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Abstract: Substance use disorder (SUD) continues to be a leading
cause of morbidity and mortality with limited treatments. There is inter-
est in expanding the use of GLP-1 agonists in treating SUD. However,
evidence for safety and efficacy in humans is limited. This review aims
to bridge the existing knowledge gap by establishing a baseline of liter-
ature in this area to inform future trials and clinical practice. Our inclu-
sion criteria were English peer-reviewed manuscripts reporting on use
of GLP-1, GIP, and/or glucagon receptor agonists in treatment of
SUDs, excluding case studies. The literature search was performed in
accordance to PRISMA guidelines. Five studies were included in this
review examining the use of this medication in tobacco use disorder, al-
cohol use disorder, and cocaine use disorder. No studies regarding sub-
stance withdrawal syndrome were identified. The included studies var-
ied widely in terms of patient selection, dose/formulation of GLP-1 ag-
onists, and follow-up. The results of this scoping review are mixed, with
3 studies demonstrating positive results and 2 studies finding no effi-
cacy of this medication on SUD outcomes. It is premature to prescribe
this medication off-label to patients. Further research is needed to deter-
mine the efficacy of GLP-1 agonists in treating SUD.

Key Words: substance use disorder, glucagon-like peptide, GLP-1,
treatment, metabolic disorder
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n the United States, mortality rates attributed to substance use
disorder (SUD) have more than tripled over the last 2 decades
and are estimated to cost over $3 trillion annually."? Current treat-
ments often include medications for SUD, individual and group
psychotherapies such as cognitive and behavioral therapies, and
peer support. However, the problem continues to persist because
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of a variety of issues, including limited options for effective
treatment. For example, studies have demonstrated current FDA-
approved medications for alcohol use disorder (AUD) improve
abstinence rates by less than 15%.>* In this context, the grow-
ing morbidity and mortality of SUDs have prompted wide-
spread interest in identifying alternative treatments.

Amidst their established role in diabetes and weight loss,
glucagon-like peptide-1 (GLP-1) agonists are becoming increas-
ingly recognized for their potential in addressing conditions out-
side of metabolic disease, ranging from Alzheimer disease to
polycystic ovary syndrome.” GLP-1 is an anorexigenic peptide
hormone released from the endocrine cells of the small intestine
in response to nutrients in the gut lumen. Acting via an incretin
effect, GLP-1 binds to GLP-1 receptors on beta cells of the pan-
creas, stimulating postprandial insulin secretion.® Recent studies
show GLP-1 agonists increase satiety, improve cardiovascular
function, and lower all-cause mortality,” which has led to a sub-
stantial increase in use. The literature establishes a well-known
effect of GLP-1 agonists on mesolimbic regions in the central
nervous system (ventral tegmental area, VTA; nucleus accum-
bens, NAc) that constitute food reward pathways and share struc-
tures with reward pathways involved in addiction to substances
including alcohol, opioids, tobacco, etc.'® GLP-1 agonists may
play a role in the treatment of SUDs through their additional ef-
fects on reward circuits in the brain by blunting dopamine release
and reducing responsiveness to cues for addiction.'"

In this context, it is important to acknowledge the co-
agonism of glucose-dependent insulinotropic polypeptide (GIP)
and glucagon receptor (GegR) agonists, which have been com-
bined with GLP-1 agonists for a synergistic effect. Tirzepatide,
the first and only FDA-approved GLP-1/GIP co-agonist, was in-
troduced in 2022. Cotadutide and efinopegdutide are examples
of GLP-1/GcgR co-agonists currently undergoing clinical trials.

There has been interest in expanding the use of GLP-1 ag-
onists and co-agonists in treating SUDs. Initially, the rise in the
use of these medications has led to anecdotal findings that they
reduce substance use and cravings. Subsequently, this class of
medications was studied more extensively in animal models
with overall promising results.'* In recent years, human trials
examining the use of GLP-1 agonists in treating SUDs have
been conducted. However, the evidence from real-world clinical
trials using these medications for SUDs is currently unclear.

