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Prescribing GLP-1 Receptor Agonists for 
Persons With Mental Disorders: 
Evidence-Based and Aspirational Targets 

Roger S. McIntyre, MD, FRCPC 

G lucagon-like peptide-1 
receptor agonists (GLP-1 RAs) 
mimic the physiological effects 

of native incretins insofar as they 
facilitate glucose-stimulated insulin 
secretion, decrease glucagon synthesis 
and release, slow gut motility, and 
reduce appetitive drive.1 Exenatide was 
FDA-approved for the treatment of 
adults with type 2 diabetes mellitus 
(T2DM) in 2005. Since this time there 
has been an extraordinary increase in 
the prescribing of GLP-1 RAs in the 
general population, especially in the 
last five - seven years. For example, it 
is estimated that as many as 1 in 6 US 
adults have been prescribed 1 or more 
GLP-1 RAs. 

The high and increasing demand 
for GLP-1 RAs in the general 
population is due to multiple factors 
including their transformative 
effects on weight and metabolic 
abnormalities, media coverage, 
promotion by social media influencers 
and the consumer-based approach to 
their marketing and direct-to- 
consumer channels of availability. The 
demand for GLP-1 RAs has strained 
supply chain and manufacturing 
capabilities, which has resulted in a 
contemporaneous rapid increase in 
online/compounding pharmacy 
utilization. 

Subsequent to the approval of 
exenatide, additional GLP-1 RAs have 
been FDA-approved, with differences 
across agents in indication for use (eg, 
pediatrics), route and/or intervals of 
administration, pharmacology, efficacy, 
and tolerability. In addition to GLP-1 
RA monoagonists (eg, semaglutide), 
dual incretin receptor agonists 
targeting GLP-1R and glucose- 
insulinotropic polypeptide receptors 
(GIP) (eg, tirzepatide) are now 

available, with anticipated approval of 
triple agonists (eg, retatrutide; GLP-1 
RA-GIP-glucagon [GCG agonist]).2 

Also in development are GLP-1 
conjugates that combine GLP-1 and 
GCG agonists (eg, survodutide), GLP-1 
and GIP receptor antagonism (eg, 
MariTide), and GLP-1 RA-amylin 
receptor agonists (eg, amycretin, 
cagrilintide-semaglutide).3 

The report by Breitzig et al,4 from 
data obtained from a commercial 
claims database, indicates that among 
privately insured persons with mood 
disorders, there has been an increase 
in the prescription of GLP-1 RAs (ie, 
1.5%–7.2%) during the time period 
2018–2023, with primary care and 
nurse practitioners rather than 
psychiatrists increasing prescription 
volume. What was especially notable to 
me was that the increase in GLP-1 RA 
prescription could not be fully 
explained by FDA-approved 
indications (eg, T2DM) alone. This 
result suggests that the increasing use 
of GLP-1 RAs in the mood disorder 
population appears to be for off-label 
clinical presentations. I found the 
study results not only interesting but 
also very much in accordance with one 
of the most frequently asked questions 
to me by health care providers: 
Whether persons with serious mental 
illness and/or substance use disorders 
(SMI-SUD) should be prescribed 
GLP-1 RAs specifically to treat their 
mental disorders. The response to this 
question as I see it can be framed as 
follows: Which clinical targets are 
currently evidence-based, and which 
targets are aspirational? 

Currently, GLP-1 RAs are FDA- 
approved (with differences across the 
agents) for 6 medical conditions, each 
of which differentially affects persons 

with SMI-SUD. For example, obesity, 
T2DM, metabolic liver disease, 
obstructive sleep apnea, obesity-related 
cardiovascular mortality, and 
progressive kidney disease due to 
T2DM all occur at a significantly higher 
rate in persons with mental disorders, 
with some evidence indicating shared 
pathophysiology.5–8 Consequently, 
GLP-1 RAs are currently evidence- 
based treatments for common 
conditions that not only differentially 
affect persons with SMI-SUD but also 
contribute to the morbidity and 
mortality of these conditions. 

