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Abstract

Background. Glucagon-like peptide-1 receptor agonists (GLP-1RAs) are widely used due to their
profound efficacy in glycemic control and weight management. Real-world observations have
revealed potential neuropsychiatric adverse events (AEs) associated with GLP-1RAs. This study
aimed to comprehensively investigate and characterize these neuropsychiatric AEs with GLP-1RAs.
Methods. We analyzed GLP-1RA adverse reaction reports using the FDA Adverse Event
Reporting System database. Disproportionality analysis using reporting odds ratio (ROR)
identified eight categories of neuropsychiatric AEs associated with GLP-1RAs. We conducted
descriptive and time-to-onset (TTO) analyses and explored neuropsychiatric AE signals among
individual GLP-1RAs for weight loss and diabetes mellitus (DM) indications.

Results. We identified 25,110 cases of GLP-1RA-related neuropsychiatric AEs. GLP-1RAs
showed an association with headache (ROR 1.74, 95% confidence interval [CI] 1.65-1.84),
migraine (ROR 1.28, 95%CI 1.06-1.55), and olfactory and sensory nerve abnormalities (ROR
2.44, 95%CI 1.83-3.25; ROR 1.69, 95%CI 1.54-1.85). Semaglutide showed a moderate suicide-
related AEs signal in the weight loss population (ROR 2.55, 95%CI 1.97-3.31). The median TTO
was 16 days (interquartile range: 3—66 days).

Conclusions. In this study, we identified eight potential neuropsychiatric adverse events (AEs)
associated with GLP-1RAs and, for the first time, detected positive signals for migraine, olfactory
abnormalities, and sensory abnormalities. We also observed positive suicide-related signals of
semaglutide, in weight loss population. This study provides a reliable basis for further investi-
gation of GLP-1RA-related neuropsychiatric AEs. However, as an exploratory study, our
findings require confirmation through large-scale prospective studies.

Background

Obesity and diabetes mellitus (DM) have become significant burdens of global public health. It is
estimated that more than half of the world’s population will be diagnosed as overweight or obese
by the year 2035 [1]; over 1.31 billion individuals will be affected by DM, and type 2 diabetes
mellitus (T2DM) makes up the vast majority [2].

Glucagon-like peptide-1 receptor agonists (GLP-1RAs) can manage T2DM and obesity by
stimulating glucose-dependent insulin, suppressing postprandial glucagon, inhibiting gastric empty-
ing, reducing appetite and food intake, and protecting islet cell function [3]. The U.S. Food and Drug
Administration (FDA) and the European Medicines Agency (EMA) have approved GLP-1RAs for
the therapy of T2DM in 2005 and 2006, and for obesity in 2014 and 2015, respectively. After that,
liraglutide, dulaglutide, and semaglutide were approved for T2DM with major cardiovascular adverse
events (MACEs). In March 2024, semaglutide was the first anti-obesity drug approved for overweight
or obese adults with MACEs [4]. In addition to the approved indications mentioned above, a growing
body of research supports the metabolic regulatory effects of GLP-1RAs, such as weight loss,
improvement of insulin resistance, regulation of sex hormone levels, improvement of blood lipid
profiles, and reduction of hepatic steatosis [5, 6]; therefore, GLP-1RAs are gradually showing
beneficial effects in endocrine disorders or metabolic diseases such as polycystic ovary syndrome,
lean nonalcoholic fatty liver disease, and obstructive sleep apnea [7], thus making GLP-1RAs one of
the most popular and anticipated drug stars today.
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Indeed, the increasing utilization of GLP-1RAs has provided us
with a more profound comprehension of their adverse effects
(AEs). In addition to commonly observed gastrointestinal AEs,
particular attention was given to potential risks such as pancreatic
cancer, thyroid cancer, cholelithiasis, hepatotoxicity, acute kidney
injury, increased heart rate, angioedema, and injection site reac-
tions [3, 8]. When it comes to neuropsychiatric AEs, some case
reports mention that the clinical application of exenatide, semaglu-
tide, and liraglutide may be related to the onset or recurrence of
depression [9-11]. In July 2023, the Icelandic Medicines Agency
reported that patients treated with liraglutide and semaglutide
were at possible risk of self-harm and suicide; thus, EMA soon
announced a formal review of related risks with GLP-1RAs [12].
Concurrently, potential new safety concerns for GLP-1RAs, includ-
ing alopecia, aspiration, and suicidal ideation, were identified
within the FDA Adverse Event Reporting System (FAERS) database
[13]. Also, the knowledge of neurological side effects for GLP-1RAs
is limited, with only dizziness and taste disturbances mentioned in
the drug instructions [14]. To the best of our knowledge, natural
glucagon-like peptide-1 (GLP-1) is secreted by preproglucagon
neurons in the central nervous system (CNS) [15]. Among patients
with obesity and T2DM, the blood-brain barrier is dynamically
altered or even impaired. Liraglutide, exenatide, and dulaglutide
have been shown to rapidly cross the blood—brain barrier by passive
diffusion, and tirzepatide crosses the blood—brain barrier slowly,
presumably by extracellular pathways [16—18]. Semaglutide cannot
cross the normal blood-brain barrier directly but can bind to serum
albumin and is taken up by Tanycyte cells through the ventricular
walls of the CNS [19]. GLP-1RAs act directly or indirectly on GLP-1
receptors of the CNS to mediate reduced energy intake, increased
satiety, facilitated insulin signaling, and other central effects. Given
the emerging concerns about psychiatric effects and the gaps in our
understanding of neurological impacts, it is crucial to investigate
the neuropsychiatric side effects of GLP-1RAs more thoroughly.