We conducted a review of the evidence for use of GLP-1
agonists in the treatment of SUDs in humans. This review aims
to bridge the existing knowledge gap by establishing a baseline
of literature in this arena, inform future clinical studies, and fur-
ther explore the tolerability, safety, and efficacy of GLP-1 ago-
nists as a therapeutic modality for patients with SUDs.
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GLP-1 Agonists in Treating Substance Use Disorder

METHODS

Search Strategy

The search algorithm was developed with a medical li-
brarian to search PubMed and APA PsychINFO from database
inception through October 19, 2023. Search terms included
the different forms of GLP-1, GIP, and glucagon receptor ago-
nists including trade names along with SUDs by each individual
substance (ie, alcohol, opioid, cocaine, stimulant, sedative, hal-
lucinogenic, tobacco). For purposes of this review, all forms of
GLP-1 agonists, including GIP/GcgR co-agonists, will be re-
ferred to as GLP-1 agonists, unless specified. Studies were iden-
tified and included, abiding by the Preferred Reporting Items
for Systematic Reviews and Meta-Analyses (PRISMA) guide-
lines."? References were extracted and imported into Zotero, a
reference manager. Duplicate articles were identified and re-
moved. Each article was assigned a unique record number.

The search algorithm is as follows: (“liraglutide” or
“exenatide” or “dulaglutide” or “semaglutide” or “tirzepatide”
or “lixisenatide” or “glp-1 agonist” or “glp-1 analog” OR
“glucose-dependent insulinotropic peptide” or “gastric inhibi-
tory peptide” OR “glucagon receptor agonist”) AND (“‘X’
use disorder” OR ““X’ abuse” OR “‘X’ withdrawal” OR “‘X’
addiction”), where each individual addictive disorder was
searched. Additional studies were found from reviewing refer-
ence list of articles meeting inclusion criteria.

X = substance, alcohol, opioid, cocaine, stimulant, seda-
tive, hallucinogenic, tobacco.

Inclusion/Exclusion Criteria

Our inclusion criteria were peer-reviewed manuscripts in
the English language reporting on the use of GLP-agonists in
the treatment of SUDs. Studies were excluded if they were non-
human studies or did not describe the use of GLP-1 agonists re-
lated to the treatment of SUDs. Case reports, case series, and
study protocols were also excluded.

Study Selection

Two authors (MRS, KO-B) independently screened titles
and abstracts, followed by full text review for inclusion. The se-
nior author (JS) resolved disagreements independently after title
and abstract screening, as well as after full text review.

Data Extraction/Analysis

Two authors (MRS, KO-B) extracted the following data
from the articles into a standardized electronic form: study pop-
ulation, study design, intervention (dosing, route, adjuncts),
outcomes, and results, stratified by body mass index (BMI).
Given the small number of studies and the heterogeneity of
the studies in terms of design, this study was not amenable to
meta-analysis.

RESULTS
A total of 308 studies were identified in the initial search,
with 11 studies passing the title and abstract screen (Fig. 1;
PRISMA). Six studies did not meet criteria. Two studies were
excluded due to not being peer reviewed, 2 were excluded due

© 2024 American Society of Addiction Medicine

to incorrect study design, and 2 were excluded for delineating
a proposed protocol without results reported. Thus, in the full
text review, a total of 5 studies met the criteria (Table 1). Of
these 5 studies examining the effects of GLP-1 agonists in
SUDs, 2 investigated tobacco use disorder, 2 studied AUD,
and 1 examined cocaine use disorder. No studies regarding sub-
stance withdrawal syndrome were identified.

Tobacco Use Disorder

In examining the effect of GLP-1 agonists on tobacco use
disorder, both Yammine et al. and Lengsfeld et al. conducted
parallel-group, double-blind, placebo-controlled, randomized
(1:1) controlled studies.'*'> Yammine et al. enrolled 84 patients
with prediabetes or overweight individuals who smoke (63.4%
Black/African American, 69.5% male). Both groups received
21-mg tobacco replacement therapy (NRT) via patch and brief
smoking cessation counseling. Participants were administered
weekly subcutaneous (SQ) injections of exenatide (2 mg) with
tobacco replacement therapy (NRT). Primary outcome mea-
sures were 7-day point prevalence abstinence (expired carbon
monoxide level <5 ppm), cravings, withdrawal, and post-
cessation body weight. The results indicated that the interven-
tion group exhibited significantly greater smoking abstinence
at 6 weeks compared to placebo and NRT (46.3% vs 26.8%;
RR, 1.70) and lower tobacco cravings at the end of treatment,
with lower postcessation body weight.

Lengsfeld et al. published results on 244 individuals
(96.9% Caucasian, 60.8% female) with no metabolic or weight
criteria in a parallel-arm study comparing weekly dulaglutide
(1.5 mg SQ) to placebo, with both groups also receiving
varenicline (2 mg PO) daily, as well as behavioral counseling.
The primary outcome was tobacco abstinence, and secondary
outcomes were metabolic outcomes and cravings. The results
showed no significant differences in these outcomes at 12 weeks
between dulaglutide compared to placebo (63% vs 65%, respec-
tively; difference in proportions, —1.9%; 95% CI, —10.7 to 14.4,
P = 0.86). However, the dulaglutide did counteract postcessation
weight gain and hemoglobin Alc (2.9 kg [95% CI, —3.59 to —2.3;
P <0.001] and —0.25% [interquartile range {IQR}, —0.36 to —0.14;
P <0.001)], respectively, compared to placebo.

