

Fornix

Lateral ventricle
ﬁ
>N

N X
»

Hypothalamus 0

NS
Anterior
commissure \/ o /
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Thalamus




Thiamine and
Other Vitamins

Patients may become thiamine deficient in as little as
one month

Dosing regimens vary with 100mg-500mg TID IV/IM for 3-5
little experimental evidence  days

Delay in provision of thiamine increases risk of
permanent memory damage

IV glucose can deplete reserve of thiamine and
precipitate WE - so give thiamine berore glucose

Other vitamin deficiencies are common: folate, MVI
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Table 1. Alcohol Withdrawal Severity

Associated CIWA-Ar
Severity Category Range® Clinical Findings

Mild CIWA-Ar <10 | Mild or moderate anxicty, sweating
and insomnia, but no tremor

Modcrate CIWA-Ar 10-18 | Modcrate anxicty, sweating,
Symptom insomnia, and mild tremor

Severity

> -

Severe CIWA-Ar219 Severe anxicty and moderarte to

ASSGSS ment severe tremor, but not confusion,
Sca leS hallucinations, or scizurce

> »

Complicated CIWA-Ar 219 Scizurc or signs and symptoms
indicative of delirium - such as
an inability to fully comprehend
instructions, clouding of the
sensorium or confusion = or new

onsct of hallucinations




« Ms Ois a 70-yrold female with a history of alcohol use
disorder who was admitted to a free-standing psychiatric
Case TWO facility for suicidal ideation. The nurses have given
several doses of lorazepam according to the Alcohol
Withdrawal Protocol and they are worried she may need
to be transferred to the general medical hospital.

* On exam she reports constant nausea and two episodes
of vomiting today. There is a visible tremor in her hands
even with arms at rest. You notice her palms are moist
but do not see any beads of sweat on her forehead. She
reports moderate anxiety and is tearful. She is moving
constantly, sitting up and laying down. She denies any
pins/needles or burning sensations. She feels sensitive
to sounds and light but denies any hallucinations and is
not responding to internal stimuli. She reports a
moderately severe headache. She is fully oriented to
date, place, name, and situation.

* Calculate the patient’s CIWA-AR score.

* Do you send her to the general medical hospital?

28



Level of Care

Determination

* Patient’s current signs and symptoms

,-

Level of risk for developing
severe/complicated WD

Concurrent medical conditions
Concurrent psychiatric conditions
Recovery Capital

Environment

Level of psychosocial support
Active suicide risk

29



Identification

Diagnosis

Screen for unhealthy alcohol use
AWS

suspected? o b dh b e e o ao A bl

Risk of severe, History & physical exam results
complicated, OR

complications of
withdrawal Use risk assessment tool

-
c
Indicators for Risk of AWS ¢ g
! + Displaying signs and symptoms of AWS : a
11 I L < ENTS

Indicators for Inpatient Management

e Severity of withdrawal

* Coexisting medical or psychiatric problems

* Pregnancy

* Need for non-oral route of medication
administration

* Need for intensive or specialized counseling
services

* Lack of transportation for ambulatory attendance

* Lack of safe housing

| severity

) * Symptoms developed during or shortly
'+ after withdrawal

'

30



Ambulatory Management

Monitoring

Frequency:
e Arrange for daily check-in for up o five days
o If can’t atxend daily, aleernating in-person visits with remote check-ins via phone
or video call may be appropriate

Assess:

e Withdrawal severity using validared scale

o Vieal signs

Oricnration, sleep and emotional status including suicidal thoughes
If taking withdrawal medicarion, signs of over-scdation

« 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
Ower-sedarion

Rerurn to alcohol use

Syncope, unstable vital signs (low/high blood pressure, low/high heart rate)

AUD Treatment Engagement

As cognitive status permits:
¢ Initiate AUD treaement, including medications for AUD (c.g., acam prosate,
disulfiram, or naltrexone) if appropriate, or refer to a qualified provider

Ongoing Care (Follow-up)