In clinical practice, individuals with obesity and T2DM are at an
increased risk of experiencing neuropsychiatric abnormalities and
may require related medication [20-25]. Therefore, it is crucial to
consider the potential neuropsychiatric side effects when selecting
appropriate antidiabetic medications. Furthermore, despite some
clinical studies examining the psychiatric AEs of GLP-1RAs [26],
their inclusion criteria and follow-up time limitations make it
challenging for them to fully capture the neuropsychiatric effects
of GLP-1RA drugs on obese and diabetic populations in real-world
settings. FAERS is a comprehensive and openly accessible pharma-
covigilance database containing real-world adverse drug reactions
(ADRs) recorded by the FDA [27, 28], which serves as a valuable
tool for assessing ADRs in the post-marketing phase.

In this study, we aim to update and broaden the understanding
of psychiatric AEs linked to GLP-1RAs while also exploring their
neurological AEs for the first time. We examine differences among
various GLP-1RAs and indications. Furthermore, we compile
reports on specific neuropsychiatric AEs associated with other
antidiabetic and anti-obesity medications to provide improved
clinical guidance for drug management.

Methods
Data source

We conducted a pharmacovigilance study on neuropsychiatric AEs
associated with GLP-1RAs from the FAERS database, a publicly
available database of safety reports submitted by patients, healthcare
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professionals, and pharmaceutical companies [27]. We downloaded
the FAERS data files from 2010Q1 to 2024Q1. We used generic and
brand names to identify GLP-1RAs, including exenatide (BYETTA,
BYDUREON), liraglutide (VICTOZA, SAXENDA), dulaglutide
(TRULICITY), semaglutide (OZEMPIC, RYBELSUS, WEGOVY),
and tirzepatide (MOUNJARO). Only cases with “primary suspected
(PS)” use of GLP-1RAs were included. The generic and brand names
of all GLP-IRA, anti-obesity, or antidiabetic medications are
included in Supplementary Figure SI.

Additionally, the Medical Dictionary for Regulatory Activities
(MedDRA) Preferred Term (PT) codes are systematically used to
code the adverse reactions that are documented in the FAERS
database [28]. With PTs acting as distinctive identifiers for par-
ticular medical ideas, such as symptoms, signs, and illness diag-
noses, this lexicon is arranged into five distinct hierarchical levels.
The hierarchy further classifies the medical ideas by including
“High-Level Terms” (HLTs) and “High-Level Group Terms”
(HLGTS) in addition to PTs. Ultimately, based on their genesis,
presentation place, or intended purpose, these HLGTs are classified
into “Systemic Organ Classes” (SOCs). Different PT's can be organ-
ized into discrete SOCs because of its multiaxial structure, with a
principal SOC assigned to each classification.

Utilizing this framework, we focused our analysis on neuro-
psychiatric PTs associated with “psychiatric disorders” and “ner-
vous system disorders” as the primary SOC. Specifically, we
retrieved PTs corresponding to all psychiatric AEs (N = 564) and
nervous AEs (N = 1,059) from MedDRA (version 24.1).

Data processing procedure

We deduplicated the reports of GLP-1RAs obtained from the
FAERS database, and in the deduplication process, we extracted
the latest (most recent) case version from all available cases based
on the case ID, case initial/follow-up code (“I” or “F”), case event
date, age, sex, and reporting country. We retained the most current
case version and removed all others [29].

Descriptive analysis and time-to-onset analysis

We performed a descriptive analysis of the clinical characteristics of
reports with GLP-1RA-related neuropsychiatric AEs after screen-
ing, including sex, age, age group, reporter type, report year, indi-
cation, outcome, and the groups of time-to-onset (TTO). TTO was
defined as the interval between the initiation of GLP-1RAs and the
occurrence of an AE. When calculating the onset time, we only
selected data with an onset time greater than 0 days. Reports with
incorrect dates (i.e., time of dosing later than the time of the event)
and missing dates were not included.

Disproportionality analysis

In pharmacovigilance studies, disproportionality analysis primar-
ily evaluates possible associations between a specific AE and a
particular drug. Reporting odds ratio (ROR) compares the odds of
reporting an event of interest in a specific drug to all other events
relative to the reporting odds for other drugs in the FAERS
database [30]. Neuropsychiatric adverse reaction signal was con-
sidered valid and associated with GLP-1RA treatment if the
number of reports of neuropsychiatric AEs was not less than 3
and the lower limit of the 95% confidence interval (CI) of the ROR
exceeded 1 [30]. The following formula was used to calculate the
ROR and 95% CI:
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ROR= 2.
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All other drugs
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Neuropsychiatric adverse events a c
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Where ais the number of neuropsychiatric AEs cases involving GLP-1RAs, b is the number of all
other AE case reports involving GLP-1RAs, ¢ is the number of neuropsychiatric AE cases
involving all other drugs in the whole database, and d is the number of other AE cases
involving all other drugs in the whole database.