For example, mortality studies 
have reported that among persons with 
SMI-SUD, cardiovascular causes 
account for the largest number of 
excess and premature deaths, 
suggesting that GLP-1 RAs hold 
promise to be transformative in this 
vulnerable population by reducing the 
ignominious mortality gap that exists 
between persons with SMI-SUD and 
the general population.9,10 Along with 
the aforementioned currently 
approved and evidence-based FDA 
indications, other disorders that may 
possibly receive FDA approval include 
heart failure with preserved ejection 
fraction, peripheral artery disease, 
arthritis, and polyendocrine metabolic 
ovarian syndrome (PMOS). It is not 
without interest that these potential 
additional indications, wherein 
determinations as to whether the 
evidence for GLP-1 RAs is definitive, 
also differentially affect SMI-SUD.11,12 

The prescription of GLP-1 RAs 
to mitigate weight gain and/or 
metabolic disruption associated with 
psychotropic drugs (eg, clozapine) is 
evidence-based, supported by 
replicated results from rigorous 
short- and intermediate-term 
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randomized controlled studies.13–15 

The benefits on anthropometrics and 
metabolic measures in this context far 
exceed effect size estimates for 
metformin.16,17 Whether GLP-1 RAs 
protect against lithium-induced 
nephrotoxicity is unknown, but it’s not 
without interest that nephroprotective 
mechanisms implicated with GLP-1 
RAs in the treatment of T2DM-related 
kidney disease and tacrolimus- 
induced nephrotoxicity overlap 
with pathoetiologic mechanisms 
implicated with lithium-induced 
nephrotoxicity.18,19 

In addition to being a peripheral 
incretin, GLP-1 is a central 
neuropeptide which is a cleavage 
product of the pre-proglucagon 
neurons produced in the nucleus 
tractus solitarius. In addition, G 
protein-coupled excitatory GLP-1 
receptors are located in central regions 
subserving disparate brain functions 
(eg, ventral tegmental area, nucleus 
accumbens, hippocampus, lateral 
septum, hypothalamus). For example, 
preclinical and translational research 
findings indicate that GLP-1 signaling 
modulates reward salience, response, 
and learning as well as aversion and 
general cognitive functions. It is 
tempting to speculate that these 
aforementioned phenomenological 
effects reflect the molecular and 

cellular effects of GLP-1 RAs on 
neuronal plasticity, differentiation, 
apoptosis, neuroprotection, and 
autophagy.20,21 

The aforementioned observations 
have provided the rationale for 
repurposing and developing GLP-1 
RAs as psychiatric drugs. Results from 
observational, target trial emulation, 
Mendelian randomization, and 
preliminary controlled studies have 
reported benefits with GLP-1 RAs 
across multiple clinical targets 
including alcohol-,substance- and 
tobacco-use disorders, mood and 
psychotic disorders, binge-eating 
disorder, and major neurocognitive 
disorders. For example, preliminary 
controlled evidence indicates that 
semaglutide significantly reduces 
alcohol cravings, heavy drinking days, 
and number of drinks per drinking 
day in persons with alcohol-use 
disorder.22–25 

As much of the evidence base 
reporting benefits across domains of 
psychopathology is comprised of 
persons whose primary diagnosis 
is either obesity and/or T2DM, 
the question arises as to whether 
the psychiatric benefit can be 
parsimoniously explained as 
pseudo-specific and a consequence of 
improvement in anthropometrics and 
metabolism.26–31 Although metabolic- 

related factors may be moderational in 
some persons and select conditions, 
they do not fully explain the 
improvements reported in 
psychopathology.21,32,33 

Notwithstanding the promising 
preliminary data in the treatment, 
prevention, and/or disease 
modification of SMI-SUD, the 
evidentiary standard for efficacy has 
not yet been met, and mixed results 
have been reported in studies wherein 
the trial population was enrolled on the 
basis of having a psychiatric diagnosis. 
For example, controlled trials 
evaluating GLP-1 RAs in major 
neurocognitive disorders (early 
Alzheimer disease, Parkinson’s 
disease) have been mixed wherein the 
primary outcome has been reducing 
cognitive deterioration and motoric 
symptom intensification, 
respectively.34–36 

Although target trial emulation and 
other methodologic approaches (eg, 
Mendelian randomization) are valid 
and highly suggestive of efficacy, they 
do not represent the foundational 
constructs necessary before definitive 
efficacy can be concluded. Currently, 
multiple phase 3 programs evaluating 
disparate GLP-1 RAs (eg, semaglutide, 
brenipatide [GLP-GIP agonists]) are 
ongoing, with results expected to 
appear over the next 1 to 3 years 

Table 1. 
Application of GLP-1 RAs in Persons With Mental Disorders: Current Targets, Aspirational Targets, and 
Aspects for Considerationa 

FDA-approved indications Off-label clinical use Aspirational targets in psychiatry 
Aspects for special consideration in persons 
with mental illness 

Obesity Targeting psychotropic 
drug-related weight 
gain 

Alcohol use disorder Suicidality 
Type 2 diabetes mellitus (T2DM) Substance use disorder Constipation 
Reducing cardiovascular mortality 

in persons with obesity or T2DM 
Tobacco use disorder Dehydration and potential for drug toxicity (eg, lithium) 

