isorder

ing the Charge in the Treatment
isorder (AUD)

w
-
]
£
<
w
=
©
E
[
]
>
N
=)
-’
<
()
£
o
)
]
o
[
(a]
vi
=]

Veterans Health Administration
PBM Academic Detailing Service

Alcohol Use D
of Alcohol Use D

Lead




Alcohol Use Disorder

Leading the Charge in the Treatment of
Alcohol Use Disorder (AUD)

A VA (Clinician’s Guide

U.S. Department of Veterans Affairs

Veterans Health Administration
PBM Academic Detailing Service

VA PBM Academic Detailing Service
Real Provider Resources

Real Patient Results
Your Partner in Enhancing Veteran Health Outcomes

VA PBM Academic Detailing Service Email Group
PharmacyAcademicDetailingProgram@va.gov

VA PBM Academic Detailing Service SharePoint Site
https://vaww.portal2.va.gov/sites/ad

VA PBM Academic Detailing Public Website
http://www.pbm.va.gov/PBM/academicdetailingservicchome.asp


mailto:PharmacyAcademicDetailingProgram@va.gov
https://vaww.portal2.va.gov/sites/ad/SitePages/Home.aspx
http://www.pbm.va.gov/PBM/academicdetailingservicehome.asp

In the U.S., alcohol use is among the top 5 leading contributors to disease burden.

Figure 1. Greater Than 40% Increased Prevalence of AUD in the U.S. Between
2001-2002 and 2012-2013*

I 2001 to 2002
[ 2012 to 2013

Prevalence of AUD (%)

12-month Lifetime
Diagnosis

Data displayed is adults =18 years old who met
diagnostic criteria for AUD.

v" Rate of AUD in U.S. Veterans: 40% Veterans
screen positive at one point in their lives.®

v’ Compared to Veterans without AUD, those
with AUD are at higher risk for death by

all causes.®
In the U.S., excessive drinking
accounted for 1 in 10 deaths Despite the risks associated with excessive
among working-age adults alcohol use, AUD continues to be undertreated.’
(2006-2009), shortening the lives Only 7.7% of those diagnosed with AUD within
of those who died by an average 12 months received treatment.?

of 30 years.>*




Alcohol Risks

® Drinking above the recommended limits (table 1) is considered unhealthy and
accounts for most of the morbidity and mortality attributed to AUD?

® This has immediate and long-term effects that increase the risk of many harmful
health conditions*

Figure 2. Heavy Drinking and AUD Consequences*®>10-18

SHORT-TERM
RISKS

Injuries Violence Other Risks

* Motor vehicle * Homicide * Alcohol poisoning
accidents * Suicide * Risky sexual
* Falls * Sexual assault behaviors @
* Drownings * Intimate partner * Miscarriage and/ , )?
* Burns = violence stillbirth l
-~ ] * Fetal alcohol
spectrum disorders
* Poor medication
adherence

LONG-TERM
RISKS

Cardiovascular/ Cancer Learning/Memory Social Problems
Gastrointestinal

* Digestive problems * Breast * Dementia * Family problems
* High blood pressure ¢ Colon * Neurocognitive * Lost productivity
* Heart disease * Esophagus Impairment * Unemployment
* Liver disease * Liver * Poor school
* Stroke * Mouth performance

* Throat




Table 1.

Recommended Drinking Limits

Single-day Limit

Weekly Limit

Men

Women or Age >65

<4 standard-size drinks

<3 standard-size drinks

<14 standard-sized drinks

<7 standard-sized drinks

Please see Clinical Pearls for Treatment of Alcohol Use Disorder for additional information on standard drink sizes.

Patients with AUD Need Treatment
NOT Stigma

® Substance use disorders are stigmatized more than any other health
condition and are often treated as a moral and criminal issue, rather than a
health concern®

® Many individuals, who are untreated for AUD, identify stigma as a
major barrier’?°

As health care providers, we can counter stigma by using accurate, nonjudgmental
language to describe AUD, those it affects, and its treatment.”?'

Table 2. Changing the Conversation®

Instead of Saying...

