ldentification and Treatment
of Alcohol Use Disorder

e Addiction Medicine Fellowship program director




Objectives

1. Identify and diagnose the spectrum of alcohol use disorder
2. Identify the appropriate treatment setting for acute alcohol cessation

3. List the various medication options for treating alcohol use disorder and choosing the right
medication for each patient



Spectrum of
Alcohol Use




Alcohol can be
used for MANY
reasons



Jesse says he drinks one or two beers per day. He says he usually
drinks craft beer at a brewery. How many "standard drinks" is in
a 20 oz La Cumbre IPA with an ABV of 7.2%




What is a drink?

12flozof = 8-9flozof = 5flozof

340zof = 2-30zof = 1.50z0f

= 1.5 fl oz shot

regular malt liquor table wine fortified cordial, brandy of
beer (shownin a wine liqueur, or (a single 80-proof
12-0z glass) (such as aperitif jigger or spirits
sherry or (2.5 0z shot) ("hard
port; 3.5 oz shown) liquor™)
shown)

?

P T

about 5% about 7% about 12% about 17% about 24% about 40% about 40%
alcohol alcohol alcohol alcohol alcohol alcohol alcohol




Each La Cumbre IPA is 7.2% ABV

Calculated like a malt liquor
* 8-9 oz/serving

20 oz is about 2.5 servings




Alcohol is the most frequently used and misused
substance in the United States

Alcohol Use
in the United States

In 2024,

85%

of people ages 21 and
older reported that they
drank alcohol at some
point in their lifetime,

Source: 2024 N5DUH




Use pattern definitions may vary

* National Institute on Alcohol Abuse and Alcoholism (NIAAA)
* National Survey on Drug Use and Health (NDSUH)

e Substance Abuse and Mental Health Services Administration
(SAMHSA)




Use pattern definitions

* Alcohol misuse
* drinking manner, situation or amount could cause harm

* Binge drinking
* Men: 5 or more drinks on 1 occasion

e Women: 4 or more drinks on 1 occasion
e NIAAA defines blood alcohol of > 0.08



Use pattern definitions

* Heavy alcohol use

* NIAAA: 5 or more (male) or 4 o more (female) drinks on any day or more than
15 (male) or 8 (female) in a week

e SAMHSA: 5 or more (male) or 4 or more (female) drinks on the same occasion
on each of 5 or more days in the past month

* High intensity drinking
* Consumption of two or more times the gender-specific thresholds for binge
drinking
* 10 or more drinks for males and 8 or more for females



Binge Drinking
In the United States

Source: 2024 NSDUH

In 2024,

21.7%

of people ages 18
and older reported
that they engaged
in binge drinking in
the past month.

Binge Drinking by Older
Adults in the United States

Sodrce: 2024 NSDUH

In 2024,

11.4%

of people ages 65+
reported that they
engaged in binge
drinking in the
past month.




Binge Drinking Past Month

* 57.9 million people ages 12 and older
e 32.2 million males
e 25.7 million females

* Ages 21 to 17 900,000 youth

» 385,000 boys
e 515,000 girls

* Ages 18 and older 57 million adults
e 31.8 million men
e 25.2 million women



Heavy Alcohol Use — past month

* 14.5 million people ages 12 and older (past month)
* 9 million males
e 5.5 million females

 Age 12 to 17: 98,000 youth
e 44,000 boys
e 54, 000 girls

* Age 18 and older: 14.4 million adults

* 9 million men
* 5.4 million women



High-intensity drinking

 Compared with people who did not binge drink...

e people who drank alcohol at twice the sex-specific binge drinking
thresholds were 70 times more likely to have an alcohol-related
emergency department visit,

* those who consumed alcohol at three times the sex-specific binge
thresholds were 93 times more likely to have an alcohol-related
emergency department visit




Alcohol Use Disorder Criteria

Impaired Control:

e Using larger amounts or for longer time than
intended

e Persistent desire or unsuccessful attempts to cut
down or control use

e Great deal of time obtaining, using, or recovering
e Craving or strong desire or urge to use



Alcohol Use Disorder Criteria

Social Impairment:

e Fail to fulfill major roles (work, school, home)
e Persistent social or interpersonal problems caused by substance use

e Important social, occupational, recreational activities given up or
reduced

Risky Use of the Substance:

e Use in physically hazardous situations
e Use despite physical or psychological problems caused by use



Alcohol Use Disorder Criteria

Physical Dependence

e Tolerance as defined by either of the following:

 Need to use an increased amount of a substance in order to
achieve the desired effect OR

« Markedly diminished effect with continued use of the same
amount of the substance

e Withdrawal as manifested by either of the following:

* The characteristic withdrawal syndrome of the substance OR
* The substance is taken to relieve or avoid withdrawal symptoms



Alcohol Use Disorder (AUD) Alcohol Use Disorder (AUD)
In the United States Among U.S. Adolescents