Obstructive sleep apnea 
Major depressive disorder 

Reducing progression of kidney 
disease in T2DM 

Metabolic dysfunction-associated 
steatohepatitis (MASH) 

Bipolar disorder Sarcopenia 

Anticipated indications Schizophrenia Aspirational in persons with treatment-resistant depression 
receiving ketamine Heart failure with preserved ejection fraction Binge-eating disorder/bulimia 

nervosa Risk and/or symptom intensification in anorexia nervosa, 
obsessive-compulsive disorder, body dysmorphic disorder 

Polyendocrine Metabolic Ovarian Syndrome 
Alzheimer’s Disease 

Online/compounding pharmacy; implications for efficacy, 
safety, and accidental overdose 

Peripheral arterial disease 
Parkinson’s Disease 
Prevent lithium-induced 

nephrotoxicity 

aAdapted from McIntyre RS. Psychiatry Clin Psychopharmacol. 2026;36(3):216–222. DOI:10.65801/pcp.3528. 
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(NCT07219953, NCT07286175, 
NCT07412756, NCT07410507).23 

Phase 3 studies are evaluating multiple 
mental disorders including, but not 
limited to, major depressive disorder, 
bipolar disorder, schizophrenia, 
alcohol-use disorder, opioid-use 
disorder, and binge-eating disorder. 

The prescription of GLP-1 RAs in 
persons with SMI-SUD needs to be 
informed by the reported safety and 
tolerability profiles of these agents, 
with some aspects of relevance to 
persons with SMI-SUD (Table 1). 
Concerns with respect to GLP-1 RAs 
causing suicidality have been 
interpreted by the FDA and other 
regulators (eg, European Medicines 
Agency) as best explained by 
association rather than causality.30,31,37 

Notwithstanding, practitioners should 
continue to be vigilant for the 
worsening of suicidality for any 
persons prescribed and self- 
administering GLP-1 RAs. 

It is well established that GLP-1 RAs 
slow gastric emptying, which could 
interact with the constipating effects of 
many psychotropic drugs (eg, clozapine, 
cogentin). In addition, GLP-1 
RA–associated dehydration, which is 
sometimes reported, could introduce 
the need for more vigilant monitoring, 
patient education, and preventative 
measures in persons receiving lithium.38 

Approximately 30%–40% of the weight 
loss in persons receiving GLP-1 RAs is 
due to muscle loss, which, if 
accompanied by impaired function, 
could exacerbate the risk for sarcopenia, 
which also occurs at a higher rate in the 
SMI-SUD population.39 

Also, GLP-1 RAs can increase the 
risk for aspiration in persons receiving 
anesthetics, which should be 
considered in any individual who is 
receiving ketamine for difficult-to-treat 
psychiatric disorders, notably 
treatment-resistant depression.38,40,41 

Persons with SMI-SUD more often are 
financially precarious and have 
inequitable access to GLP-1 RAs, 
which could increase the likelihood 
that they will seek out these agents via 
online pharmacies/compounding use. 
It is established that using online 

pharmacies/compounders not only 
introduces questionable product 
quality but also increases the risk for 
dosing errors and accidental 
overdose.42 An additional concern 
specific to the psychiatric population, 
notably persons with established 
eating disorders, is the possibility of 
exacerbating symptoms of anorexia 
nervosa as well as obsessive- 
compulsive behavior.25 

In summary, GLP-1 RAs are 
evidence-based treatments for many 
medical conditions frequently 
encountered in the SMI-SUD 
population. Evidence also supports the 
prescription of GLP-1 RAs in the 
treatment and prevention of metabolic 
and weight-related alterations caused 
by psychotropic drugs. Although 
anecdotally practitioners often report 
a significant reduction in craving and 
use of alcohol, substances, and 
tobacco with the prescription of GLP- 
1 RAs, it remains aspirational as to 
whether these agents are definitively 
effective in the treatment or 
prevention of any psychiatric disorder. 

The next 1 to 3 years will see 
readouts of phase 3 studies designed to 
address whether GLP-1 RAs are 
psychiatric drugs. Other priority 
research questions to be addressed 
relevant to repurposing GLP-1 RAs as 
psychiatric drugs include target 
engagement studies, CNS penetration, 
drug-drug interaction studies with 
concomitant drugs, dose-finding 
studies, and health systems research 
that endeavors to determine optimal 
integrated care pathways. In the 
interim, evidence-based prescription of 
GLP-1 RAs in persons with SMI-SUD 
holds promise to improve their health 
and well-being and possibly reduce the 
excess mortality, which is a strategic 
imperative in psychiatry.43,44 
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