Consider Saying...

Avoid Labeling
Patients

Avoid
Judgemental
Terminology

Be Supportive

Mr. X is a drunk and/or alcoholic.

That Veteran is a problem drinker.

You have to stop your alcohol habit.

There is no cure for your disease.

| can’t help you if you choose to keep
using alcohol.

Mr. X has an alcohol use disorder.

That Veteran is drinking alcohol
above recommended limits.

| would like to help you get treatment
for your challenges with alcohol.

Recovery is achievable.

We understand that no one chooses
to develop alcohol use disorder. We
consider this a medical disorder that
can be managed with treatment.
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Identifying AUD

Every clinician has the opportunity to identify patients at risk for problems related to
drinking alcohol.

The Alcohol Use Disorders Identification Test Consumption (AUDIT-C) questions aim to
identify patients along the entire spectrum of unhealthy alcohol use from lower risk
drinking to severe AUD.”?> AUDIT-C scores have been correlated with rates of morbidity and
mortality and can be used as a tool to guide treatment.?-3

ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

Figure 3. Spectrum of Unhealthy Alcohol Use with AUDIT-C Score and
Recommended Treatment>>-°

Severity

Moderate-risk High-risk Severe-risk
Drinking Drinking Drinking

!

AUDIT-C=0-3 AUDIT—C =4-5 AUDIT—C =6-7 AUDIT-C=8-9 AUDIT-C=10-12

Decreased
mde,.'d'catlon Increased Gl —
gancience conditions,
poorer DM2 Increqsqd ) y
self-management hospltallzqtlons, P oip—
fractures, increased ;
: risk of
postoperative Beonmsl
Iengtii of stay mortality
Health Brief Brief intervention* Pharmacotherapy Specialty care
promotion intervention* +/- Pharmacotherapy +/- Psychosocial management
+/- Psychosocial interventions
interventions +/- Specialty care
management

*For VA, documentation of a brief alcohol counseling is required with an AUDIT-C =5, for both men and women.
DM2 = diabetes mellitus type II; Gl = gastrointestinal.




AUD Treatment Options

Brief Alcohol Interventions

Screening for unhealthy alcohol use, followed by advice and education regarding
alcohol-related risks, is effective at reducing drinking.”**

Figure 4. Brief Intervention’

Provide at least 1
brief intervention

Results in
reductions in

Alcohol

misuse

lasting

drinking*
>5 minutes

*Qutcomes best for those with unhealthy alcohol use (AUDIT-C 4-7).

Figure 5. Brief Intervention Recommendations and Example’>*

Recommendations

“l am concerned about your use of alcohol because

Raise the s ubj ect about patients ris k for you are drinking above the recommended limits.”

drinking related health problems

Provide feedback on links between
alcohol use and patient’s co-occuring
health conditions (if present), such as “Because of your [chronic or co-occuring condition],
diabetes, hypertension, depression, I am concerned that your alcohol use may impact

. . . . your health by [relevant repercussion].”
anxiety, insomnia, pain, Gl problems
(GERD), fractures, obesity, sexual
dysfunction & peripheral neuropathy

“What do you see as the possible benefits to cutting
down?”

Provide explicit advice to cut down and “What would be a reason to

enhance motivation to change and MENCUICICISIN) o that change would be

no desire to change, S on
decrease or abstain from alcohol use provide information worth considering!

handout.

Negotiate a plan to set a feasible
drinking goal and arrive at a shared : “What changes are you willing to make to meet

decision. Encourage specificity (e.g., this goal?”
cutting down to X number of drinks and
documenting intended steps)

“Would you be willing to talk to one of my colleagues

Suggest treatment referral, if to learn about options to support your changes?”

appropriate (e.g., AUDIT-C =8)




ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

Provide at least one 5-minute brief intervention to all
Veterans with moderate unhealthy drinking (AUDIT-C 4-7).

ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

Individuals may agree to reduce drinking rather than trying for complete abstinence —
consider a harm reduction approach for patients with fewer alcohol-related problems.*

Patients with more severe unhealthy drinking or alcohol-related problems should be
offered other treatment options, including psychosocial interventions, specialty treatment,
referral, and pharmacotherapy.