In the disproportionality analysis, first, a comprehensive assess-
ment of GLP-1RA-related neuropsychiatric AEs was conducted
based on DM and weight control indications. Subsequently,
according to MedDRA, we selected eight significant neuropsychi-
atric signals and aggregated the related AE groups at the
HLT/HLGT level. This approach ensured that the PTs analyzed
were clinically relevant and accurately represented actual psychi-
atric and nervous AEs, thus strengthening the validity of our
subsequent analysis. Then, as for the selected neuropsychiatric
AEs, we conducted a disproportionality analysis by comparing
every individual GLP-1RA with non-GLP-1RA anti-obesity or
antidiabetic medications. This information can be a valuable refer-
ence for healthcare professionals and patients when selecting
appropriate medications. Finally, the relevant signals from other
drug classes with similar indications were examined to compare
GLP-1RAs with other medicines for the same indication; we add-
itionally collected reports of the specific neuropsychiatric AEs
associated with other antidiabetic and anti-obesity medications.

Results
Descriptive analysis

As depicted in Figure 1, the number of AE reports associated with
GLP-1RAs exhibited a consistent annual increase from 2016 to
2023. The number of reports witnessed a dramatic surge, reaching
34,105 in 2023. Furthermore, there was a dramatic rise in neuro-
psychiatric AEs reports from 1,924 cases in 2019 to 4,637 cases
in 2023. Among individual GLP-1RAs, dulaglutide had the highest
reported overall AEs (63,280 cases, 34.1%) and neuropsychiatric
AEs (7,330 cases, 29.2%). Notably, tirzepatide, launched in 2022,
had the third-highest overall reported AEs (31,459 cases, 16.9%).
The proportion of neuropsychiatric/overall reported AEs was high-
est for semaglutide (22.4%) among various GLP-1RAs drugs.

From 2010 to 2024Q1, 25,110 cases of GLP-1RA-related neuro-
psychiatric AEs were identified, comprising 15,860 females (63.2%)
and 7,920 males (31.5%). Most reported adverse reactions occurred
in individuals aged between 18 and 65, accounting for 33.3%,
followed by those aged between 65 and 85, accounting for 20.1%.
The proportion of patients under the age of 18 and over 85 was
relatively low, both below 1%. Regarding the indications, DM,
obesity, and missing information accounted for 54.4%, 8.5%, and
35.8%, respectively. The data on reported outcomes were missing
in 63% of the cases; hospitalization was observed in 11.8% of
adverse reaction cases, and life-threatening or fatal outcomes
accounted for 1.5% (Table 1).
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Disproportionality analysis

The neuropsychiatric AE signals were identified based on the
indications of GLP-1RAs. As shown in Figure 2, GLP-1RAs exhib-
ited strong adverse reaction signals for anxiety, suicide, sleep dis-
turbances, headaches, sensory nerve abnormalities, olfactory nerve
abnormalities, and migraines. Consequently, we conducted an
aggregated analysis of these AEs according to HLGT/HLT levels
and performed disproportionality analysis for each adverse reac-
tion group. As can be seen from Figure 3, comparing to non-GLP-
1RA antidiabetic medications, all five GLP-1RAs were found to be
associated with headache in patients with DM: liraglutide (ROR
4.33, 95%CI 3.94-4.76) and semaglutide (ROR 3.76, 95%CI 3.38—
4.17) showed the stronger signals; dulaglutide, liraglutide, and
semaglutide exhibited a significant relationship with migraines,
with semaglutide demonstrating the strongest association (ROR
4.10, 95%CI 2.84-5.92); dulaglutide, liraglutide, and semaglutide
showed olfactory nerve disorder signals, and semaglutide demon-
strated the strongest signal (ROR 7.32, 95%CI 4.60-11.66), followed
by dulaglutide (ROR 3.33, 95%CI 2.10-5.27); sensory nerve abnor-
malities were associated with dulaglutide, liraglutide, semaglutide,
and tirzepatide, and among these drugs, semaglutide showed the
strongest signal (ROR 5.05, 95%CI 4.30-5.94) and the most signifi-
cant number of reports (N = 197), followed by liraglutide (ROR
3.01,95%CI 2.50-3.63). Weak anxiety signals were observed only in
exenatide (ROR 1.12, 95%CI 1.02-1.23) and semaglutide (ROR
1.30, 95%CI 1.12-1.50); most of the GLP-1RAs were not associated
with suicide-related AEs, except that Semaglutide showed a very
weak signal (ROR 1.30, 95%CI 1.01-1.68) in patients with
DM. Notably, semaglutide detected a moderate suicide signal
(ROR 2.55, 95%CI 1.97-3.31) and liraglutide showed very weak
signal (ROR 1.42, 95%CI 1.00-1.99) in the weight loss population;
sleep disorders were associated with liraglutide, semaglutide, and
tirzepatide in diabetic patients but not in weight control patients. In
weight control patients, compared to non-GLP-1RA anti-obesity
medications, individual GLP-1RAs were not observed signals
among the above AEs except for semaglutide (Figure 3).