Alcohol Use Disorder

Two studies reported findings on the use of GLP-1 ago-
nists in AUD. Klausen et al. conducted a double-blind, pla-
cebo-controlled, randomized controlled study in Denmark on
127 individuals with AUD (100% Caucasian, 59.8% male)
who were randomized to receive either exenatide (2 mg SQ)
weekly or saline placebo (2 mg SQ).'® Both groups also re-
ceived behavioral treatment. They did not find that exenatide
was superior to placebo at 26 weeks or at 6 months after trial
completion, but subgroup analysis of participants with obesity
(BMI >30 kg/m?) showed significant reduction in heavy drink-
ing days by 23.6 percentage points (95% CI, —44.4 to —2.7,
P = 0.034) and reduced total alcohol intake per 30 days by
1205 g (95% CI, —2206 to —204). Interestingly, in participants
with BMI <25 kg/m?, treatment with exenatide increased the
number of heavy drinking days by 27.5% (95% CI, 4.7 to
50.2, P = 0.024) relative to the placebo group, though total
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FIGURE 1. PRISMA flow diagram.

alcohol intake did not differ between the 2 groups. Exploratory
analysis also showed that exenatide treatment resulted in reduc-
tion in fMRI alcohol cue reactivity in brain areas associated
with addiction, specifically the ventral striatum, compared to
the placebo group (mean difference [M]=-0.176, SEM =0.075,
P = 0.025). Investigators were unable to determine if overall
ventral striatal brain responses were correlated with heavy
drinking days in the overweight or obese subgroups due to in-
sufficient sample size for subgroup analysis.

Wium et al. identified a cohort of new users of GLP-1 ag-
onists (N = 38,454) compared to DPP-4 inhibitors (N =49,222)
in the Danish National Prescription Registry, where mean
follow-up time was 4.1 years.'” Here, GLP-1 agonists were
compared to DPP-4 inhibitors on alcohol-related events as they
are both diabetic drugs that were approved for patient use at
similar times. DPP-4 inhibitors impede the DPP-4 enzyme,
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Studies excluded (n = 6)
Protocol paper (n = 2)
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Not peer-reviewed article (n = 2)
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Studies awaiting classification (n = 0)

which breaks down GLP-1. As alcohol intake could not be mea-
sured from an epidemiological study, alcohol-related events
were defined specifically as (1) hospital contacts with a main di-
agnosis of AUDs, (2) registered treatments for alcoholism in the
National Registry of Alcohol Treatment, or (3) purchase of
chlordiazepoxide or medication against alcohol dependence
registered in the Danish National Prescription Registry. In this
study, initiating GLP-1 agonist treatment was associated with
lower risk of an alcohol-related event (hazard ratio = 0.46;
95% CI, 0.24-0.86) compared with initiation of DPP-4 inhibitor
at 3 months and 1 year postinitiation of the GLP-1 agonist.
However, for self-controlled analysis comparing alcohol use be-
fore starting and after starting GLP-1 treatment, the results dem-
onstrated a lower risk of alcohol-related event after starting
treatment, but only during the first 3 months. After this time,
the risk of alcohol use actually significantly increased compared

© 2024 American Society of Addiction Medicine
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to baseline during the late exposed time from 4 to 12 months
(hazard ratio = 1.23 [1.02—1.49]), then normalized back to base-
line between 13 and 24 months.

Cocaine Use Disorder

Finally, Angarita et al. conducted an inpatient study, examining
the effects of a GLP-1 agonist on cocaine self-administration. The au-
thors designed a double-blind, placebo-controlled, crossover random-
ized controlled trial in 13 non—treatment-seeking adults with cocaine
use disorder (76% African American, 92% male)."® The design in-
cluded the following phased approach: (1) administration of low-
dose exenatide (5 pg SQ) versus normal saline placebo; (2) a drug-
by-drug interaction phase in which patients received ascending doses
of IV cocaine administration; and (3) a self-administration phase in an
inpatient unit. The amount of cocaine self-administered was then re-
corded. The results demonstrated that low-dose exenatide did not alter
cocaine self-administration (8.5 + 1.2 vs 9.1 + 1.2; P=0.39), euphoria
(44+£0.8vs4.1 £0.8; P=0.21), or wanting of cocaine (5.6 + 0.9 vs
54+09; P=046).

