Alcohol Use Disorder: Management of
Withdrawal and Treatment




A patient comes
to your office and
tells you she
wants to stop

drinking.

66 yo female

Drinking a bottle of wine daily, plus “occasional”
vodka that she is just disclosing to you today

Drinking has increased since the husband’s
death 5 years ago

Tried quitting on her and began halllucinating




A patient comes
to your office and
tells you she
wants to stop

drinking.

Lives in “in-law” apartment at son’s house

Manages the office of a local car
dealer/mechanic shop

Well-known in small community

Medical hx: smoker, hypothyroidism, HTN,
depression -- takes her levothyroxine,
lisinopril & paroxetine daily



How can | support her to
do this safely?



| need to understand that she is
at risk for severe withdrawal.



60% of people meeting DSM criteria for Alcohol Use
Disorder report experiencing withdrawal symptoms



Why? (just a little science
review)



Our brains stay balanced

through inhibitory
(brakes) and

excitatory (gas)
neurotransmitters.




GABA = Main Inhibitory
Neurotransmitter > > GABA A recepto

Glutamate = Major Excitatory .
Neurotransmitter>>b a 5 | NJIS




Alcohol enhances effect of GABA
on GABA-A receptors, causing
DECREASED brain excitability.

With chronic alcohol use the brain
adapts by decreasing the receptor
response to GABA.

This is tolerance — | can keep
drinking and not feel effects.



Alcohol also inhibits NDMA receptors (the
excitatory ones!)

So, the Brain UPREGULATES these

When alcohol suddenly stops, there is an
excess of excitatory receptors with nothing to
inhibit them.

Now we have a car with a souped-up engine
and bad brakes



The stress of withdrawal also activates

the SYMPATHETIC arm of the More norepinephrine >>
AUTONOMIC NERVOUS SYSTEM Increased heart rate, blood
(Fightor-Flight) pressure, sweating



AAn overexcited brain with no inhibition manifests as:
AAnxiety, Irritability, Agitation, Tremors, Insomnia, Vivid Dreams
A+/- Hallucinations

A+/- Seizures

A+/- Delerium tremens

AMild withdrawal can start whil¢he patient still has a measurable blood
alcohol level.
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Alcohol Withdrawal Timeline

Last Drink

Hrs
Stage Starts: Stage 1

1. Anxiety, insomnia, nausea, & abdominal pain

2: High blood pressure, increased body temp...

3: Hallucinations, fever, seizures, & agitation

Inipinin
1-3

D Up to
ays . Weeks

Wk
Stage 2 Stage 3 If not treated




SO0 — How can | manage
my patient’s withdrawal
safely?



Determine level of care




ASAM Levels
of Withdrawal
Management

Care:

A Level I-D AMBULATORY Detoxification WITHOUT EXTENDED
ON-SITE MONITORING

A Level II-D AMBULATORY Detoxification WITH EXTENDED
ON-SITE MONITORING

A Level 111.2-D CLINICALLY MANAGED RESIDENTIAL
Detoxification

A Level 111.7-D MEDICALLY MONITORED INPATIENT
Detoxification

A Level IV-D MEDICALLY MANAGED INTENSIVE INPATIENT
Detoxification



So, what are the
options to
manage
withdrawal for my
patient?

The ER

e (It’s a safe immediate option always A there’s no other option.)

Community or hospital-based inpatient withdrawal
management (“Detox”)

e Provides comprehensive care and nurse monitoring/medication
but it is often hard to get patients in

withdrawal combined with office-bae monitoring)

e Can be done safely for the right candidates, it is important to
know how to triage




Remembecr you can always recommend that someone keep
drinking while you put together a plan. This can feel hard and
strange to do as a clinician, but it can be the safest option on

occasion.
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Table: Risk considerations for ambulatory versus inpatient alcohol withdrawal management

*Based on the reported drinks per day, time elapsed since the patient’s reduction or cessation of alcohol use

and current withdrawal symptoms

Presenting or peak predicted* CIWA-Ar

Concurrent dependence/withdrawal

Standard drinks / dayt
Complicated withdrawal history

Comorbid physical and/or psychiatric
iliness

ge
Recovery environment

Level of cooperation, reliability,
commitment

Additional high-risk conditions:

Potential candidate for ambulatory Not a good candidate for ambulatory management
management
>18

<18

Stimulants, stable buprenorphine dose Other opioids (e.g. heroin, methadone), Benzodiazepines

<17 >17
History of DTs or seizure > 1 year ago, or History of DTs or seizure < 1 year ago, or history of
no prior history epilepsy