AUD treatment:
o If not initated, provide referral for AUD wrearment and counseling
o If initiated, arrange ongoing prescription for AUD medications
Medical care:
o Advise follow-up with Primary Care regarding unresolved conditions found
during initial asscssment

Supportive Care

Advise patients and carcgivers regarding:
o Common signs and symptoms and how they will be treated
o Identifying signs of worsening symptoms
o Taking thiamine, multivitamins, staying hydrated
o Creating a low-stimulation environment at home
o Importance of taking medications as prescribed
e Possible need o transfer if ambulatory management is not safe or cffective

Treat other conditions found during initial assessment or follow-up wich Primary Care

31




* Alcohol (in g) = Volume of liquor (mlg x 0.008 x
% ethanol content in the liquor (w/v

The patient reports * Beer 3-4%
he is drinking a
Liter of vodka on

* Wine 5-13%
* Fortified wine 14-20%
* Run/Whiskey/Gin/Vodka/Brandy 40%

most days.
Calculate the daily
lorazepam One standard drink contains about 10g of
. ethanol.
requirement. '

5 mg of diazepam (~1mg lorazepam)
equivalents is prescribed for every standard ,
drink consumed.

P 4
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Sample Outpatient Medication Regimen

Gabapentin (mild
withdrawal expected)

Benzos (moderate

withdrawal expected)

Other benzos

e 300mg #30, no refills
* Take one pill every 6-8 hours as needed

¢ Can instruct patient to take medication when SBP >150, DBP>90, pulse >90, or agitation,
insomnia, tremulousness

e If symptoms are not well controlled may need to consider benzo

* Clonazepam 0.5mg #30, no refills

¢ Days 1-2: 1mg QID (may decrease if sedated)

e Day 3: Start gradual taper by one 0.5mg pill per day
¢ Days 4-10: Continue taper to discontinuation

¢ Chlordiazepoxide: 25mg #30; initial dose 50mg QID
* Diazepam: 10mg #30; initial dose 20mg QID
* Lorazepam: 0.5mg #30; initial dose 1Tmg QID

33



How to Choose a Benzodiazepine for AWS

Patients Without Significant Liver Disease

Chlordiazepoxide

* Advantages: long acting; active metabolites

e Disadvantages: More euphoria, so pt may be more likely
to request extra doses; not available as injectable

e Advantages: long acting; active metabolites; available as
injectable

* Disadvantages: More euphoria

e Advantages: long acting; active metabolites; less
euphoria than others

e Disadvantages: Not available as injectable

* Advantages: available as injectable

e Disadvantages: short-acting, black box for respiratory
depression

Patients With Significant Liver Disease

Oxazepam

¢ Advantages: short acting; no active metabolites; won’t
build up in liver disease

¢ Disadvantages: Breakthrough withdrawal symptoms
more prevalent; not available as injectable

Lorazepam

e Advantages: intermediate acting; no active metabolites;
available as injectable; oral tab can be given SL or rectally

e Disadvantages: Breakthrough prevalent, but not as bad
as oxazepam; recent IV shortage

Phenobarbital

¢ Advantages: long acting; less euphoria; safe in liver
disease bc 1/3 is excreted unchanged

¢ Disadvantages :Ultra long acting (t 2 100 hr), pt can
become sedated if given too much too quickly

34



Start with Supportive Care

* Quiet room with low lighting and minimal
stimulation

* Immediate access to IV access if a history of

In patient seizures/DTs
AWS

* Adequate sedation to calm the patient as
early as possible

* Physical restraints may be used to prevent
Treatment injuries due to agitation but should be used as

a last resort

* Adequate nutrition must be ensured with care
to prevent aspiration in over-sedated patients

* Assess need for fluids/electrolytes ,

o
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Inpatient Management

Monitoring

Frequency:
« For mild withdrawal, moniror for up o 36 hours
» For moderate to severe withdrawal, or if medications are used, monitor at least
every 1 =4 hours for 24 hours, as clinically indicated. Then every 4=8 hours for 24
hours, as clinically indicated.
Assess:
o Withdrawal severiry using validared scale
» Vh::ll!ipu
« Orientation, sleep and emotional status including suicidal thoughes
« If taking withdrawal medication, signs of over-scdation