DISCUSSION

This review explores the evidence base for using GLP-1
agonists, traditionally utilized in metabolic disorders, as a novel
approach to treat SUDs. Given the interest in expanding the use
of these medications outside of metabolic disease, it is impor-
tant to understand the existing evidence to inform clinical
decision-making and identify gaps in the literature in humans.

The utility of GLP-1 agonists as a treatment for SUDs
was first proposed in response to anecdotal reports. However,
several animal studies demonstrated promising results, as de-
tailed in a review by Brunchmann et al. in 2018, kindling the
progression to human trials.'? To date, 3 studies have demon-
strated results showing that GLP-1 agonists may be beneficial
in treating SUDs.'*'®!7 Interestingly, in all 3 of the positive
studies, the reduction in substance use was seen in patients with
preexisting metabolic disease. Specifically, Yammine et al. demon-
strated a reduction in tobacco use enrolling only overweight/
prediabetic patients, and Klausen et al. demonstrated a reduction
in alcohol-related events in a subgroup analysis of patients with
BMI >30 kg/m?. Surprisingly, Klausen et al. reported that patients
with BMI <25 kg/m” experienced a significant increase in heavy
drinking days after receiving GLP-1 agonist treatment. The third
positive study, a cohort study of patients with AUD by Wium et al.,
did not report weight, though patients were independently started on
a GLP-1 agonist likely with metabolic indications. While the exact
mechanism linking metabolic disease and SUD has yet to be eluci-
dated, a possible hypothesis is due to the shared brain circuitry in the

reward pathways that are seen in disordered eating (including binge
eating) and substance use, especially given that patients with meta-
bolic disorder are at a hlgher propensity for maladaptive reward-
related eating behavior.'**° Further research is needed to elucidate
the target patient population for GLP-1 agonists in SUD. According
to Dr Fink-Jensen, senior author of the Klausen et al. study, the
group w1]l repeat the study exclusively in patients with BMI
>30 kg/m?.2

It is important to note that the formulation of GLP-1 ago-
nists administered varied across studies (Table 2). As back-
ground, the first GLP-1 agonist, exenatide,”** , was approved
by the FDA in 2005. Smce then, lrraglutlde albiglutide,*
dulaglutlde (Trulicity),%® lixisenatide (Adl xm in the United
States),”” and semaglutide were developed,*® as listed in chro-
nological order. In 2022, the first dual GLP-1 and GIP agonist,
tirzepatide was approved by the FDA.**** These drugs have se-
quentially evolved to largely increase plasma half-life and in-
crease GLP-1 receptor activation potency.>' In the 2 studies
demonstrating positive effect on substance use in overweight/
prediabetic individuals, both studies used exenatide weekly
(2 mg SQ), which is the standard treatment dose used for
diabetes.'*'® The study conducted by Angarita et al. in individ-
uals with cocaine use disorders showed minimal effect after a
subclinical dose of exenatide (5 pg SQ).'® The authors sug-
gested that a larger dose may have resulted in a different out-
come.'® However, Lengsfeld et al. used dulaglutide weekly
(0.75 mg week 1, then 1.5 mg week 2—12) in individuals with
tobacco use disorder, but found no difference in abstinence
rates, despite the treatment resulting in a 2.9-kg difference in
postcessation weight loss."”

It may also be useful to consider the different sequence
homologies of these medications (Table 2). For example, in
comparing dulaglutide to exenatide, dulaglutide has increased
sequence homology to endogenous GLP-1, with improved effi-
cacy for primary indications (ie, blood glucose HbAlc, and
weight loss) in diabetes/obesity studies.>* However, even using
a formulation with the increased sequence homology, Lengsfeld
et al. did not find a significant difference in tobacco abstinence.
However, it is difficult to compare across substance use disor-
ders."® Given the advent of “twincretins,” which include GLP-1
and GIP co-agonists (ie, tirzepatide),””>* and triple agonists
targeting GLP-1, GIP, and GcgR receptor activity (ie, orforglipron,
retatrutide), these formulations may have varying efﬁcacy in their
modulation of the reward pathway involved in addiction
behavior.>*** Further investigation is needed within singular sub-
stance use disorders to determine if increased sequence homology
to endogenous GLP-1 in the formulation of these medications is
correlated with increased abstinence from substance use. It is also

TABLE 2. Comparison of Formulations and Doses by Study Included

Drug Doses in Studies Homology to Native GLP-1 (%) Typical Route, Dose, and Frequency Tmax Half-Life
Exenatide (long-acting) Yammine et al.—2 mg 53 2 mg SQ weekly 25-5.1h 3340h
Klausen et al—2 mg
Angarita et al.—S5 pg
Dulaglutide Lengsfeld et al. 90 0.75-1.5 mg SQ weekly 24-72h 5d
SQ indicates subcutaneous injection.
© 2024 American Society of Addiction Medicine 493

Copyright © 2024 American Society of Addiction Medicine.