28 million 775,000

.
or 1 In 1 0 adolescents ages 12 to 17 had AUD in 2024.
people ages 12 and older had AUD in 2024.

i 13%efase

Sowrce: 20204 NSDUH e 2024 NSDUH




Prevalence, Risks, and
Consequences of Alcohol Use

INn the United States

Past-Year Alcohol Use
Alcohol Use Disorder (AUD)
% of population % of population
178,687,000 Q 27,913,000
6% 10
Emergency Alcohol-Related
Department Visits Deaths
4,184,742 178,307
All aloohol-related Annual deaths
61,063 117,245
_ ACLte Chronic
VEE LY e leer difeass)

Sounces 2024 NSDUH Tables 2 J6ALE, 5 AALE: 2021 HCUP-NEDS; 2030-2021 Q0L ARDE
* fcute and dhroric akooholbrelated deaths do not add 1o the 1oLal due 0o rowrsding.




_ Alcohol-Related Deaths
Alconol-Related Traffic Increased During COVID-19

Fatalities Are Increasing

Death certificates listing
alcohol increased 25.5%
from 78,927 in 2019 to 99,017

Alcohol-related traffic fatalities

increased to 13,524 in 2022 -
the highest since 2008.

\l/
N s

in 2020, the first year of the
pandemic. And 10% more
to 108,891 in 2021.

SOURCE: NHTSA, 2024,
SOURCE: White et. al, JAMA, 2022; CDC, 2023,




Less than

10% of people

with past-year alcohol use disorder
receive any treatment.




People with alcohol use disorder are
more likely to seek care from a
orimary care clinician for an alcohol-
related problem rather than
specifically for drinking too much
alcohol



Short-Term Health Risks

* |njuries, such as motor vehicle crashes, falls, drownings, and burns

* Violence, including homicide, suicide, sexual assault, and intimate
partner violence

* Alcohol poisoning, a medical emergency that results from high blood
alcohol levels

* Risky sexual behaviors, including unprotected sex or sex with multiple
partners (sexually transmitted diseases [STDs], unintended
pregnancies)

» Stillbirths, miscarriage, and fetal alcohol syndrome

Centers for Disease Control and Prevention. Alcohol use and your health. http://www.cdc.gov/alcohol/fact-sheets/alcohol-



Long-Term Health Risks

* High blood pressure, heart disease, stroke, liver disease, and digestive
problems

 Cancer of the breast, mouth, throat, esophagus, liver, and colon

* Learning and memory problems, including dementia and poor school
performance

* Mental health problems, including depression and anxiety

* Social problems, including lost productivity, family problems, and
unemployment

e Alcohol use disorder

Centers for Disease Control and Prevention. Alcohol use and your health. http://www.cdc.gov/alcohol/fact-sheets/alcohol-



Who should be screened for alcohol
use in the primary care setting?




Who should we screen?
opulation | Recommendation _______________|Grade

Adults 18 years or older, including  The USPSTF recommends screening for unhealthy alcohol B
pregnant woman use in primary care settings in adults 18 years or older,

including pregnant women, and providing persons

engaged in risky or hazardous drinking with brief

behavioral counseling interventions to reduce unhealthy

alcohol use.

Adolescents aged 12 to 17 years The USPSTF concludes that the current evidence is I
insufficient to assess the balance of benefits and harms
of screening and brief behavioral counseling
interventions for alcohol use in primary care settings in
adolescents aged 12 to 17 years.



Screening Tools
Testame  [fomat |commems

Single question How many times in the past year Advantage: simple, quick, easy
have you had X drinks in a day? Disadvantage: may miss patients
X=5 for men, 4 for women who surpass weekly threasholds
AUDIT 10 multiple choice questions Advantage: globally accepted, 94%
Score > 8 is positive accuracy across ethnic and gender
groups
Disadvantage: takes time
CAGE Cut down Advantage: easy, short
Annoyed Disadvantage: not accurate for
Guilty elderly, white women or African or
Eye opener Hispanic-Americans
TACE Tolerance Developed for use in pregnant
Annoyed women
Cut down Advantage: short more sensitive
Eye opener than CAGE



Counsel all patients who drink

e Recommend lower limits or abstinence as medically indicated; for
example, for patients who
* take medications that interact with alcohol
* have a health condition exacerbated by alcohol
e want to become pregnant or who are pregnant

* Express openness to talking about alcohol use and any concerns it
may raise

* Rescreen annually



Risky Drinking

State your concern and recommend clearly
“You are drinking more than is medically safe”
“I encourage you to cut back or quit drinking”
“Are you willing to consider making this change?”

“I am concerned your alcohol use is contributing to your
hypertension”




DSM-V Diagnostic Criteria for
Alcohol Use Disorder

* 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:

* Alcoholisoften taken in larger amounts or over a longer period than was intended.

* Thereis a persistent desire or unsuccessful efforts to cut down or control alcohol use.

* Agreat deal of timeis spentin activities necessary to obtain alcohol, use alcohol, or recover
from its effects.