Determining Treatment Setting
= Many will not accept referrals to a specialty clinic for reasons including:?’3°
® Lack of perceived need and/or readiness for treatment
® Fear of stigma
® Time restrictions
® Travel demands

® Discussion of need for referral to specialty care may help the patient recognize
that there is significant concern’

Figure 6. Determining Treatment Setting’

" ™

Offer specialty
care referral

Offer treatment
in primary care or

If referral mental health
is refused setting




The good news is that AUD can be successfully treated in primary care or general mental
health settings.*”**

Figure 7. Why Management of AUD is Effective in Primary Care or General Mental
Health Settings**

Patient
Why Primary Care Trust
or
Mental Health
Providers?

~50% No-show
Long-term

Follow-up

Rate in Specialty
Clinics




Figure 8. AUD Treatment in Primary Care Leads to Greater Rates of Treatment
Engagement and Reductions in Heavy Drinking*

o N

* VA study leveraged primary care
and integrated mental health SUCCESS
providers and trained them to
provide personalized
measurement-based addiction care [SUCCESS | '
* Treatment outcomes compared to
specialty addiction treatment Greater
programs reductions
* Results demonstrated that AUD .

. in heavy
treatment can be delivered drinking davs
effectively within primary care H L g day

' >50% more J
® naltrgxone
m utilized
Primary Care Higher
Management treatment
g —
of AUD engagement

This management should include both pharmacotherapy and addiction-focused
medical management.

Addiction-focused Medical Management

Structured psychosocial intervention is designed to be delivered by a medical professional
(e.g., physician, nurse, physician assistant, clinical pharmacy specialist) in a primary care or
general mental health setting.”*’

Figure 9. Components of Addiction-focused Medical Management*

Monitor Educate
* Self-reported use, urine drug test**, CDT, consequences, * Educate about AUD

medication adherence®, treatment response, and adverse effects consequences and
* Consider using a measurement-based assessment tool** treatments

Encourage * To attend mutual help groups (community
* To abstain from alcohol and other support groups for recovery)

addictive substances * To make lifestyle changes that support recovery

*Session structure varies according to the patient’s substance use status and treatment compliance; **Ethyl
glucuronide, ethyl sulfate (alcohol analytes) can be detected in the urine for 72 hours; *“When adherence is inadequate

develop a mutually agreed upon adherence plan; **Example: Brief Addiction Monitor (BAM);
CDT = carbohydrate-deficient transferrin.

8



Pharmacotherapy

Despite their efficacy and recommendations for their use, medications for AUD are
underutilized. Among the Veterans diagnosed with AUD in FY13, only 5.8% received
evidenced-based pharmacotherapy.***

Figure 10. AUD Pharmacotherapy Options’>"#->

VA/DoD SUD Guideline: Recommended AUD Pharmacotherapy

First-line:

+ Acamprosate*

+ Disulfiram*

+ Naltrexone* (oral or extended release injection)
» Topiramate

Second-line:
« Gabapentin

*FDA approved for the treatment of AUD

Combining
Different

Consider Diagnostic Length of
Evaluation and/or Pharmacotherapy

Pharmacotherapy

* AUDIT-C =8 OR

* AUDIT-C =6 and
current alcohol use
when
contraindicated

(e.g. previously
diagnosed with
AUD, knowledge of
medical
contraindications)

Treatment

* >3 months;
continuing
pharmacotherapy
up to and beyond
one year may be
necessary to
prevent relapse

* Relapse risk is
greatest during the
first 90 days

Pharmacotherapies

* Little evidence to

support combination
pharmacotherapy
Short-term
combinations may
be used if patients
experience a poor
response to
adequate trials of
monotherapy
combined with
psychosocial
interventions

Offer pharmacotherapy along with addiction-focused
medical management to your Veterans with AUD

ooooooooooooooooooooooooooooooooooooooooooooooooooooooooo




Naltrexone

The largest body of evidence supports the use of the opioid-antagonist naltrexone 414