J Addict Med e Volume 18, Number 5, September/October 2024

Shen et al.

A)1A10B21 2N0 TYINJ

P0OOJ 10 [Oy09[e

10J SSUIARID UO J9o1H

asn [oyooe Jo

IOMIRWOIq B SB

S[OA9] i d UO 1091

(s[oA] SunjuLp

OHAM ‘sAep Supjuup 1od

Juup ‘sAep SunjuLp AAedY)

SOUIOOINO PAJR[AI-[OY0I[.

payodal-jjes 1010

:A1epu0oag

Soom 1od

SYULIP SUIUIR}UOI-[OYO[E JO
Joquinu [ej0} ur oSuey)) [eLL, [esrur)
9sOp winwIIxew Juryoeal uonoafur oqaoed AW/3Y 0§67 TNE 11 9seyq 1deouo)
syuedonaed jo uontodoxd SA S {7 wnwixew [eL1 P2[[O1U0d IOpIOSIp asn -Jo-jo0i1d V :(4VLS)
PUE SJUOAD 9SIOAPY 0} pajenn Apjoom -0qooe[d ‘pazrwopuer [OYOOTe M SHNPY uononpay [0Yod[y

Sunmiooy Arewrld  9ouo uonodfur apnnSewes  purjq-o[qnop ‘Suo| ym-Og JOPIOSIP SN [OYOI[Y 10§ Aderoy ], apnnjSewes AN ‘eruypjoIe] IpYaN

SI[IBWOIq

pUE SJUOWIOINSEAW JT[OqRIO]A

AyAnoeaI

ono [oyoore NYIALJ pue

sqe[ Surpn[our ‘sIoxIeworg

s3uIALIO [OYOI[Y

uoneziuesi) Yedy PHop

Aep SunjuLip

Aaeay 0y osdefar 0 awi],

(4ep Sunjuup

AAeaU] JSI1} “OxeIul

[oyoo[e is11y) asdejar o) awi],

© 2024 American Society of Addiction Medicine

uondwnsuod
[oyooe oYM sAe
uondwnsuod [oyod[e (o],
sAep SunyuLp
Aneay ur o3uey))
:Arepuooag (OOTYINES)
sAep SurnyuLp uonoafur oqaoerd AU/3Y 0€< TNE (K1s9q0 pIgIowod pue
AA®9Y JO JoquUNU [B)0) SA Sw "7 WnwiIrxew [eL1 pa[[01U0D IOpIOSIP 9sn IOPIOSIP 9Sn [OY09[. M
ur uononpair jurod-o3ejuorod 0) payenn Apom -0qade[d ‘pazropuer [OYOJ[E YNM S)Npy syuoned ur ayejur [OYO[E
Sunmiooy Arewrld  9ouo uonodfur apnnSewes  ‘purjq-o[qnop ‘Suo| ym-9g7 JIOPIOSIP SN [OY0Oy  onpaI opunjSewds sood  qUd ‘N ‘udsn[es] 9NN
SIULIP AABY Ul
uonoafur 0qaoerd s [ewn payrodar jou [ UBdIA UOTJENSTUTIIPE-J[S
s)nsax qe[ uI 4 g umyum UONBISIUTWUPE-J[OS JO [e11} JOAOSSOID IOpIOSIP dsn [oyod[e uo
M 61-dIAOD uondwnsuod [0yod[y Aep uo Fouwr G OprRUIXD ‘pajjonuod-oqaoerd [OYOJ[B YNM S)NPpY 9stode 1-41D ©
0} aNp PIJEUNIL, Arewnig OSBA[AI QJRIPAWI]  ‘PAZITUOPUERI PUI[q-A[qno IOPIOSIP 3sN [OYOO[Y OPIIBUAXA JO )OI AL ud ‘Quiae( oug
snje)s (A12pu0ddg pue Arewrid) UONUIAINU] usisa(q Apms uopemndog APLL ApmS Joyny

syutodpuy pue sswodnnQ

($20Z AeA JO se) AobsjelyjediulD Uo paisi se ‘sjetl] [edtul) buiobuQ usun) ¢ 31gV.L