* Craving, or a strongdesire or urge to use alcohol.

* Recurrentalcohol useresultingin a failure to fulfill major role obligations at work, school, or
home.

* Continuedalcoholuse despite having persistent or recurrent social orinterpersonal problems
caused or exacerbated by the effects of alcohol.

* Importantsocial, occupational, or recreational activities are given up or reduced because of
alcohol use.

* Recurrentalcohol usein situationsin which it is physically hazardous.
* Alcoholuseis continued despite knowledge of having a persistent or recurrent physical or
psychological problem that s likely to have been caused or exacerbated by alcohol.
* Tolerance, asdefined by either of the following:
— A need for markedly increased amounts of alcohol to achieve intoxication or desired effect.
— A markedly diminished effect with continued use of the same amount of alcohol.
* Withdrawal, as manifested by either of the following:

— The characteristic withdrawal syndrome for alcohol (refer to Criteria A and B of the criteria set for
alcohol withdrawal).

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




Your patient has alcohol use disorder, now

what?
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Laboratory evaluation

e Complete Blood Count

 Mean corpuscular volume (MCV) may be elevated in alcohol induced
macrocytic anemia

* Platelets may be suppressed in heavy drinkers

* Liver function testing
e AST commonly elevated over ALT
 Elevated GGT plus elevated AST has high specificity for heavy alcohol use

e Chemistry
* Assess renal function and glucose
* HIV, Hepatitis C and other sexual transmitted infection testing
* Pregnancy test in women



Assess for risk of alcohol withdrawal

* Definitions of withdrawal:
* Simple withdrawal - sweating, tremor, anxiety, palpitations
* Complicated withdrawal - seizure or delirium tremens

e Risk factors for ANY withdrawal:

* Former history of withdrawal
 Conscious with aB.A.L. over 0.3%

* Risk factors for complicated withdrawal
* Former history of withdrawal seizure or delirium tremens
* Traumatic brain injury
* Acute illness



CIWA-AR

* Clinical Institute Withdrawal Assessment Scale for Alcohol
Nausea and vomiting
Paroxysmal sweats
Anxiety
Agitation
Tremor
Headache
Auditory disturbance
Visual disturbance
Tactile disturbance
Orientation



Clinical Institute Withdrawal Assessment Scale for Alcohol, revised (CIWA-Ar)

Hausea and vomiting Headache
0 Mo nausea or vomiting O Mot present
1 1 Very mild

2 2 Mid

3 3 Moderate

4 Intermittent nausea with dry heaves
3
[

7 Constant nausea, frequent dry heaves and vomiting

Paroxysmal sweats

4 Moderately severe
5 Severe

6 Very severe

7 Extremely severe

Auditory disturbances

0 Mo sweats visible

1 Barely perceptible sweating, palms moist
2

3

4 Beads of sweat obvious on forehead

3

6

7 Drenching sweats

0 Mot present

1 Very mild harshness or ability to frighten
2 Mild harshness or ability to frighten

2 Moderate harshness or ability to frighten
4 Moderately severe hallucinations

5 Severe hallucinations

& Extremely severe hallugnations

7 Continuous hallucinations

Anxiety Visual disturbances

0 No anxiety, at ease 0 Not present

1 1 Very mild photosensitivity

2 2 Mild photosensitivity

3 3 Moderate photosensitivity

4 Moderately anaous, guarded 4 Moderately severe visual hallucinations
5 5 Severe visual hallucinations

6 & Extremely severe visual hallucinations

7 Acute panic state, consistent with severe delinum or acute

TR

7 Continuous visual hallucinations

sLHZUpInEIng

Agitation

Tactile disturbances

0 Normal activity

1 Somewhat more than normal activity
2

3

4 Moderately fidgety and restiess

5

6

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

Tremor

0 None

1 Very mild paresthesias

2 Mild paresthesias

3 Moderate paresthesias

4 Moderately severe hallucinations
5 Severe hallucinations

6 Extremely severe hallucinations
7 Continuous hallucinations

Orientation and clouding of sensorium

0 No tremor

1 Not visible, but can be felt at fingertips

2

3

4 Moderate when patient’s hands extended
5

6

7 Severe, even with arms not extended

0 Oriented and can do senial additions

1 Cannot do senial additions

2 Disoriented for date by no more than 2 calendar days
3 Disoriented for date by more than 2 calendar days

4 Disoriented for place and/or patient

Total score is a simple sum of each item score (maximum
score is 67).

Score:

<10: Very mild withdrawal
10-15: Mild withdrawal
16-20: Modest withdrawal
>20: Severe withdrawal

Adapted from Sullivan JT, Skyora K, Schneiderman J, et al. Br ] Addict 1989; 84:1353.