Neuropsychiatric AE profiles with other drugs based on
indication

We conducted additional analyses to evaluate the neuropsychiatric
AE profiles with other medications used for the same indication
(Figure 4). Among the classes of medicines for DM, only GLP-1RAs
showed an association with headache (ROR 1.74, 95%CI 1.65—
1.84), migraine (ROR 1.28, 95%CI 1.06-1.55), and olfactory and
sensory nerve abnormalities (ROR 2.44, 95%CI 1.83-3.25; ROR
1.69, 95%CI 1.54-1.85). Sulfonylureas (ROR 1.48, 1.02-2.16)
showed a weak signal risk for sleep-related adverse reactions,
whereas other antidiabetic drugs did not exhibit relevant signal
risks. For the outcomes of anxiety, depression, and suicide,
GLP-1RAs demonstrated no overall correlation signal; dipeptidyl
peptidase-4 (DPP-4) inhibitors displayed signals related to anxiety
(ROR 1.14, 95%CI 1.02-1.26) and depression (ROR 1.97, 95%CI
1.74-2.23); interestingly, metformin exhibited a moderate suicide
signal (ROR 4.82, 95%CI 4.31-5.39). When used in the weight-loss
population, GLP-1RAs only showed a weak signal for sensory nerve
abnormalities (ROR 1.23,95%CI 1.06—1.44) without any significant
signals in the other seven specific neuropsychiatric AEs. Three
commonly used anti-obesity medications — naltrexone-bupropion,
phentermine, and phentermine-topiramate — were associated with
headaches, insomnia, sensory nerve abnormalities, and anxiety.
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Figure 1. Data on reported cases of glucagon-like peptide-1 receptor agonist (GLP-1RA)-related neuropsychiatric adverse events (AEs) from the FDA Adverse Event Reporting
System (FAERS) database between January 1,2010 and March 31, 2024 (2010Q1-2024Q1). (A) The upper bar plot depicts the number of GLP-1RA reports with neuropsychiatric AEs
versus those without for each year in the FAERS database from 2010Q1 to 2024Q1. The proportional bar chart below illustrates the ratio of GLP-1RA reports with neuropsychiatric
AEs compared to those without for each year in the FAERS database during 2010Q1-2024Q1. Red denotes reports with neuropsychiatric AEs, while blue denotes those without.
(B) The upper bar plot presents the number of GLP-1RA reports involving neuropsychiatric adverse reactions versus those without for various GLP-1RA treatment strategies in the
FAERS database from 2010Q1 to 2024Q1. The proportional bar chart below shows the proportion of GLP-1RA reports with neuropsychiatric AEs compared to those without for

different GLP-1RAs in the FAERS database from 2010Q1 to 2024Q1.
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Table 1. Characteristics of reports with GLP-1RA-related neuropsychiatric adverse events sourced from the FDA Adverse Event Reporting System database (January
1, 2010 to March 31, 2024)

GLP-1RA Exenatide Liraglutide Dulaglutide Semaglutide Tirzepatide
N (%) N (%) N (%) N (%) N (%) N (%)
(N =25,110) (N = 4,866) (N =4,247) (N =17,330) (N=6,112) (N = 2,555)
Sex
F 15,860 (63.2%) 3,083 (63.4%) 2,879 (67.8%) 4,245 (57.9%) 3,940 (64.5%) 1,713 (67.0%)
M 7,920 (31.5%) 1,646 (33.8%) 1,290 (30.4%) 2,557 (34.9%) 1,902 (31.1%) 525 (20.5%)
Missing 1,330 (5.3%) 137 (2.8%) 78 (1.8%) 528 (7.2%) 270 (4.4%) 317 (12.4%)
Age
<18 years 28 (0.1%) 1 (0.0%) 14 (0.3%) 4(0.1%) 8 (0.1%) 1 (0.0%)
>85 years 136 (0.5%) 20 (0.4%) 13 (0.3%) 60 (0.8%) 38 (0.6%) 5 (0.2%)

18-64.9 years

8,363 (33.3%)

1,251 (25.7%)

1,978 (46.6%)

1,644 (22.4%)

2,234 (36.6%)

1,256 (49.2%)

65-85 years 5,049 (20.1%) 942 (19.4%) 975 (23.0%) 1,395 (19.0%) 1,422 (23.3%) 315 (12.3%)
Missing 11,534 (45.9%) 2,652 (54.5%) 1,267 (29.8%) 4,227 (57.7%) 2,410 (39.4%) 978 (38.3%)
Reporter

Healthcare professional

4,216 (16.8%)

609 (12.5%)

1,143 (26.9%)