None, or Mild to moderate, Moderate/severe, unstable/active disease

stable/inactive disease

<65, 0or 65 w/o comorbidities >65 w/ comorbidities
Stably housed Unstably housed
Medium or High Low

Pregnancy, intolerance of oral medication, suspected
head injury, inability to communicate symptoms
(language, hearing, or speech limitations), moderate or
severe cognitive impairment
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Benzodiazepines



Stimulate GABA-A receptor

Enhance the inhibitory effect of GABA in the
CNS




Benzodiazepines Prevent Withdrawal Seizures
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Lorazepam vs Placebo in the Prevention of Recurrent Withdrawal Seizures:

Randomized, Double Blind, Controlled Trial

M Placebo ™ Lorazepam

D’Onofrio 1999



~N

Benzodiazepines Decrease Mortality from
Delirium Tremens

Decreased mortality RR 0.15 (95% Cl 0.03-0.83)
5 trials (n=386) sedative hypnotics > neuroleptics, 1 vs. 8 deaths

WBZD M Other Agents Mayo-Smith 2004 1999



Phenobarbital



Acts on both
GABA_A and glutamate
(AMPA) receptors

Half-life 80-120 hours: provides
a self-tapering effect, reducing
rebound symptoms and need for
frequent dosing.

Narrower therapeutic window




Cytochrome P450
(medication interactions)

Not in patients with liver

disease, renal disease, lung
disease

Not for use in pregnancy




Gabapentin

Reduces symptoms of
alcohol withdrawal

Do not decrease the risk
of seizures or mortality
from delirium tremens.



Clonidine

Decreases adrenergic storm




Thiamine

Prevents Wernicke’s Encephalopathy from thiamine depletion
due to poor nutrition and decreased stomach absorption




What about

our patient?

AShe met criteria for inpatient WM

AAttempted referral, but despite following
all referral instructions, didn’t hear back
from the Inpatient Facility over 48 hours.

APatient’s son becoming increasingly
concerned

ADid not want to go to ED



If the patient is determined to be a candidate for ambulatory alcohol
withdrawal management, the provider may then:

Confirm how much Assess the degree of Develop a plan,
the patient is withdrawal via the review it with the
drinking CIWA or BAWS scale patient, then review

It again



US Standard Drink Conversion Table:

Alcohol category

Beer

*Standard ABVs listed, if patient reports drinking a different %ABV product (e.g 100

Bottle, can
Tallboy
Tallboy, bomber

Tallboy
Tallboy

Tallboy, 4 Loko

Magnhum
Jug/cask/box
Shot

Nip

Pint

Fifth
Liter/Quart

Also known as

Handle, 1/2 gallon

proof (50% alc/vol) liquor

12 oz
16 oz
22 oz
40 oz
16 oz
16 oz

24 oz

40 oz
50z
26 oz
15L
35L
150z
20z
16 oz
26 oz
320z

, adjust standard drinks accordingl

5%
5%
5%
5%
6-8%
12%

12%

12%
12%
12%
12%
12%
40%
40%
40%
40%
40%

1.5

3.3
2-3

12
24-40

1.6
11
17
21




Scoring Alcohol Withdrawal: CIWA Score

Component

Nausea/vomiting
A. Score 1-4 on each component

B. Total the Score

Tactile disturbances

Auditory disturbances

Nt e aroas C. Grade Withdrawal
Headache/head fullness 1-10 Mild

Tremor 11-18 Moderate
Paroxysmal sweats 18+ Severe
Anxiety

Agitation

Orientation/clouding of sensorium



Brief Alcohol Withdrawal Scale

0 1 2 3
None Mild Moderate Severe
Tremor No tremor Not visible, but can be felt Moderate, with arms extended At rest, without arms extended
Diaphoresis/ Sweats No sweats Mild, barely visible Beads of sweat Drenching sweats
o RASS =0 RASS = +1 RASS = +2 RASS = +3 or +4
Agitation Restless, anxious, apprehensive, Agitated, frequent non- Very agitated or combative,
Richmond Agitation-Sedation Scale . ;
Alert and calm movements not aggressive purposeful movement violent
Disoriented to time (e.g., by
L more than 2 days or wrong
. . . Orientation to person, place, o : L
Confusion/ Orientation fime month orwrong year) orto place  Disorientation to time and place Disorientation to person
(e.g., name of building, city,
state), but not both
Hallucinations visual, None (vaque re ohrfllr:ali testin I (obviousl resS eov:[;?n to internal
auditory, tactile) ! p‘ (AL (more defined hallucinations) _ - y P , J _
intact) stimuli, poor reality testing)




There is no single evidence-based medication protocol for ambulatory withdrawal. However,
guidelines to consider:

1. Initiate gabapentin 600mg bid day 1, then 300 bid x 4 days

2. If there is a mild risk of withdrawal, consider gabapentin + clonidine plus symptom-triggered
benzodiazepines if needed.