CIWA-AR

* Score <8
* Patient may not need medical detoxification

* Score 8-15
* Patient may be candidate for ambulatory detoxification

* Score >15
* Patient is likely a candidate for inpatient detoxification



Consider acute detoxification

* Inpatient detoxification is recommended if risk for significant
alcohol withdrawal

e Qutpatient management of alcohol withdrawal

* Symptom-triggered dosing is preferred

e Chlordiazepoxide (Librium)
* Metabolized by the liver
* Do not use if suspected significant liver disease

* Lorazepam (Ativan)
e Oxazepam (Serax)
e Carbamazepine (Tegretol)



https://www.uptodate.com

Ambulatory detoxification protocols

Reduce moderate withdrawal symptoms and risk for serious
withdrawal symptoms - fixed dosing

If withdrawal symptoms are moderate (ie, CIWA score between 8 and 15) then
use one of the following protocols:

Long-acting benzodiazepine protocol - (Chlordiazepoxide)
Day 1 - 50 mg every 6 to 12 hours
Day 2 - 25 mg every 6 hours
Day 3 - 25 mg twice a day
Day 4 - 25 mg at night
Shorter-acting benzodiazepine protocol (Oxazepam)
Day 1 - 30 mg every 6 hours
Day 2 - 30 mg every 8 hours
Day 3 - 30 mg every 12 hours
Day 4 - 30 mg at night
Anti-convulsant Protocol (Carbamazepine)
Day 1 - 200 mg every 6 hours
Day 2 - 200 mg every 8 hours
Day 3 - 200 mg every 12 hours

D= A 30N s Ames Aees

Reduce or prevent mild withdrawal symptoms - symptom triggered

If withdrawal symptoms are not present or mild (ie, CIWA score less than 8) then
use one of the following protocols:

Long-acting benzodiazepine protocol - (Chlordiazepoxide)
Day 1 - 50 mg every 6 to 12 hours as needed
Days 2to 5 - 25 mg every 6 hours as needed
Shorter-acting benzodiazepine protocol (Oxazepam)
Day 1 - 30 mg every 6 hours as needed

Days 2to 5 - 15 mg every 6 hours as needed

Nutritional support

Thiamine 100 mg for 3 days, multivitamins maintenance




More complicated detoxification

* Society for Academic Emergency Medicine
 Recommends adjunctive phenobarbital w/wo benzodiazepines
* Loading dose or weight-based dosing

* American Society of Addiction Medicine
* Phenobarbital is a first-line alternative to benzodiazepines
* Only experienced clinicians should use phenobarbital

 American Association for the Surgery of Trauma
* Phenobarbital is not inferior to benzodiazepines
* Fixed loading dose then taper after day 1



Is patient a candidate for phenobarbital therapy?*

No Yes

Recommend benzodiazepines as Has the patient received large doses of benzodwazepines or been sedated?
fixed-dose taper. front load. andlor |
symptom-triggered dosing based on
severity of alcohol withdrawal drom
everity wal syn (3 lNo lv“
Initiate phenobarbital load protocol

Optional chowce

(s . N
Phencbarbital dosingt

Maximum dose should be 20 to 30 mg per kg of ideal body weight
10 mg per kg of ideal body weight bolus for 30 min-
utes, followed by 130 mg IV every 15 minutes or 260 mg
avery 30 minutes as needed for a RASS score of > 0
Maintenance dosage of 100 mg for milé and 200 mg
for moderate symptoms, orally every 60 minutes
ar or
No bolus and 130 mg IV every 15 min- 120 to 240 mg IV every 30 minutes as
utes as needed for a RASS scere of > 0 needed for a RASS score of > 0, then

Phenobarbital dosingt
No bolus protoce! Imaxi-
mum dose should be 20 mg per
kg of ideal body weight)
130 mg IV every 15 minutes as
needed for 4 RASS score of > 0

or maintenance of 100 to 200 mg
10 mg per kg of ideal body weight bolus, followed by 120 to evary 60 minutes IM or orally
240 mg IV every 30 minutes as needed for a RASS score of > O ar
then maintenance of 100 to 200 mg every 60 minutes IM or orally 260 mg IV foliowed by 97.2 mg orally
or three times daily for two days, then

64.8 mg crally three times daily
for two days. then 32 4 mg orally
three time daily for two days

260 mq IV followed by 97 2 mg orally three times daily for
two days, then 64,8 mg orally three times daily for two
L days, then 32.4 mg orally three times daily for two days

Is there an appropriate response to treatment and improved symptoms withen 48 hours?

lNo lm

Consider alternate diagnosis for delirium  Patient expected to improve in 96 to 120 hours
or altered mental status and discontinue Continue electrolyte and nutritional reple-
phencbarbital and/or benzodiazepines tion, and counseling and treatment for

| aleohol cessation before discharge

Adrenal criss, drug toxscity or withdrawal, Possibility of severe alcohol withdrawal syn-

Intracranial trauma, metabolic disorders, drome despite phenobarbital, If maximum dosing

sepsis/septic shock, serotonin syndrome, reached, consider transfer to higher level of care
status epilepticus, thyrotoxicosis and additonal sedation or psychotropsc agents

RASS = Richmong Agitation-Sedation Scale; IM = intramuscularty, IV = intravenously,