672 (9.2%)

1,633 (26.7%)

159 (6.3%)

Non-healthcare professional

19,743 (78.6%)

3,227 (66.3%)

3,045 (71.7%)

6,633 (90.5%)

4,448 (72.8%)

2,390 (93.5%)

Unknown or missing 1,151 (4.6%) 1,030 (21.2%) 59 (1.4%) 25 (0.3%) 31 (0.5%) 6 (0.2%)
Report year
2010 682 (2.7%) 262 (5.4%) 420 (9.9%) 0 (0%) 0 (0%) 0 (0%)
2011 299 (1.2%) 103 (2.1%) 196 (4.6%) 0 (0%) 0 (0%) 0 (0%)
2012 233 (0.9%) 155 (3.2%) 78 (1.8%) 0 (0%) 0 (0%) 0 (0%)
2013 587 (2.3%) 335 (6.9%) 252 (5.9%) 0 (0%) 0 (0%) 0 (0%)
2014 472 (1.9%) 363 (7.5%) 107 (2.5%) 2 (0.0%) 0 (0%) 0 (0%)
2015 1,113 (4.4%) 501 (10.3%) 448 (10.5%) 164 (2.2%) 0 (0%) 0 (0%)
2016 1,337 (5.3%) 426 (8.8%) 490 (11.5%) 421 (5.7%) 0 (0%) 0 (0%)
2017 1,440 (5.7%) 501 (10.3%) 315 (7.4%) 624 (8.5%) 0 (0%) 0 (0%)
2018 1,939 (7.7%) 524 (10.8%) 530 (12.5%) 761 (10.4%) 124 (2.0%) 0 (0%)
2019 1,924 (7.7%) 495 (10.2%) 251 (5.9%) 925 (12.6%) 253 (4.1%) 0 (0%)
2020 2,257 (9.0%) 422 (8.7%) 277 (6.5%) 1,001 (13.7%) 557 (9.1%) 0 (0%)
2021 2,820 (11.2%) 352 (7.2%) 303 (7.1%) 1,344 (18.3%) 821 (13.4%) 0 (0%)
2022 3,026 (12.1%) 222 (4.6%) 231 (5.4%) 1,091 (14.9%) 1,163 (19.0%) 319 (12.5%)
2023 4,637 (18.5%) 161 (3.3%) 245 (5.8%) 812 (11.1%) 2,100 (34.4%) 1,319 (51.6%)
2024Q1 2,344 (9.3%) 44 (0.9%) 104 (2.4%) 185 (2.5%) 1,094 (17.9%) 917 (35.9%)
Indication

Diabetes mellitus or
blood glucose abnormal

12,158 (54.35%)

3,327 (68.37%)

1,691 (39.82%)

3,898 (53.18%)

2,259 (36.96%)

1,034 (40.47%)

Weight control

1,909 (8.53%)

29 (0.60%)

567 (13.35%)

49 (0.67%)

901 (14.74%)

298 (11.66%)

Others

288 (1.29%)

60 (1.23%)

45 (1.06%)

19 (0.26%)

97 (1.59%)

37 (1.45%)

Unknown or missing

8,013 (35.82%)

1,450 (29.80%)

1,944 (45.77%)

3,364 (45.89%)

2,855 (46.71%)

1,186 (46.42%)

Outcome
Death 250 (0.9%) 78 (1.4%) 56 (1.2%) 67 (0.9%) 39 (0.6%) 10 (0.4%)
Disability 435 (1.6%) 68 (1.2%) 79 (1.7%) 109 (1.4%) 148 (2.3%) 31 (1.2%)

Hospitalization

3,181 (11.8%)

845 (15.4%)

647 (14.1%)

859 (11.1%)

684 (10.5%)

146 (5.5%)

Life-threatening

406 (1.5%)

113 (2.1%)

90 (2.0%)

74 (1.0%)

110 (1.7%)

19 (0.7%)

Congenital anomaly

4 (0.1%)

1 (0.0%)

1 (0.0%)

1 (0.0%)

0 (0%)

1 (0.0%)

Other serious

5,574 (20.7%)

1,257 (23.0%)

1,095 (23.8%)

1,542 (20.0%)

1,529 (23.3%)

280 (10.7%)

Missing

16,982 (63.0%)

3,112 (56.9%)

2,633 (57.2%)

5,060 (65.6%)

4,029 (61.6%)

2,148 (81.5%)
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GLP-1RA Exenatide Liraglutide Dulaglutide Semaglutide Tirzepatide
N (%) N (%) N (%) N (%) N (%) N (%)
The time to onset (days)
0-30 1,804 253 406 444 555 146
31-60 347 50 66 46 161 24
61-90 164 16 24 26 81 17
91-120 111 13 18 11 56 13
121-150 83 10 10 9 48 6
151-180 57 8 11 7 23 8
181-360 153 28 34 23 55 13
>360 219 101 55 25 32 6

Abbreviations: F, female; GLP-1RA: glucagon-like peptide-1 receptor agonist; M, male.

