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B ipolar disorder (BD) and major 
depressive disorder (MDD) 
affect ∼7 million and 

∼21 million adults in the US, 
respectively.1,2 More importantly, they 
reduce life expectancy by 8–14 years 
on average,2,3 often due to 
cardiometabolic comorbidities.4,5 

Psychotropics may further increase 
this cardiometabolic risk.6,7 

Glucagon-like peptide-1 receptor 
agonists (GLP-1RAs), indicated for 
type 2 diabetes mellitus (T2DM) and 
weight loss,7 have seen a 5-fold 
increase in their market share since 
2020.8,9 More recently, GLP-1RAs 
were associated with improved mood 
symptoms and cognition.6,8,10,11 By 
mitigating psychotropic-associated 
weight gain, GLP-1RAs may reduce 

cardiometabolic burden and 
treatment discontinuation among 
those with mood disorders.6,7 This 
study examined 12-month period 
prevalence and trends (2018–2023) 
for GLP-1RA fills and prescriber 
specialty among privately insured US 
adults (18–64) with and without 
mood disorders and GLP-1RA- 
associated comorbidities. 

Figure 1. 
GLP-1 and Metformin Fills Year to Year for Privately Insured Individuals With and Without Bipolar 
Disorder, Major Depressive Disorder, and GLP-1RA-Associated Comorbiditiesa 
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aLines depict year-to-year changes in the period prevalence of any GLP-1RA fills versus metformin for different populations of privately insured individuals. The category 
“without other GLP-1RA-associated comorbidities” excludes those who, in the given year, had diagnostic codes for comorbidities that GLP-1RAs may be indicated or used for, 
including diabetes (E08-E13, an expanded definition for diabetes), obesity (E66.0, E66.8, E66.9, and Z68.30-Z68.39), stroke (I63), myocardial infarction (I21 ), obstructive 
sleep apnea (G47.33), chronic kidney disease (N18), and metabolic dysfunction–associated steatohepatitis (K75.81 ). 

Abbreviations: GLP-1RAs = glucagon-like peptide-1 receptor agonists, T2DM = type 2 diabetes mellitus. 
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Methods 
Using MarketScan claims and 

encounters data,12 we included 
individuals with ≥1 year of enrollment 
and who were eligible for prescription 
coverage (N = 27,240,373).13 

International Classification of 
Diseases, Tenth Revision (ICD-10) 
codes were used to identify annual 
presence of BD (F30-F31), MDD (F32- 
F33), T2DM (E11), obesity (E66.0, 
E66.8, E66.9, Z68.30-Z68.39), stroke 
(I63), all diabetes (E08-E13), 
myocardial infarction (I21), obstructive 
sleep apnea (G47.33), chronic kidney 
disease (N18), and metabolic 
dysfunction–associated steatohepatitis 
(K75.81). The mood disorder cohort 
was identified by the presence of ICD- 
10 codes with ≥1 inpatient admission 
or ≥2 outpatient visits.13 When both BD 
and MDD were present, BD 
superseded. Regardless of diagnostic 
status in each annual period, drug 
claims were used to calculate annual 
dispensation rates for metformin and 
GLP-1RAs, including liraglutide, 
semaglutide, dulaglutide, exenatide, 
and tirzepatide. Metformin was used as 
a comparator due to overlapping 
indications.14,15 Among those with 
mood disorders, prescribing providers 
were identified by the visit closest to the 
“initial” fill of a GLP-1 prescription up 
to 90 days prior. 

Results 
The study included 27,240,373 

subjects with and without mood 
disorders from 2018 to 2023, 
contributing an average of 3 years of 
data (84,256,167 person-years). 
Approximately 9.4% had a mood 
disorder (BD = 12.3%, MDD = 87.7%), 
and these individuals were younger 
(median age: BD = 35 years, 
MDD = 37 years, vs no mood 
disorder = 40 years), more often female 
(BD = 65.4%, MDD = 68.7%, vs 
50.1%), and more likely to have T2DM 
(BD = 7.8%, MDD = 6.4%, vs 5.8%) and 
obesity (BD = 16.0%, MDD = 14.9%, 
vs 7.4%). 

Among those with mood disorders, 
GLP-1RA prescription fills increased 
from 1.5% (2018) to 7.2% (2023), 

compared to 6.0% for metformin 
(Figure 1). In general, GLP-1RA fills 
were more prevalent and more rapidly 
increasing for older females and those 
with mood disorders, regardless of 
comorbidities. Family practitioners 
prescribed ∼26% of all GLP-1RAs 
from 2018 to 2023. Nurse practitioners 
showed the fastest uptake (17.6% in 
2023; 25-fold increase from 2018), 
while psychiatrists accounted for 
∼6% with minimal change. 

Discussion 
GLP-1RA fills increased rapidly 

between 2018 and 2023.16 High fill 
rates among those with mood 
disorders could reflect that 
multimorbidity begets more 
treatment.6,17 The increase among 
those with mood disorders and 
without comorbid indications for 
GLP-1RAs may also reflect emerging 
evidence of benefits for mood 
disorders and substance use.6,8,10 

However, psychiatrists prescribed 
only 6% of all GLP-1RAs. The 
literature on the function and risk of 
GLP-1RAs in the context of mood 
disorders remains nascent.6,18,19 

Others have suggested that GLP-1RA 
prescription among those with mental 
health disorders may sometimes be 
significantly lower due to side effects 
and cost.20 This study is limited by the 
absence of indication data and the use 
of diagnostic codes, which may 
misclassify GLP-1RA use and 
underreport disease. Until the effect of 
GLP-1RAs on the psychopathology and 
treatment of mood disorders is 
clarified, behavioral health clinicians 
should recognize that individuals with 
mood disorders are often prescribed 
GLP-1RAs outside of psychiatry. 
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