*«Do not use if there are major drug-drug interactions. in patients vath hepatic iImpairment le.g., cirrhosisl or parphyria, or If the patent Is on

phenobartital for cther indications

t—Some of these pratocols use low doses of benzodiazepines, bul they are not required. Both agents used simultanecusly act symergistically and

should be used with caution 10 avoid over sedation

Treatment of alcohol withdrawal syndrome with phenobarbital.

hitps://www.aaip.org/afp/2024/0200/chrenic-conditions-hospitalized-patients. print,|d »afp20240200p134-4a 1

Recommend benzodi-
azepines as fixed-dose
taper, front load, and/
or symptom-triggered
dosing based on
seventy of alcohol
withdrawal syndrome

v

i 5

Phenobarbital dosing?
Maximum dose should be 20 to 30 mg per kg of ideal body weight

10 mg per kg of ideal body weight bolus for 30 min-
utes, followed by 130 mg IV every 15 minutes or 260 mg
every 30 minutes as needed for a RASS score of > 0

Maintenance dosage of 100 mg for mild and 200 mg
for moderate symptoms, orally every 60 minutes

or
No bolus and 130 mq IV every 15 min-
utes as needed for a RASS score of >0
or
10 mg per kg of ideal body weight bolus, followed by 120 to
240 mg IV every 30 minutes as needed for a RASS score of > 0,
then maintenance of 100 to 200 mg every 60 minutes IM or orally
or
260 mg IV followed by 97.2 mg orally three times daily for

two days, then 64.8 mag orally three times daily for two
days, then 32 4 mg orally three times daily for two days




Behavioral Health for AUD




Behavioral Health Support — Short-term Goals

* Develop skills needed to stop or reduce intake

* Help build a strong social support system

* Work to set reachable goals

e Support adherence to medication

* Cope with or avoid triggers that might cause return to use

* Involve family, community, and employment resources




Behavioral Health Support — Long-term goals

* Restore self-esteem
e Resolution of alcohol-related social problems
* Resolution of alcohol-related legal problems

* Improvement of physical health

* Lasting abstinence




Behavioral Support

Counseling
* Motivational interviewing
 Cognitive-behavioral therapy
* Marital and family therapy

Brief interventions

Mutual Help Groups
Alcoholics anonymous
Other 12-step programs

Al Anon for family members

Smart Recovery
Recovery Dharma

* Online recovery services
 Refuge Recovery



Motivational Interviewing (Ml)

« Evidence-based counseling technique eliciting behavioral change by
helping the patient explore and resolve ambivalence about change

« 2011 meta-analysis of 59 randomized trials

« Motivational Interviewing (Ml) reduced substance use over the course of
the trial (standardized mean difference 0.79, 95% CIl 0.48-1.09) compared
with a control condition.

* No differences in efficacy were seen for Ml by type of substance

* No difference in substance use was seen when Ml was compared

with treatment as usual for substance use disorder, other active
treatments, and receiving substance use disorder assessment and

feed

Motivational interviewing for substance abuse. Smedslund G, Berg RC, Hammerstrom KT, Steiro A, Leiknes, KA, Dahl HM, Karlsen
K. Cochrane Database Syst Rev. 2011. PMID 21563163



Cognitive Behavioral Therapy (CBT)

* Structured goal-directed form of psychotherapy in which patients
learn how their thought processes contribute to their behavior.

* |Increased cognitive awareness, combined with other adaptive
behavioral techniques, leads to change in thoughts and
emotions.

 Meta-analysis of 53 trials found CBT to have modest positive
effect on outcomes for alcohol and other drug dependence
when compared to control conditions and no treatment

Cognitive-behavioral treatment with adult alcohol and illicit drug users; a meta-analysis of randomized controlled trials. Magill M,



Mutual Help Groups

* Common component of treatment for alcohol use disorder

* Emphasize achieving abstinence through group sharing and
support
* Best known mutual help group is Alcoholic Anonymous (AA)
* No studies that directly address the efficacy of AA

* Studies do show that psychotherapy with a mental health clinician that
facilitates involvement with AA may be helpful

* Clinicians can make the first call, help locate meetings, request
attendance



Other behavioral interventions

 Contingency management — offers incentives to encourage
abstinence

e Combined behavioral intervention — combines elements of CBT,
12-step facilitation, motivational interviewing, and support
system involvement.

* Online group support — SMART (Self-Management and Recovery
Training) offers free treatment advice online as well as group

meetings
BEHAVIORAL THERAPY




Emerging behavioral interventions

* Behavior Change Analysis
* Concept rooted in dialectical behavioral therapy
* “detective work” to ID sequence that leads to drinking

* Reinforce, Anticipate, Cue (RAC Framework)
* ID contingencies and environmental triggers/activations
* |dentifies risks and develops plans to respond

* Urge Surfing
* Cravings are transient
* Acknowledge the craving, observe the feelings, activity until it passes

 Safety Planning
e Create a crisis blueprint



Residential Treatment

* Provides 24-hour, substance-free environment

* Psychosocial model —emphasizes individual and group
counseling, social skills training and mutual help groups

* Supportive rehabilitative model — adds work training and other
specialized rehabilitation services to psychosocial model

* |ntensive treatment model — adds medical and psychiatric
services, couples and family counseling and nutrition services to
the supportive rehabilitative model



Do you prescribe medication for
alcohol use disorder in your practice?