AUD Treatment Engagement

As cognitive status permies:
+ Initiate AUD erearment, including medications for AUD (e.g., acamprosate,

disulfiram, or naltrexonc) if appropriate, or refer to a qualified provider

Ongoing Care (Follow-up)

Supportive Care

Assess need for:
& Thiamine

+ Hydration
» Electrolyre/other nutrition correction
Use existing safery measures and protocols (c.g., assess risk for fall/syncope)
Treat other conditions found during initial asscssment or follow-up with Primary Care

AULD ereatment:
o If not initiated, provide referral for AUD treatment and counseling

+ Ifinitiated, arrange ongoing prescription for AUD medications

Medical care:
+ Advise follow-up with Primary Care regarding unresolved conditions found

:lurln!,l.nldnl asscsment




Inpatient AWS Medication Regimens

n patient who appear to be

o -ating symptoms

H yb rl d — S C h e d u le d n patients with underlying
disorders leading them to

:benzos to treat anxiety that

ta per + STP t be part of AWS

ated with longer admissions

aptable to patient’s symptoms
7ay result in over or under

D v e T

properly
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* CIWA assessment on admission and every 2-6
hours depending on severity of symptoms

* |nitial loading dose of benzo given on admission
* Chlordiazepoxide 50mg or lorazepam 1mg

Sample

Sym ptOm_ * Sliding scale given based on CIWA scores:
. * 0-4: No meds
Trlgge red * 5-11: lorazepam 1mg
PrOtOCOl e 12-20: lorazepam 2mg
* >20: lorazepam 4mg
* D/C when scores <5 for 24 hours. Typical detox ’

lasts 3-4 days

/
7
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Page 1 of 2

Qm' fealth PROTOCOL TITLE DOCTOR
0212021 -’3040001 60 | ADULT BEHAVIORAL HEALTH ALCOHOL WITHDRAWAL PROTOCOL
PATIENT NAME IN FULL |DOB WEIGHT HEIGHT MEDICAL RECORD NUMBER
k ©m
ALLERGIES LIST (SPECIFY REACTION) 2

[0 No Known Allergies [ Yes -

ORDERS — Another brand of a enericallg eq&]ivalent product, identical in dosage form and content of active ingredients, may be administered
UNLESS OTHERWISE INDICATED by physician.

NEW PSYCHOTROPIC MEDICATIONS REQUIRE INFORMED CONSENT

Maximum protocol duration is 5 days.

ORDERS TO ALWAYS BE DONE UPON INITIATION OF PROTOCOL

1. Lorazepam (Ativan) PO prn breakthrough symptoms based on most recent CIWA-Ar
(Clinical Institute Withdrawal Assessment for Alcohol scale) score

CIWA-Ar Score Lorazepam (Ativan) Recheck QIWA-Ar Score/vital
signs every
Less than 8 None 4 hours
8-15 1 mg PO 2 hours
Greater than 15 2mg PO 2 hours

2. Lorazepam (Ativan) 2 mg IM x 1 prn seizures and contact prescriber

3. Supplementation
a. Thiamine 200 mg Intramuscular for 4 days, then thiamine 100 mg by mouth daily for 3 days
for thiamine deficiency
b. Folic Acid 1 mg by mouth daily for 3 days for folate deficiency
c. Magnesium Oxide 400 mg by mouth daily for 3 days for supplementation
d. Multivitamin 1 tablet by mouth daily for nutritional support

4. Assess and record CIWA-Ar now
5. Contact prescriber for recommendations and possible transfer to increased level of care if more

frequent assessment is needed, CIWA-Ar score is greater than 15, and score does not improve after
three doses of lorazepam.