Figure 11. Naltrexone Reduces Heavy Drinking and Improves Abstinence?'4>*'->

Naltrexone significantly reduces:

« Alcohol relapses

« Frequency and quantity of alcohol consumption
« Alcohol craving

« Health care utilization and cost

COMBINE Meta-analysis
Study

* Largest AUD * Reduces the risk for
multicenter trial in heavy drinking by
the U.S. 15-25% compared to

* When combined with placebo (NNT = 8.1)
medical management * Increases abstinence
naltrexone reduced from alcohol (RR 0.93;
heavy drinking days 95% Cl, 0.88-0.99;
(HR, 0.72; 97.5% Cl, NNT = 17.4)
0.53-0.98; p = 0.02)

Naltrexone extended-release Injection should be considered
when adherence is a concern.’

Naltrexone is an effective first-line medication for AUD.
It reduces alcohol consumption and to a lesser extent
promotes abstinence.

Acamprosate 25% greater reduction
This medication is an effective option for maintaining heavy drinking days
abstinence.”4556-60 (p = 0.03) found with
extended-release
® Improved abstinence rates when used in naltrexone compared
combination with psychotherapy (NNT = 9)¢%¢! to placebo.”

® The risk of individuals returning to any drinking
at 6 months is significantly lower than placebo
(RR =0.83, 95% CI = 0.78-0.89)”’
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Figure 12. Complete Abstinence Two Times More Likely in Patients Taking Acamprosate
at 52 Weeks Compared to Placebo®®

50% [~
g
o Acamprosate
xE 40% [~
A
S
= Placebo
<
S o/ b=
S 30%
)
c
a
=
7 20% [~
o
<<
2
|9}
2 10% [~
i)
>
w
0% 1 |
13 weeks 48 weeks 52 weeks
Efficacy data presented for three pivotal trials (n = 998). Rate of
complete abstinence, time to first drink, and % days abstinence
was significantly higher with acamprosate than placebo.
Naltrexone vs. Acamprosate
Figure 13. When are These Medications Most Helpful?+
Abstinence Heavy drinking
) Craving -
a &
E o
: 3
= Heavy drinking .
. Abstinence
Craving

Naltrexone has a significant effect on the prevention of heavy drinking and to a lesser extent the
maintenance of abstinence. Acamprosate supports abstinence; it does not influence alcohol
consumption after the first drink.
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Disulfiram

Disulfiram supports abstinence by creating an adverse  Figure 14. Disulfiram Improves

physical reaction in which alcohol consumption is Abstinence Rates in
quickly followed by adverse effects (e.g. nausea, Treatment Adherent
vomiting, headache, flushing). Disulfiram has Veterans’®
been found to be most effective with monitored
administration.53- 50 ¢
Disulfiram should only be used if:%’ s r
® The patient is committed to a goal of E AS F
complete abstinence from alcohol and is % 20 |
highly motivated and cognitively intact 2 Ll
® Veteran must be abstinent at least 24 to 5 ,
48 hours before disulfiram is started Adherent  Nonadherent
For motivated and informed patients, disulfiram A 12-month, controlled, blinded,
can be an effective part of their recovery program, multicenter VA study in 605

subjects. Adherence improves

especially if there is monitored administration.”¢*¢® ; . e
with monitored administration.

Topiramate

Topiramate is not FDA approved for AUD but is well-supported by evidence. Recent
guidelines recommend it as a first line treatment option.’

Figure 15. Topiramate’®727

Evidences Supports Topiramate Effectiveness at:

Reducing heavy drinking days

Promoting abstinence

Reducing cravings for alcohol

Topiramate is at least as effective as naltrexone and acamprosate, and evidence
suggests that it may have a greater magnitude of effect.®"
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Figure 16. Topiramate Meta-Analysis Finds Comparable Outcomes to a Meta-Analysis
of Naltrexone and Acamprosate**°

0.5
- Topiramate
04
Acamprosate

8 o3[
n - Naltrexone
e
o
5 o2fF

01

0.0 ' '

Abstinence Heavy drinking Craving

Data summarized from two meta-analyses. Although sample
difference should be taken into consideration, for each of the 3
outcome domains that were in both analysis, the overall effects
of topiramate was larger than naltrexone and acamprosate.