None of the anti-obesity medications showed any signals related to
suicide. Furthermore, no signals were found for orlistat regarding
the eight specific neuropsychiatric AEs mentioned above (Figure 4).

The time-to-onset analysis

The TTO analysis of eight specific neuropsychiatric AEs associated
with GLP-1RAs revealed that the majority occurred within 30 days
of GLP-1RAs administration. Among these particular neuro-
psychiatric AEs, it was noteworthy that the earliest median time
of TTO was observed for headache-related AEs (median = 7 days,
interquartile range [IQR] = 2-29.25 days), followed by sleep-related
adverse reactions (median = 9 days, IQR = 2-34.75 days) and
olfactory nerve disorders (median = 11 days, IQR = 2.5-125.5 days).
Suicide-related adverse reactions exhibited a later median onset
time (median = 46 days, IQR =14-116 days), preceded by sensory
nerve disorders (median = 38 days, IQR = 7-100 days) and depres-
sion symptoms (median = 32 days, IQR = 13-93 days). In terms of
individual GLP-1RAs, which showed variations in their respective
median time, exenatide had the longest median TTO period
(median = 28 days, IQR = 7-221 days), followed closely by
semaglutide (median = 27 days, IQR = 5-74.75 days). In contrast,
dulaglutide demonstrated one of the shortest durations
(median = 7 days, IQR = 2-31 days) (Figure 5).

Discussion

As far as we know, this study is the first comprehensive pharma-
covigilance investigation into the potential AEs of neuropsychiatric
systems for GLP-1RAs through real-world data from the FAERS
database. First, we detailed the clinical characteristics of reported
cases of GLP-1RA-associated neuropsychiatric ADRs. Second, we
grouped DM and weight-loss populations according to the main
indications of GLP-1RAs and identified eight potential neuro-
psychiatric ADRs related to GLP-1RAs using disproportionate
analysis. Then, we explored the specific effects of each drug of
GLP-1RAs and other antidiabetic and anti-obesity medications
on neuropsychiatric ADRs.

GLP-1RA-related neuropsychiatric AEs accounted for 13.5%
among all the cases of GLP-1RAs in the FAERS database from
2010 to 2024Ql, and it showed an uptrend from 2015 to 2023,
reflecting more and more concerns about GLP-1RA-related psy-
choneurological AEs. This was partly attributable to the fact that
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expanded indications, aggressive marketing by influencers, and
high media exposure of GLP-1RAs in recent years contributed to
more and more prescriptions [31]. Another explanation can be that
the growing interest in their neuropsychiatric AEs in recent years
encourage related declaration by clinicians and patients. Concern-
ing suicidal risk with GLP-1RAs can also be link to prescription
biases [32]. In addition, this may be due to the black swan event
that the novel coronavirus pneumonia epidemic that began in late
2019 has exerted a significant impact on the physical and mental
health of global population [33]. Consistent with previous studies
[34, 35], semaglutide (22.4%) had a relatively higher proportion
of neuropsychiatric AEs compared to other GLP-1RA medica-
tions, which may be attributed to its large market sales and the
high level of concern about its safety in mental illness [31]. In
addition, one study suggested that semaglutide was associated
with drug abuse, prescription drug use without prescriptions, and
intentional use [36], which also increased its proportion of
neuropsychiatric AEs.

In terms of gender distribution, the proportion of females
(63.2%) reporting ADR cases was significantly higher than that
of males (31.5%), consistent with prior studies [34, 35, 37,
38]. This may be because a higher proportion of female patients
who receive treatment of GLP-1RAs suffer neuropsychiatric
abnormalities than males, especially in the obese population
[39, 40], and prefer to share their discomfort symptoms. In the
age group, except for missing data (45.9%), adults aged 18-65
made up the majority of reported ADRs (33.3%), and the pro-
portion of patients under 18 years old and over 85 years old was
less than 1%. Studies suggested that adult patients exhibited
higher susceptibility to self-injurious and suicidal tendencies
compared to other age groups [33]. In clinical practice, clinicians
are more cautious about prescribing GLP-1RAs for pediatric and
elderly patients. Furthermore, compared to adult patients, ado-
lescents and the elderly lack related consciousness, tools, and
skills to report ADRs.

Regarding the TTO of overall GLP-1RA neuropsychiatric
ADRs, the median time was 16 days (IQR = 3-66 days). This
suggested that close attention should be paid to neuropsychiatric
feedback from initial medication. Among these GLP-1RAs, the
TTO of dulaglutide was the shortest at 7 days, while exenatide
was the longest at 28 days, parallel to previous pharmacovigilance
studies [34]. We speculate that differences in TTO among
GLP-1RAs drugs may be due to their various pharmacokinetics
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Figure 2. Scanning for Glucagon-like peptide-1 receptor agonist (GLP-1RA)-related neuropsychiatric adverse events (AEs) based on the diabetes indication and weight loss
indication in the FDA Adverse Event Reporting System (FAERS) database. (A) Diabetes indication cohort. (B) Weight loss indication cohort. The heatmap shows the lower limit of the
95% confidence interval for the reporting odds ratio (ROR [RORL]) for neuropsychiatric AEs (with cases no less than 3) in the FAERS database under different GLP-1RAs. Dark red
indicates RORL values greater than 3, and light red indicates RORL values less than 3 and greater than 1; dark blue indicates RORL values less than 1; white indicates RORL values
that could not be calculated. Neuropsychiatric AEs labeled with red or blue color meet the criteria that the number of cases occurring no less than 3.
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Figure 2. Continued