1. If unsure that the patient can accurately assess withdrawal, consider fixed dose
benzodiazepines or phenobarbital

2. If the patient has supports who can assess withdrawal, can consider symptom triggered for
more targeted withdrawal management

4. Check in with the patient daily. It is optimal if they can come to your office for check of vital
signs the first three days.

5. When considering the timing of initiating ambulatorg WM, note that a daily check-in (either
in-person or virtual) is recommended for up to five days following initiation.



Possible Protocols



Symptom-triggered dosing schedule 1 (for diazepam 10mg tablets)

Check BAWS score

Every 4 hours

Every 6 hours

Every 6 hours

Every 8 hours

Every 12 hours

At night

If BAWS < 3

May give 10mg every 8
hours as needed for
anxiety

May give 10mg every 8
hours as needed for
anxiety

May give 10mg every 12
hours as needed for
anxiety

May give 10mg every 12
hours as needed for
anxiety

May give 10mg once for
anxiety

May give 10mg once for
anxiety

If BAWS 3-5

Give 10 mg diazepam (1
pill) every 4 hours until
BAWS < 3

Give 10 mg diazepam (1
pill) every 6 hours until
BAWS < 3

Give 10 mg diazepam (1
pill) every 6 hours until
BAWS < 3

Give 10 mg diazepam (1
pill) every 6 hours until
BAWS < 3

Give 10 mg diazepam (1
pill) every 12 hours until
BAWS < 3

If BAWS 6-8

Give 20 mg diazepam (2
pills) every 4 hours until
BAWS < 3

Give 20 mg diazepam (2
pills) every 6 hours until
BAWS < 3

Give 20 mg diazepam (2
pills) every 6 hours until
BAWS < 3

Give 20 mg diazepam (2
pills) every 4 hours until
BAWS < 3

Give 20 mg diazepam (2
pills) every 12 hours until
BAWS < 3

If BAWS > 8

Give diazepam 20mg
and call clinic or go to
ER

Give diazepam 20mg
and call clinic or go to
ER

Give diazepam 20mg
and call clinic or go to
ER

Give diazepam 20mg
and call clinic or go to
ER

Give diazepam 20mg
and call clinic or go to
ER



Taper schedule (60MG Phenobarbital tablets)

One or two tablets initially then one every 6 hours for three more doses (total of
four doses)

One tablet every 8 hours

One tablet every 12 hours

One tablet at night

One tablet at night




Communication IS

Key!

A Counsel your patient on what to
expect in whatever setting you
decide on.

AWithdrawal management is not
treatment.

ATry to have a follow-up plan in
place for next steps after WM or at
least have discussed options.

ASchedule an in-person, virtual or
phone appt for after in-patient
withdrawal management

AWhen possible, involve a peer
(certified recovery mentor) or other
care team member



AIVIanaged on an outpatient basis
with Librium, clonidine, vitamins,
trazodone

A Daily phone check-ins with the

\/\/h at a bOUt our patient for one week, the son
. checked on mom at home, and
patIEHt? reported BPs.

ADid well and saw us in follow-up
one week later




But remember...




Withdrawal Manage
IS not treat

me




What about medications
to help prevent a return
to drinking?



Best FDA-Approved Medications for Reducing Use and Return to
Use after WM:

Medication
Acamprosate

Naltrexone

Adult Dosing Mechanism of Action

Oral: 666 mg Modulates hyperactive glutamatergic n-
(two 333-mg methyl-d-aspartate receptors

tablets) 3 times

per day

e Oral: 5010 « Opioid antagonist that competitively binds
100 mg per to opioid receptors and blocks the effects of
day endogenous opioids such as -endorphin

o Intramuscular. « Decreases the craving for alcohol
380 mg per
month

Common
Adverse
Effects

Anxiety
» Diarrhea
« Vomiting

Dizziness
« Nausea
« Vomiting

Contraindications

Severe renal
impairment”

o Liver failure

« Acute hepalitis
and precautions
for other hepatic
disease

HHS AHRQ 2016



Original Investigation FREE

Pharmacotherapy for Alcohol Use Disorder
A Systematic Review and Meta-Analysis
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alcohol use disorder?