Co-occurring Posttraumatic Stress Disorder (PTSD) and AUD
Small pilot trial found that topiramate:”
® Reduced alcohol consumption, alcohol craving
® Reduced PTSD symptom severity—particularly hyperarousal symptoms

Topiramate is an effective first line treatment option for maintaining abstinence and
reducing heavy drinking.

Evidence does not support one first-line
medication over another; therefore selection of

medications for AUD should be individualized
based on the patient’s needs and preferences.’
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Gabapentin

Gabapentin is a second-line treatment option for patients with AUD for whom first-line
pharmacotherapy is contraindicated or ineffective.

Figure 17.Gabapentin in a linear Dose Effect Improved Abstinence and
Reduced Drinking”®

50

Gabapentin 900 mg

40 [~

Gabapentin 1800 mg

30

Placebo

Responders (%)

10~

Abstinence No Heavy Drinking

In this 12 week, double-blind trial (n = 150) significant linear
dose effects were reported with abstinence rate, no heavy
drinking, cravings, mood, and sleep. These effects were more
pronounced in the gabapentin 1800 mg group (abstinence:
NNT = 8; no heavy drinking: NNT = 5).

® Gabapentin:¢"°
® Reduces heavy drinking
® Increases abstinence
® Improves sleep

® Reduces acute or protracted alcohol withdrawal symptoms

® Gabapentin added to oral naltrexone may improve outcomes over
naltrexone alone®®

Consider utilizing gabapentin in patients for whom first-line medications are
contraindicated or not tolerated.
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Table 3. AUD Pharmacotherapy Pearls and Clinical Precautions

Medication Good Agent For... Not Ideal Agent For...

1st Line Treatment Options

Acamprosate - Maintaining abstinence « Severe renal impairment
(CrCl <30 mL/min)
+ Not proven to help

induce abstinence - Concerns with adherence (3x/day)

« Abstinence >4 days prior to initiation - Primary goal is reducing
may improve results heavy drinking

+ Hepatic impairment

- Naltrexone contraindicated
secondary to opioid use

Disulfiram « When goal of therapy is « Active alcohol use

complete abstinence . i .
P + Unsupervised administration

+ May be useful under

monitored administration > (Cognlifye e

» Rare toxicity concerns
« Serious liver injury
« Peripheral neuropathy
» Toxic psychosis

« Medications that contain alcohol
may precipitate reaction (e.g.
ritonavir, lopinavir/ritonavir,
timpranavir, fosamprenavir)

Naltrexone « Reducing heavy drinking, cravings « Severe hepatic impairment
+ Once daily dosing + Acute hepatitis
« Ok to initiate if patient is still drinking ~ « Opioid use within the last 7 days
« Long acting injection can help (e.g- positive UDS)
with adherence
« Abstinence >4 days prior to initiation
may improve results

See Clinical Pearls for Treatment of Alcohol Use Disorder for specific monitoring recommendations.
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Table 3. AUD Pharmacotherapy Pearls and Clinical Precautions (Cont.)

Medication Good Agent For... Not Ideal Agent For...
Topiramate « Potential benefit in Veterans with « Patients who may have cognitive
AUD with co-occurring PTSD dysfunction or impairment
« Co-morbid disease states « Gradual titration necessary

(e.g. migraine headaches) - History of renal stones

+ Reducing heavy drinking . Anorexia

« Promoting abstinence
2nd Line Treatment Options

Gabapentin « Co-occurring neuropathic pain « Severe renal impairment

« Patients with hepatic disease « Abuse potential
who do not respond or cannot
take acamprosate

« Patients with anxiety or insomnia

+ Augmenting efficacy of naltrexone
during early abstinence period

See Clinical Pearls for Treatment of Alcohol Use Disorder for specific monitoring recommendations.