and the action mechanism with the nervous system. Moreover, we  patients may also gradually develop tolerance to GLP-1RA-related
further found that the proportion of neuropsychiatric ADRs of  neuropsychiatric AEs with the prolonged application of GLP-1RAs.
GLP-1RAs overall decreased with the duration of application; this ~ Clinicians need to dynamically assess patients’ neuropsychiatric
suggested that like gradual tolerance to gastrointestinal AEs,  side effects after clinical application of GLP-1RAs.
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In the disproportionate analysis, statistically significant and
potentially unexpected signal RORs were identified in olfactory
nerve anomaly and sensory nerve disorder. Our research indicated
that in the diabetic population, positive signals for olfactory nerve-
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related AEs were found in dulaglutide, liraglutide, and semaglutide,
with semaglutide having the strongest signal; among antidiabetic
medications, GLP-1RAs were also the only drug associated with
olfactory AEs. In the obese population, only semaglutide had
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Figure 3. Forest plot showing the reporting odds ratio (ROR) of eight specific neuropsychiatric adverse events with different glucagon-like peptide-1 receptor agonists based on
diabetes indication population and weight loss indication population. N1, ROR1, Lowerl, and Upperl are data related to the diabetes population, whereas N2, ROR2, Lower2, and

Upper2 are data related to the weight control population.

relevant signals, but the positive signals disappeared in the anti-
obesity medicines. Of note, decreased olfactory acuity and olfactory
dysfunction are found in the DM population. Some scholars believe
that olfactory impairment can be an early risk marker for preclinical
dementia in DM [41]. This may explain the positive signals of
GLP-1RAs with olfactory abnormalities being stronger in DM than
weight-loss populations. However, current research reckoned
GLP-1RAs as improving olfactory impairment [41-44]. They
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suggest that the olfactory bulb is a brain region responsible for
the first processing of olfaction, and it produces GLP-1 and has the
distribution of GLP-1 receptors, indicating the potential mechan-
ism of GLP-1RAs for olfactory improvement [43, 44]. Our findings
were contrary to the previous mainstream views. However, given
that there was still a strong signaling association between
GLP-1RAs and olfactory abnormalities among antidiabetic medi-
cations, it was reasonable to be wary of GLP-1RA-induced olfactory
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Figure 4. Forest plot showing the reporting odds ratio (ROR) of eight specific neuropsychiatric adverse events (AEs) with different drugs. (A) The ROR of different glucose-lowering-
drug-related neuropsychiatric AEs. (B) The ROR of different weight-loss-drug-related neuropsychiatric AEs.

abnormalities. Considered differently, could what we believed to be
the mechanism by which GLP-1RAs ameliorate olfactory dysfunc-
tion also exacerbate olfactory dysfunction in some cases, serving as
a double-edged sword?

In the diabetic population, dulaglutide, liraglutide, semaglutide,
and tirzepatide were all found to be associated with sensory abnor-
malities, of which semaglutide having the strongest signal; among
antidiabetic medications, GLP-1RAs were the only ones with a
moderately positive signal. However, current studies generally
agree that GLP-1RAs can alleviate pain hypersensitivity and restore
peripheral neuropathy [45, 46]. Besides, DM often causes sensory
abnormalities due to combinations of neuropathy or vasculopathy.
For these reasons, when a diabetic patient complains of a new onset
sensory abnormality, we tend to attribute this to complications of
DM. But in the group of antidiabetic medications, GLP-1RAs were
significantly correlated with sensory abnormality compared to
other drugs, which may suggest that we should be vigilant for the
involvement of GLP-1RAs in the sensory abnormality of a patient
with emerging sensory abnormality in whom GLP-1RAs were
being applied, especially in patients who achieved adequate blood
glucose control. In the weight-loss population, semaglutide was the
only GLP-1RA drug with weak signals; among anti-obesity medi-
cations, GLP-1RAs still had signals but weaker than naltrexone-
bupropion, phentermine, and phentermine-topiramate. Given that
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obesity itself caused sensory abnormalities [47], we believed that the
association between GLP-1RAs and sensory abnormalities in obese
populations needed to be evaluated more cautiously, and subse-
quent, larger-samples and well-designed studies are needed for
further exploration.