Medications for AUD




Medications for AUD

* There are 4 FDA-approved medications for alcohol use disorder

* Three oral medications
* Naltrexone
* Acamprosate
e Disulfiram

* One long-acting injectable medication
* Extended-release naltrexone



Naltrexone FDA approved in 1994

fmeme  NOC 5122¢-206-30
¥ e

* Usual adult dosing =~ Nakrexone
* 50mg daily oral dose Tablets, USP
e 380mg IM monthly dose
e Patient MUST be opioid free for 7-10 days prior to first dose
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* Action
* Blocks opioid receptors resulting in reduced craving and reduced reward
* Patient cuts back on alcohol over time

* Contraindications
e Currently using opioids or in opioid withdrawal
* Anticipated need for opioids
e Acute hepatitis or liver failure
* Must stop taking 48-72 hours prior to surgery



Naltrexone

* Precautions
* Hepatic disease, renal impairment, suicide attempt or untreated depression,
pregnancy
* Serious adverse reactions
* Will precipitate opioid withdrawal if patient has opioids in system

 Common side effects
* Nausea, vomiting, decreased appetite
 Headache, dizziness
* Fatigue, somnolence
* anxiety



Naltrexone

* Cochrane review of 50 randomized controlled trials
7793 patients
* Number needed to treat to reduce heavy drinking of 12
* Number needed to treat to decrease daily drinking of 25

* A Systematic Review
* Number needed to treat for abstinence 20
* Number needed to treat for decreased heavy drinking of 12

* Naltrexone trials showed reduced alcohol cravings and relapse

* Most studies show Naltrexone may be better for reducing heavy drinking
rather than abstinence

Pharmacotherapies for Alcohol Use Disorder. Mayo Clin Proc. Sept 2020:95(9):1964-1977.



Acamprosate FDA approved 2004

e Usual adult dosing
* 666mg (2-333mg tablets) three times per day
* Reduce dose for CrCl 30-50mL/min to 333mg three times per day

* Action
» Affects glutamate an GABA neurotransmitter systems

e Contraindications
» Severe renal impairment (CrCl < 30mL/min)




Acamprosate

* Precautions
 Moderate renal impairment, reduce dose
* Depression or suicidal ideation and behavior
* Pregnancy

e Serious adverse reaction
e Rare events of suicidal ideation and behavior

e Common side effects
e Diarrhea
e Somnolence



Acamprosate

* Better outcomes have been noted in those with an increased length of
sobriety before treatment initiation

* Systematic Review using 27 studies and 7519 patients
* Number needed to treat of 12 to return to any drinking

* Cochrane review of 24 trials including 6915 patients
* Number needed to treat of 9 for reducing risk of any drinking

* Meta-analysis of naltrexone and acamprosate

* Acamprosate primarily supports abstinence vs naltrexone which supports
reduction in drinking

Pharmacotheraiies for Alcohol Use Disorder. Maio Clin Proc. Seit 2020:95‘9':1964-1977.



Disultiram FDA approve 1949 e iy

e Usual adult dosage
e Oral dose 250mg daily (range 135mg to 500mg)
* Do not take for at least 12 hours after last drink

* Action
* Inhibits immediate metabolism of alcohol
* Build-up of acetaldehyde causes flushing, nausea, sweating and tachycardia

* Contraindications
* Concomitant use of alcohol containing products
e Coronary artery disease
* Hypersensitivity to rubber derivatives



Disulfiram

* Precautions
* Hepatic cirrhosis, cerebral vascular disease, psychosis, diabetes, epilepsy,
hypothyroidism, renal impairment, pregnancy
* Serious adverse reactions
* Disulfiram-alcohol reaction, hepatotoxicity, optic neuritis, peripheral
neuropathy, psychotic reactions
* Common side effects
* Metallic after-taste
* Dermatitis
* Transient drowsiness



Medications do work for AUD

Alcohol use disorder
 Naltrexone NNT 12 to reduce
heavy drinking

 Naltrexone NNT 20 for
abstinence

 Acamprosate NNT 12 for return
to drinking

 Acamprosate NNT 9 for reduced
drinking



Medications do work for AUD

Alcohol use disorder Common chronic diseases

* Naltrexone NNT 12 to reduce * Antibiotics NNT of 16 to treat
heavy drinking otitis media

* Naltrexone NNT 20 for * Antihypertensives NNT 67 for
abstinence prevention of stroke

 Acamprosate NNT 12 for return * Antihypertensives NNT 125 to
to drinking prevent death

 Acamprosate NNT 9 for reduced * Metformin NNT 14 for mortality
drinking improvement

Pharmacotherapies for Alcohol Use Disorder. Mayo Clin Proc. Sept 2020:95(9):1964-1977.