Sample
Scheduled
Dosing Regimen

Loading dose of
Chlordiazepoxide
20mg on
admission

Day 1: CDP 50mg
QID

Day 2 and 3: CDP
50mgTID

Day 4: CDP 50mg
BID

Day 5: CDP 50mg
QHS (last day)

Can be shortened
to 3 days for less
severe withdrawal

40



Loading Dose
Approach

Can be added to either STP or scheduled dosing
regimen

Recommended for patients experiencing severe
alcoholwithdrawal (e.g., CIWA-Ar scores 19).
Diazepam or chlordiazepoxide are preferred
agents for front loading

Monitor AWS after getting initial doses until the
reach a predetermined set point (generally CIWA
8-15) and then switching to a STP or scheduled
dosing regimen

Recommended for patients at high risk of severe
AWS

POvsIMvs IV

Oral route: Patients may have poor
absorption due to gastritis or other medical
conditions. Patients may have upregulated
P-450 cytochrome enzymes causing
increased metabolism.

IM route: For most agents, absorptionis
extremely variable leading to problems
when rapid control of symptoms is
necessary and with delayed appearance of
oversedation when large amounts are
administered

IV route: Must be in general medical
hospital. Better bioavailability. Doses are
equivalent to half the oral dose (due to
first pass metabolism).

41



Treatment Approach Based on Risk of
Complications

Severe AWS with

seizures or h/o Severe AWS with DTs
seizures/DTs

Mild AWS without risk Mod/Severe AWS
factors without seizures or DTs

STP while monitoring
for tachycardia and
hypertension

Dose benzos until
patientis lightly
sedated, then ???

Scheduled dosing
protocol +/- STP

Outpatient

Management

42



Refractory AW
Delirium

* Marker of non-response to benzos: more than 50mg
diazepam equivalents in first hour or 200mg or more
within first 3 hours

* Rule out other medical/neurological causes of delirium

e Continuous infusion of benzos: no literature supporting
efficacy.

* Bolus doses generally preferred: patients had less intubation,
shorter ICU LOS, lower PNA rates, lower cumulative BZD doses.

Credit: Nature
Side and top views of a human GABA4 receptor.

* Can alsoincrease risk of propylene glycol toxicity

 BZDs are only as effective as the circulating
concentrations of GABA present and have a ceiling
effect.
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Phenobarbital (barbiturates)

e Has been shown to be as effective or better than
benzos in DTs
* Different receptor profile than benzos:

* Increases GABA activity and suppresses
glutamate activity

Alte rn ative * Increases DURATION of GABA receptor opening

(benzos increase frequency of opening)

1 1 * At higher doses can directly activate GABA
M ed ICatI On receptors, “GABA independent”
. * Carries risk of oversedation and respirator
Regl I enS deprlessilon : I : .

* No antidote to barbiturate toxicity

* Longest half life of any sedative (about 100 hours)

* Has synergistic effects with benzodiazepines

* |V should only be used in highly supervised settings
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Alternative

Medication
Regimens

Dexmedetomidine/Clonidine
* Alpha-2 Adrenergic agonist

* Used as adjunct therapy with BZDs to decrease
sympathetic mediated symptoms such as
tachycardia, hypertension, and anxiety in AWS

* May reduce kindling effects through reversal of
neuronal NE firing

* Reduce BZD requirements
* Increases risk of hypotension and bradycardia

* Unclear changes in LOS or intubation rates
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Alternative

Medication
Regimens

Antipsychotics

* Treatsimbalances in dopamine transmission
leading to hallucinations and agitation

* Evidence is limited, with some studies showing
limited efficacy or no difference, some studies
report increased risk of PNA

* Inferior as monotherapy to BZDs, only
recommended as adjunctive therapy

* Canincrease risk of arrythmias and lower the
seizure threshold
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Ethanol—-NO
Proprofol - NO

Magnesium — NO

Baclofen - NO

,_.,,..uvval.