FL
2C
dc




Question Which pharmacotherapies are associated with improved outcomes for people with alcohol use disorder?

Findings In this systematic review and meta-analysis that included 118 clinical trials and 20 976 participants, 50

mg/d of oral naltrexone and acamprosate were each associated with significantly improved alcohol consumption-
related outcomes compared with placebo.

Meaning These findings support oral naltrexone at 50 mg/d and acamprosate as first-line therapies for alcohol use
disorder.



The numbers needed to treat to prevent 1
person from returning to any drinking were 11
(95% Cl, 1-32) for acamprosate and 18 (95%
Cl, 4-32) for oral naltrexone at a dose of 50
mg/d.

A Compared with placebo, oral naltrexone (50
mg/d) was associated with lower rates of
return to heavy drinking, with a number
needed to treat of 11 (95% Cl, 5-41).

A Injectable naltrexone was associated with
fewer drinking days over the 30-day
treatment period (weighted mean difference,
-4.99 days; 95% Cl, -9.49 to -0.49 days)

A Randomized clinical trials that directly
compared naltrexone, 50 mg/d, with
acamprosate did not consistently established
superiority of either medication.




What about
non-FDA-
approved

medications?

Studies of topiramate compared with
placebo had moderate strength of evidence
for significant reductions in percentage of
drinking days, percentage of heavy drinking
days, and drinks per drinking days.

However, topiramate was associated with
adverse effects that included cognitive
dysfunction, dizziness, numbness and/or
tingling, and taste abnormalities.
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Randomized Controlled Trial
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A12-week, double-blind, placebo-controlled, randomized, multisite,
genotype-stratified (rs2832407 and rs1799971) clinical trial comparing
topiramate and naltrexone in treating AUD, stratified by genotype

APrimary outcome was number of heavy drinking days. Secondary outcomes
included mean standard drinks per drinking day, craving, markers of liver
injury, mood, and adverse events.

AFor the number of heavy drinking days per week, there was a near-
significant time-by-treatment interaction.

AFor the number of standard drinks per drinking day per week, there was a
significant time-by-treatment interaction, which favored topiramate.

AThere were significant time-by-treatment effects, with greater reductions
observed with topiramate than naltrexone for craving, and ggt level.

ANeither polymorphism showed an effect on treatment response.






GLP-1 agonists

Exendin-4, found in
venom of Gila
monster

Hormone
structurally similar
to glucagon-like
peptide-1 (GLP-1)

/

GLP-1 receptors are
widely found in the
brain, particularly in
the reward centers
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Alcohol use disorders are among the top causes of the global burden of dis-
ease, yet therapeutic interventions are limited. Reduced desire to drink in
patients treated with semaglutide has raised interest regarding its potential
therapeutic benefits for alcohol use disorders. In this retrospective cohort
study of electronic health records of 83,825 patients with obesity, we show that
semaglutide compared with other anti-obesity medications is associated with
a 50%-56% lower risk for both the incidence and recurrence of alcohol use
disorder for a 12-month follow-up period. Consistent reductions were seen for
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Retrospective cohort study of electronic health records of 83,825 patients
with obesity.

Semaglutide, compared with other anti-obesity medications, was associated
with a 50%-56% lower risk for both the incidence and recurrence of alcohol
use disorder for a 12-month follow-up period.

Consistent reductions were seen for patients stratified by gender, age group,
race and in patients with and without type 2 diabetes.

Similar findings were replicated in the study population with 598,803
patients with type 2 diabetes.




What about our patient?

ANaltrexone — did not stop, did decrease use

AAA



Helpful online resources for ambulatory WD guidance:

American Academy of Family Physicians:
https://www.aafp.org/afp/2013/1101/p589.html

ASAM:

https://www.asam.org/Quality-Science/quality/guideline-on-alcohol-
withdrawal-management



https://www.aafp.org/afp/2013/1101/p589.html
https://www.asam.org/Quality-Science/quality/guideline-on-alcohol-withdrawal-management

Typical Benzodiazepine Dosing Schedules for
Inpatient Management Look like this:

e Symptom-triggered (g 1 when CIWA >8)
e Chlordiazepoxide 50-100 mg
e Diazepam 10-20 mg
e |Lorazepam 2-4 mg

e Fixed schedule (q 6 for 4/8 doses + PRN)
e Chlordiazepoxide 50 mg/25 mg
e Diazepam 10 mg/5 mg
e Lorazepam 2 mg/1 mg
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