Medications do work for AUD

Alcohol use disorde
 Naltrexone NNT 1

Con# on chronic diseases

bioti NT of 16 to treat

aduce

heavy drinking : : dia
Yet 70% of patients with
* Naltrexone N hypertension receive ves NNT 67 for
) treatment compared to less
abstinence than 10% of those with of stroke

alcohol use disorder

* Acamprosate NI tensives NNT 125 to

to drinking ve cath
 Acamprosate NNT 9 for redu e etformin NNT 14 for mortality
drinking improvement



MORE
OPTIONS

Secondary Agents

Off [abel use of the following medications



Other options for Alcohol Use Disorder

* Baclofen
* Topiramate
e Aripiprazole

* Topiramate
e Gabapentin

* Gabapentin
¢ Topiramate
¢ Ondansetron
* Varenicline

 Baclofen
* Ondansetron

 Disulfiram

* Acamprosate
* Naltrexone

* Nalmefene

e VVarenicline

* Semaglutide

* Psychotherapeutic
treatment should be
provided to all patients
with alcohol use disorder.



about:blank

Topiramate

* Preferred for patients who have a seizure disorder

e Administration:

e Start at 25mg daily and titrate upward
* Max dose of 300mg/day

* Adverse effects include cognitive impairment (word-finding

difficulty), paresthesia, weight loss, headache, fatigue, dizziness
and depression

 Contraindication: allergy to topiramate, lower doses for renal
impairment CrCl <50 mL/min



A meta-analysis of topiramate’s effects for
individuals with alcohol use disorders

* Meta-analysis of seven clinical placebo-controlled trials

* Demonstrated efficacy of topiramate with higher rates of
abstinence and lower rates of heavy drinking

e Conclusion:

* “Topiramate can be a useful tool in the treatment of AUDs. Its efficacy,
based on current sample of studies, seems to be of somewhat greater
magnitude than that of the most commonly prescribed medications for
AUDs (naltrexone and acamprosate).

* Further research is necessary.

Blodiett JCI et al “A meta-analisis of toiiramate's effects for individuals with alcohol use disorders” Alcohol Clin Exi Res.



Topiramate

* Consider as a second-line medication to reduce heavy
drinking

* Benefit in patients with migraine headaches, obesity or
binge eating disorder

E- B
-
Topiramate

50 mg

s
S




Gabapentin

e Administration

e Start 300mg per day and titrate by 300mg every 1 to 2
days to total of 600mg TID

 Adverse effects: dizziness, drowsiness, nausea, diarrhea,
mood changes, risk for misuse and addiction

* Contraindications: allergy to gabapentin, lower dose for
renal impairment CrCl <50 mL/min



A meta-analysis of the efficacy of gabapentin for
treating alcohol use disorder

* Meta-analysis of seven placebo-controlled randomized
controlled trials

The aims of this study were to estimate gabapentin’s effect on six
alcohol-related outcomes, test potential moderators, examine
publication bias and evaluate the quality of the studies

e Conclusion:

* Although gabapentin appears to be more efficacious than placebo in

treating AUD, the only measure in which the analysis clearly favors the
use of gabapentin is a reduction in heavy drinking days

Kranzler, HR et al. “A meta-analysis of the efficacy of gabapentin for treating alcohol use disorder” Addiction.



Gabapentin

 Consider in patients with concurrent conditions of neuropathy,
restless legs syndrome, insomnia or anxiety

* Can be used for acute withdrawal to prevent withdrawal
symptoms and continued to help with cravings

* Some studies show up to 6% of the population has misused
gabapentin for recreational use, self-medication or intentional
self-harm, either alone or in combination with other substances

Evoi| K.E.| Covvei| J.R.| Peckham| A.M. et al. Gabaientinoid misuse| abuse and non-irescribed obtainment in a United States



Baclofen

* |Indicated for spasticity
* Gaba receptor agonist that helps restore GABA supply
* Renally metabolized

* |In 2014, baclofen was given temporary recommendation in
-rance for treating alcohol use disorder

* Meta analysis of 13 randomized controlled trials

* Baclofen associated with greater time to first lapse of drinking
and greater likelihood of abstinence compared to placebo

* Cochrane Review did not replicate any positive results



“Abstinence and “Low-Risk” Consumption 1 Year After the
Initiation of High-Dose Baclofen: A Retrospective Study Among
“High-Risk” Drinkers
Aim
To assess the proportions of “high-risk” drinkers’ abstinent or

with “low-risk” consumption levels 1 year after the initiation of
high-dose baclofen

Methods
Retrospective open study

Outcome was to assess the level of alcohol consumption in the
12th month of treatment

Riial L, et al. Abstinence and “low-risk” consumition 1 iear after the initiation of hiih-dose baclofen: a retrosiective studi amoni