“ents and prevent seizure

is limited

‘e for treating alcohol
olans to use it for a
chol use disorder.

ted, carbamazepine or
ives for patients in

yroic acid may be used
arapy to help control

s an adjunct, clinicians
.0se of benzodiazepine

.sed in patients who have
<hildbearing potential.

svidence to support the use of
-1nonotherapy for the treatment of alcohol
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Medication

Regimen

Description, Examples

Benzodiazepines
(doses in
Chlordiazepoxide)

Phenobarbital

Carbamazepine (Tegretol)

Gabapentin (Neurontin)

Valproic acid (Depakene)

Typical single dose

Symptom-triggered
Fixed-dose

Front loading

Typical single dose
Monotherapy

Adjunct therapy

Monotherapy
Adjunct therapy
Monotherapy

Adjunct therapy
Monotherapy
Adjunct therapy

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

25-100mg PO g4-6h when CIWA-Ar >10. Additional doses PRN.

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: 25-100mg PO g4-6h

Day 2: 25-100mg PO gq6-8h

Day 3: 25-100mg PO g8-12h

Day 4: 25-100mg PO at bedtime

(Optional) Day 5: 25 to 100mg PO at bedtime

Symptom-triggered: 50—100mg PO ql-2h until CIWA-Ar < 10.

Fixed-dose: 50-100mg PO ql-2h for 3 doses.

10 mg/kg IV infused over 30 minutes or 60-260 mg PO/IM.

Symptom-triggered in the ICU: 130mg IV q30m to target a RASS score of 0 to -1.

Fixed dose in the ED: Loading dose 260 mg IV, then 130mg 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 q6h tapered over 3—7 days. Additional
doses PRN.

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 60mg — 120mg — 240 mg IV q30m to target RASS score of 0 to -2.

600-800 mg total per day tapered to 200-400 mg/d over 4-9 days.

200 mg q8h or 400 mg ql2h.

Loading dose 1200 mg, then 600 mg q6h on Day 1 or 1200 mg/d for 1-3 days, tapered to
300-600 mg/d up to 4-7 days. Additional doses PRN.

400 mg q6—8h.

1200 mg/d tapered to 600 mg/d over 4-7 days or 20 mg/kg/d.

300-500 mg q6-8h.

CIWA-Ar, Clinical Institute Withdrawal Assessment for Alcohol, Revised: ED. Emergency Department: h. hour(s); ICU, Intensive Care Unit: IM. intramuscularly: IV,
intravenously: m, minute(s): mg. milligrams: PO, by mouth: PRN, as needed: q. every; RASS, Richmond Agitation Sedation Scale.




Additional
considerations:

Management of AWS is only the FIRST step towards primary goal of
treatment underlying alcohol use disorder. Assist the patientin
developing a recovery plan. Engagement of family can be critical.

Understanding pharmacologic/kinetic principles are more important
than memorization of specific protocols

Certain regimens have advantages in specific populations and in
certain treatment settings

Try to match the regimen to the specific patient characteristics

Don’t be afraid to make mid-course corrections based on the
patient’s response to treatment

Be attentive to patients that may be withdrawing from multiple
substances at the same time.
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Summary

Elicit a comprehensive

history of alcohol use and

use diagnostic criteria to
determine if patient has
Alcohol Use Disorder

Use Evidence Based Tool

to estimate severity of
AWS

Determine Best Level of

Care

Choose Medication
Regimen and Adjust Plan
as Needed

Don’t forget to offer
TREATMENT for Alcohol
Use Disorder once
medically stable from
AWS.
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« ASAM Principles of Addiction Medicine, 7t edition
e Carlat Treating Alcohol Use Disorder: A Fact Book

* Ferreira JA, Wieruszewski PM, Cunningham DW,
Davidson KE, Weisberg SF. Approach to the
complicated alcohol withdrawal patient. Journal of
intensive care medicine. 2017 Jan;32(1):3-14.

e Kattimani S, Bharadwaj B. Clinical management of
alcohol withdrawal: A systematic review. Industrial
Refe rences psychiatry journal. 2013 Jul 1;22(2):100-8.

* The ASAM CLINICAL PRACTICE GUIDELINE ON
Alcohol Withdrawal Management.
https://downloads.asam.org/sitefinity-production-
blobs/docs/default-source/quality- ’
science/the_asam_clinical_practice_guideline_on_al
cohol-1.pdf?sfvrsn=ba255c2_0 ,

o
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