494

Downloaded from http://journals.lww.com/journaladdictionmedicine by BhDMf5ePHKav1zEoum1tQfN4a+kJLhEZ
gbsIHo4XMiOhCywCX1AWnNYQp/IIQrHD3i3D00dRYi7TvSFI4Cf3VC1y0abggQZXdtwnfKZBYtws= on 10/17/2024

Copyright © 2024 American Society of Addiction Medicine.


http://clinicaltrials.gov

der

I1SOI

GLP-1 Agonists in Treating Substance Use D,

J Addict Med e Volume 18, Number 5, September/October 2024

a3vd jxou panuijuo))
pawnsuod
soro[ed Srom Apog
:A1epuodeg
‘psod QoudUNsqe Junjows
synsa1 ou pj(dwo) Arewarid
SI[IBWOIq

PUB SJUSWIDINSBAUI JI[OQRIIA

uoneAnow ‘SurAeId 9)301e31)

Funjows aparedo Areq
:A1EpU029g

JUOWIA)B)SUIAI

Sunjows o) uonem(y

Qe[ PAAIASqoO Ul

UONRNSIUIIUPE-J[2S QUNOJIN
Arewarig

SITRWIOIq

PUE SJUSWIAINSEAW OT[OqEIA]

[OYOJE WO} UOTR[NUIS

pue uonepas aAndalqng

asn aparesIo pue [0Yod[e AJre(]

STUIABID SUNOOIU PUB [OYOI[Y
:A1epuodeg

UOTBIUIIUOD [OYOI[. 1ealg

uondwnsuod [oyoory
:Arewanid

AJIAO® PAIR[aI-YSE)

pue A)Anoear and [YINJ

s1ovIRWONg

S210Ud POoJ JO

sadKypunowre ur saguey)

Aiqeojoy

PUE SJUIAD ISIOAPY

s)qey SunjuLIp ut o5uer)
:A1epuodeg

SYULIP [OYoo[.

Apjeam Jo 1aquuinN
Areward

skep

Supjuup Axeay Jo aejuco1d

Aep 1od syump Jo JaquunN
:A1Epu029g

uondumsuos [oyooe pue

SUIARID PAYIDI[2-0Nd [OYOI[Y

Aiqeiojoy

PUE S)03[J0 9SIAPY
Krewari g

Sunmioy

pasod
synsa1 ou pj[dwo)

Sunmioy

Sunmioy

uad uonoofur

0qaoe[d sa p/Sw ¢

0} dn pejenn Ajrep
uad uonodsfur apnnienr

uonoafur 0goserd sa
Sw (1 03 pyenn ApRom
20U0 uonda[ur opynSewog

uonoafur oqaoed sa
S ('] 03 parenn Apjoom
20u0 uond3[ur opunFewog

uonoafur oqooeyd sa
Sw (1 03 poyenn ApRom
20u0 uondafur opunSewog

UONUIAIONII [RIOIABYOq
pazuendwos e ur
o5e3uo syuedonred [y
0q2oe[d payojewr
sA p/3w £ 03 dn pajenn
Arep ([e10) opunjSewog

(oqooeld sa opuniSe)