Other Pharmacotherapy Options Still Under Investigation

Several trials have looked at other

pharmacotherapy modalities for the treatment Consideration of use for

of AUD including: baclofen, ondansetron, and baclofen, ondansetron and
varenicline. The level of evidence and risks and varenicline should only occur in
benefits must be carefully considered before patients for whom first-line and
starting any of these medications to treat AUD. second line pharmacotherapy is

contraindicated or ineffective.
These medications could be
useful as adjunct agents in
patients with comorbid AUD
and disease states for which
these agents are FDA-approved.

16
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Figure 18. Baclofen’?®'-*°

May be effective at:
« Promoting abstinence
+ Reducing relapse rates
« Reducing cravings

* Only medication to be studied in patients with
advanced liver disease and AUD; more patients able to
maintain abstinence compared to placebo (71% vs. 29%)

* Randomized controlled trials using low (30-60 mg/day)

and high-dose (up to 270 mg/day) baclofen have and anxiety
conflicting results
* Further studies are needed to define future role Significant risks:
* Baclofen may be a treatment option for patients with .
. . « Withdrawal
advanced liver disease who do not respond to or do Sedation

not tolerate acamprosate or gabapentin

« Abuse potential

Figure 19. Additional Medications Studied®>*°-*’

[ONDANSETRONJ [ VARENICLINE ]

* May reduce heavy * May reduce heavy

drinking and improve
abstinence; however
results vary

* Preliminary evidence
suggests better
response with: early
onset (<25 years old)
AUD; specific
polymorphism of the
serotonin transporter
and HTR3A/3B genes

* Complex dosing
(4 mcg/kg twice daily)

Not enough evidence
to define role in
treatment of AUD at
this time. May be

used in the future
with a
pharmacogenetics
approach
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drinking and cravings
for alcohol; however
results vary

Does not appear to
improve abstinence
Receiving any
smoking cessation
intervention (during
treatment or later in
recovery) is
associated with 25%
increased likelihood
of long-term
abstinence from
alcohol and drugs

Might be useful in
patients with
comorbid tobacco
use disorder who
have failed or do not
tolerate first or
second-line
pharmacotherapy
options




Psychosocial and Behavioral
Interventions

For Veterans with alcohol use disorder it can be useful to offer, when available, one or
more time limited psychosocial or behavioral interventions.” In addition, encourage
active involvement in group mutual help programs like Alcoholics Anonymous and
SMART recovery.

Regular contact with the Veteran can positively influence treatment adherence
and outcomes.

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

Encourage Veterans with AUD to engage in available, psychosocial
counseling, behavioral interventions, and mutual help programs.

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

Figure 20. Effective Psychosocial Interventions’

Motivational Enhancement

Therapy

%

First L'ne_ Community Reinforcement
Psychosocial
Approach

Interventions

™~ T

Cognitive Behavioral Twelve-step

Behavioral Couples
Therapy

Therapy for SUD Facilitation
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Assessing Treatment Effectiveness

It is recommended to provide periodic monitoring of
the Veteran'’s response to treatment using standardized
and valid measurement instruments (e.g. Brief Addiction
Monitor) and alcohol biomarkers (e.g. Carbohydrate- ® Current alcohol use
deficient Transferrin), whenever possible.”

Indicators of treatment
response’:

) ® Cravings
Monitor alcohol use and recovery goals to R
optimize treatment outcomes at periodic = Medication side effects

predetermined intervals. = Emerging symptoms

Summary

There are a variety of effective evidence-based pharmacotherapy and psychosocial
interventions available to treat AUD.

ﬂ Brief Intervention
|i| 4 * 5 minutes can provide substantial benefits
m

Evidence-based g Pharmacotherapy
* First line: acamprosate, disulfiram, naltrexone,

and topiramate
* Second line: gabapentin

' Psychosocial interventions

All' VA clinicians have the opportunity to be advocates for our Veterans’ recovery from
unhealthy alcohol use. Identifying alcohol-related risk and encouraging Veterans to obtain
treatment for AUD is the right investment of VA resources.

L ) 1 ]

Interventions
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