High-dose baclofen

Results
132 or 181 patients completed study

After 1 year, 80% of the 132 were either abstinent (r7=78) or
drinking at low risk levels (n=28) in their 12th month of
treatment

Mean baclofen dose was 129 £+ 71 mg/day
Conclusion

High-dose baclofen should be tested in randomized placebo-
controlled trials among high-risk drinkers

Riial L, et al. Abstinence and “low-risk” consumition 1 iear after the initiation of hiih-dose baclofen: a retrosiective studi



Ondansetron

* FDA approved for nausea
* Selective 5-HT3 receptor antagonist

* --This receptor is activated by serotonin when alcohol is
consumed, releasing dopamine

* Dosed 1to 4 ug/kg by mouth twice per day
* Side effects: constipation, diarrhea, headache

* May be most effective in those who develop alcohol use disorder
before age 25 years

Pharmacotherapies for Alcohol Use Disorder. Mayo Clin Proc. Sept 2020:95(9):1964-1977.



Semaglutide

JAMA Psychiatry

POPULATION
14 Men, 34 Women

O

Non-treatment-seeking adults
meeting criteria for alcohol use
disorder

Mean (SD) age, 39.9 (10.6) y

SETTINGS / LOCATIONS

pa 1US academic
r (] medical center
n

INTERVENTION

48 Participants randomized and analyzed

24 Semaglutide
Once-weekly semaglutide

24 Placebo
Placebo injections

=

PRIMARY OUTCOME

Estimated alcohol consumed over 120 min during laboratory
self-administration (estimated alcohol consumed in grams and
peak breath alcohol concentration [BrAC] in g/dL)

RCT: Once-Weekly Semaglutide in Adults with Alcohol Use Disorder

FINDINGS

Among participants consuming alcohol in a laboratory session following
8 wk of treatment, those in the semaglutide group drank significantly
less alcohol than those in the placebo group

80+

[=2)
o
L

S
o
N

Alcohol consumed, g

N
o
L

0-

Mean (SD) alcohol consumed: Semaglutide: 33.62 (20.72) g;

placebo: 57.19 (28.15) g

Mean (SD) peak BrAC: Semaglutide: 0.052 (0.029) g/dL;

placebo: 0.092 (0.046) g/dL

Effect sizes: Alcohol consumed: B, -0.48; 95% Cl, -0.85 to -0.11; P=.07;
peak BrAC: B, -0.46; 95% Cl, -0.87 to -0.06; P=.03

Hendershot CS, Bremmer MP, Paladino MB, et al. Once-weekly semaglutide in adults with alcohol use disorder: a randomized clinical trial. JAMA Psychiatry.
Published online February 12, 2025. doi:10.1001/jamapsychiatry.2024.4789
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B Semaglutide

0.10

0.08
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Semaglutide

* Semaglutide significantly reduced the amount of alcohol consumed
during a laboratory self-administration task, with medium to large
effect sizes for both grams of alcohol consumed and peak breath
alcohol concentration.

e Significant reductions in drinks per drinking day, heavy drinking days,
and weekly alcohol craving
» did not affect the number of drinking days or average drinks per calendar day

* Effects were observed at relatively low doses of semaglutide
* medication was well tolerated
* no serious adverse events or treatment-related discontinuations



Semaglutide Lancet 2026

* Design: 26-week, single-center, double-blind, placebo-controlled RCT of semaglutide 2.4
mg/week vs. placebo in 108 treatment-seeking adults with moderate-to-severe AUD and
comorbid obesity, all receiving cognitive behavioral therapy.

* Primary outcome: Semaglutide reduced heavy drinking days by 41.1 percentage
points from baseline vs. 26.4 with placebo (treatment difference: -13.7 percentage
points; 95% Cl -22.0 to -5.4; p = 0.0015).

» Secondary outcomes: Significant reductions in total alcohol consumption (-467.5 g/30
days difference), drinks per drinking day (-1.5 units difference), PACS craving score,
AUDIT score, and WHO risk drinking levels — all favoring semaglutide.

* NNT of 4.3 for a 2-level decrease in WHO risk drinking level, compared to NNT > 7 for
approved AUD medications.

 Completion rate: 81% (88 of 108 participants).

* Adverse events: Transient, generally mild-to-moderate Gl effects, more common with
semaglutide.




Combination Therapies

e Can combine therapies to get better effects

* No randomized controlled studies in this area yet

* Trigger based disulfiram




Co-Occurring Disorders

Mental disorder Comorbidity Substance abuse
[ ]
A diagnosable The DSM-I1V* defines
mental, behavioral, as either substance
or emotional disorder abuse or substance
(other than substance dependence, while the
abuse) that interferes D5SM-V uses the term
with major life activities substance use disorder

Two or more
disorders occurring
in the same person;
interactions between
ilinesses can worsen
the course of both

wastls and Statistical Manual of Mantal Disordaers Mental H,e.l p'net




Questions?
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