dnoi3 uonesrpaw jo

10108] S)oalqns-usamiaq

[ s &pms jopid

wre [orered ‘parjonuod

-0qede|d ‘purfq-ajqnop
‘paziiopuel Juo[ YM-z¢

Apmys joq1d wire [orjered
‘pajjonuod-0gaoed
‘purq-o[qnop ‘Suoj ym-6

[eL [eorut[d

Ppafjonuos-ogaderd

‘purq-aqnop
‘paziiopuel uo[ ym-¢

[BL1) [EOTUID PI[[O1UOD

-0qooed ‘purfq-ojqnop
‘pazropuer Suof ym-g|

[eLn pa[jonu0d-0qade[d
‘pazropuelr
‘puriq-o[qnop ‘Suoj m-g

/BN L2 TNG
‘owr 9 ised

A} 19A0 9FEIOAR UO
AJrep sopareso +(0
Sunjows synpy

JIOPIOSIP SN SUNOIIN

LW/BY 6T< NG
I89K

jsed 9y} 10A0 9FeIoAR
uo AJrep soparesio
+6 Supjowss s)Npy

JIOPIOSIP SN SUNOIIN

JIOpIOSIP asn
[0Y0d[E YUAL SHNPY

JIOPIOSIP AN [OYOI[Y

Ays1oATun

QeI BWOYRPO
19U J[uIg
ZS/8W 06—6T ING
JIOPIOSIP asn
[0YOO[E LM S)NPY

IOPIOSIP Asn [OYOOTY

LW/8Y 672

[N A SHapy
KJLI0AQS Q)RIOpOWT

JSBI] 18 JO IopIoSIp

sn [0YOI[e M SINPY

JIOPIOSIP Asn [OYOO[Y

Downloaded from http://journals.lww.com/journaladdictionmedicine by BhDMf5ePHKav1zEoum1tQfN4a+kJLhEZ
gbsIHo4XMiOhCywCX1AWNYQp/IIQrHD3i3DOOdRYi7TvSFI4Cf3VC1ly0abggQZXdtwnfKZBYtws= on 10/17/2024

2oudpuadap dunodru 10§
sarderayjooeunreyd [oaou
se sysiuoSe 103dooar

1-opndad ay1-uoSeonin ‘AUd ‘QIeysy T 892qay

osdey Sunjows
puE EJUI SUNOJIU
uo opnSewos Jo s199Pg  (Ud 0YSIOPUSH UensLy)

JIOPIOSIP 3sn [OYOJ]. 10J
opnn[Sewas Jo JuIuIds
Ajojeroqe] uewiny  Qud “OYSIOPUSH UeHSLIYD)

BS[N] UONONPAI [OYOJ[e

1oy Adeoyy opnnjSewog AUd ‘SUOWWIS WeI[IA\

(anv) sopostp

asn [OYOd[e YIM S)npe
Suowe (opnnJewas)
sns[eqAy Jo [emn

PA[[ONUO0D ‘PIZIOPUEY aud yoeyos J ydesor

495

© 2024 American Society of Addiction Medicine

Copyright © 2024 American Society of Addiction Medicine.



SMIAGZIUMIPXZOBBAeOATOAEIOYIASALLIAIPOOAEIEAHIONI/D AUMY TXOMADYOIAX ZOHISGB

ZIYTO+eYNIOITWNOTZTARY HAASHAAUE AQ 8UIDIpaWUOIDIpPE[euINol/Wod MM| sfeuInol//:dny woly papeojumod

¥¢0¢/LT/0T uo

Shen et al. J Addict Med e Volume 18, Number 5, September/October 2024

. unclear if the effect of these medications on metabolic markers (e,
3 fasting blood glucose, HbA Ic, weight loss) is directly proportional
2 g to the effects on substance craving and use.
g5 There are several reasons why the use of GLP-1 agonists
i 83 in SUD would be beneficial. First, obesity and AUD in particu-
g¢ lar are frequently comorbid, as there is evidence of a genetic
S link.>> Furthermore, a meta-analysis found that over 1 in 5 pa-
tients with AUD also have metabolic syndrome.>> Additionally,
E ’EZ N 2 there may be secondary metabolic benefits. For example, both
_§_'g 8 E g studies in our review investigating this medication in tobacco
8 s g 2 use disorder demonstrated mitigation in postcessation weight
= z 5 -'g g2 gain, which might make these medications potentially useful
; i "“é s EE 2, agents to individuals who consider postcessation weight gain
Es| . §~§D % g_@ 5 2 g" as a barrier to tobacco abstinence.'*!> Furthermore, many psy-
£ £ g% g% E £ i; 28 chotropic medications, namely, dopamine antagonists, are
oe -E AR 2 =8<> highly associated with metabolic syndrome.>® Given the high
comorbidity of SUDs with other mental illnesses necessitating
= treatments with psychotropic medications, it is possible that this
- é 28 medication could offset some of the long-term complications of
2| €58 mental health treatment.
2 :%g Ené However, there are challenges to consider. First, these
e g - & medications are generally only available in subcutaneous injec-
= %%gng tion form. An oral form of semaglutide exists. An inhaled form
g8 w E of semaglutide and an implantable device (ITCA650) are cur-
= rently undergoing clinical trials.*' Furthermore, as these medi-
o cations have continued to be studied, side effects such as nausea,
g - 3 vomiting, constipation, and diarrhea (related to GLP-1 agonist-
gm 22 % induced delayed gastric emptying and satiety) have been
2= % & noted.?” Of the studies detailed in this review, incidence of ad-
1 S § % verse events varied. In the Yammine et al. and Klausen et al.
& %1)@ = studies, which each used 2-mg weekly exenatide, no patients
=28 withdrew because of treatment side effects, though they did re-
“ port symptoms ranging from subcutaneous nodules to GI symp-
5 toms. The Klausen et al. study demonstrated increased alcohol
§ _& = intake in patients with BMI <25 kg/m?. In the Lengsfeld et al.
=538 % é » study, which used the dulaglutide formulgﬁon, 10 patients with-
-§ EE é ES Er drew because of adverse effects, specifically GI symptoms.
El 22082 7 However, all participants were also treated with varenicline,
£|87% - PES which also causes nausea, pointing to a possible synergistic ef-
23 g—% S fect. In the Angarita et al. study, which used 5-ug exenatide, no
'g< er== adverse side effects were observed. These side effects are con-
o firmed by the literature, as exenatide has demonstrated a lower
b -".2 risk of vomiting compared to dulaglutide.**-** Studies have also
gﬂg demonstrated a higher risk of pancreatitis, bowel obstruction,
= M and gastroparesis, even compared to other weight loss drugs.*’
; = = In fact, the American Society of Anesthesiologists issued a
GRS statement encouraging patients to hold the medication preoper-
“le a atively because of reports of risk of aspiration.*’ Furthermore,
; £ there is anecdotal evidence for increased depression and sui-
- cidal ideation, which is especially important given the high co-
Bl morbid nature of SUD and major depressive disorder.*> How-
2 ever, recent studies demonstrate no association between
*§ GLP-1 agonists and increased suicidal ideation.**** However,
o % further research is needed to determine the safety and tolerabil-
o g ity of these medications.
w 5 § . .IdeI.ltifying an ideal target population als.o require_s further
. £ z investigation. Klausen et al. demonstrated an increase in heavy
[ <l drinking days in patients with BMI <25 kg/m~, raising questions
496 © 2024 American Society of Addiction Medicine
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about safety in the general population. In addition, prior re-
search on individuals undergoing bariatric surgery shows sub-
stance use can increase after rapid weight loss, potentially due
to pharmacokinetic changes or increased cravings.** Further-
more, given the short-term follow-up in most of these studies,
it is unclear whether the effects of these medications on sub-
stance use will persist. The cohort study conducted by Wium
et al. had a mean follow-up period of 4.1 years and saw a de-
crease in alcohol-related events for 3 months after initiating
treatment, followed eventually by a return to baseline.'” Finally,
while this review included all substances, given the comorbid
nature of malnourishment and SUD, the use of GLP-1 agonists
may not be appropriate for all SUDs.

Another concern worth noting is access and affordability
of this drug. Health equity remains a paramount issue, especially in
the United States. SUD is associated with living in a disadvantaged
socioeconomic neighborhoods.*> GLP-1 agonists are costly. One
study demonstrated using GLP-1 agonists instead of insulin costs
$54,851 versus $29,115 per case of all-cause mortality and hospi-
tal hypoglycemia prevented.*® However, as generic forms become
available, access may also improve.

The strengths of this review include an extensive search
including all common substance use and withdrawal disorders
as delineated by the DSM-5. We abided by PRISMA guidelines
and used 2 independent reviewers with a third senior author re-
solving disagreements. Furthermore, most papers included were
double-blind, placebo-controlled, randomized controlled stud-
ies. Moreover, while several of the studies used self-report as
a primary outcome, this information was corroborated with bio-
markers such as exhaled CO, for both nicotine trials and PEth
levels for the Klausen et al. study. Limitations of this review
are exclusion of non-English language studies. Case reports
and case series were also not included. In terms of study limita-
tions, there was homogeneity of patients included in several
studies, specifically in terms of gender and race, limiting gener-
alizability to a larger population. Moreover, in the Klausen et al.,
Yammine et al., and Lengsfeld et al. studies, GLP-1 agonists
were used in addition to standard treatments, and not as stand-
alone treatments. Furthermore, given the paucity of studies
meeting criteria, meta-analysis was not possible.

In summary, the results of this review are mixed. Further
research is needed to determine the efficacy of GLP-1 agonists
in treating SUD. To our knowledge, there are ongoing trials ex-
amining different formulations of GLP-1 agonists in AUD, opi-
oid use disorder, tobacco use disorder, and cannabis use disor-
der with varying BMIs (Table 3). Although preliminary results
demonstrate these medications may benefit certain subgroups,
specifically overweight/prediabetic/diabetic patients, it is pre-
mature to prescribe this medication off-label to patients. Given
the risks and mixed outcomes of GLP-1 agonists on SUDs, fur-
ther research is needed to elucidate the efficacy, safety, and tol-
erability of these medications in patients with SUD.
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