Headache and migraine are common side effects of drugs, which
can reduce drug adherence and lower patients’ quality of life [48]. In
the DM cohort, our study observed that all five GLP-1RAs were
associated with headaches, dulaglutide, semaglutide, and liraglutide
were linked to migraine, while this link was not seen in patients
using these drugs for weight control. Also, among antidiabetic
medications, only GLP-1RAs showed a positive signal for migraine
and headaches, with liraglutide and semaglutide showing the stron-
gest signals. Current research suggests a strong association between
obesity and migraine [49, 50], while the relationship between DM
and migraine remains controversial [51, 52]. Interestingly, despite
higher doses of GLP-1RAs being used in weight loss populations
and the apparent stronger connection between obesity and
migraine, our findings indicate that headaches and migraines were
more prominent in DM patients. DM patients are more likely to
suffer from headaches due to hypoglycemia, diabetic ketoacidosis,
cerebrovascular accidents, or other circumstances compared to
the non-diabetic population. However, we only observed positive
signals related to headaches in GLP-1RAs, rather than in other
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Figure 5. Thetime-to-onset (TTO) analysis of glucagon-like peptide-1 receptor agonist glucagon-like peptide-1 receptor agonist (GLP-1RA)-related neuropsychiatric adverse events
(AEs). (A) Cumulative distribution curves demonstrating the TTO of eight specific neuropsychiatric AEs of GLP-1RAs. (B) The percentage and number of different TTO groups for eight
specific neuropsychiatric AEs of GLP-1RAs. (C) Cumulative distribution curves demonstrating TTO of all GLP-1RA-associated neuropsychiatric AEs. (D) The percentage and number of

different TTO groups for all GLP-1RA-associated neuropsychiatric AEs.

antidiabetic medications. Therefore, our finding suggested that
headache may be associated explicitly with GLP-1RA treatment
among the DM population. An article applied a network meta-
analysis and found that GLP-1RA drugs significantly increased
the risk of headache compared to insulin, thiazolidinediones,
or placebo, with odds ratios of 1.34, 1.41, and 1.18, respectively
[53]. According to the literature [53], GLP-1RAs cause headaches
by increasing regional cerebral blood flow and decreasing blood
pressure, resulting in the expansion of cerebral blood vessels and
the stretch of peripheral nerves. In addition, GLP-1 receptors were
widely distributed in the brain, suggesting that central action may
also be one of the causes of headaches. It was worth noting that a
case report suggested that GLP-1RA-induced nausea and vomiting
might cause dehydration, leading to cerebral venous thrombosis
and headache [54].

Depression, anxiety, suicide, or any other mental disorders are
regarded as essential ADRs because they seriously affect the life
quality of patients and even endanger life safety, and we observed
weak signals among some GLP-1RAs. Regarding anxiety, we found
that in patients with DM, semaglutide and exenatide were related to
weak signals, and no similar signals were seen in weight-loss
population. As for depression, only semaglutide had a weak positive
signal in the DM population. Among other common antidiabetic
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medications, DPP-4 inhibitors were found with weak signals of
anxiety and depression. Both DPP-4 inhibitors and GLP-1RAs
belong to the category of incretin-based therapies, and although the
action mechanisms of GLP-1RAs and DPP-4 inhibitors are different,
their ultimate goal is the similar: to prolong the half-life of GLP-1 and
increase its activity. This suggests that DPP-4 inhibitors may also
influence psychoemotional responses through GLP-1RA-like effects.
In terms of suicide, there was still a positive signal for semaglutide, and
the signal seemed stronger for weight-loss than DM population.
Potential associations between semaglutide and suicidal ideation have
also been found in previous pharmacovigilance studies, and such
associations were not observed in dulaglutide and exenatide [55,
56]. Among antidiabetic drugs, metformin showed a stronger suicide
signal, which was in line with previous studies [55]. This indicated that
more attention was paid to whether metformin increased the risk of
suicide and that further studies were needed to investigate the rela-
tionships between metformin and suicide.

Semaglutide was associated with suicide more strongly in weight
control than DM groups, which may be because obese people with
larger doses of GLP-1RAs may lose more weight. Rapid weight loss
can elicit significant emotional, biological, and psychological
responses [32]. According to literature, GLP-1 can regulate neuro-
transmitter release (serotonin, dopamine, gamma-aminobutyric
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acid, and glutamate) to impact mood and psychology. GLP-1
receptors are found in emotion regulation areas such as the amyg-
dala, dorsal raphe, and hippocampus. Additionally, GLP-1RAs can
modulate CNS emotional responses by regulating taste and food-
related reward [57-59]. Some studies suggested that frequent gastro-
intestinal reactions related to GLP-1RAs may lead to mental and
psychological problems in patients [34], and the most significant
gastrointestinal risks were observed in patients receiving semaglutide
treatment [60]. This may explain why semaglutide had positive
signals in almost all these neuropsychiatric abnormalities.

While we have seen positive suicide signals for semaglutide,
particularly in the weight loss population, some real-world studies
found that there was no relationship between GLP-1RAs and mental
disorders [26, 37, 38, 61-64]; they even further pointed out that
GLP-1RAs had a protective effect on depression and suicidal behav-
iors [61, 64, 65]. A pharmacovigilance study concluded that the
combination of GLP-1RAs with other neuropsychiatric medications
did not increase suicide risks [38]. On January 11, 2024, the FDA
announced that no link was found between GLP-1RAs and the
occurrence of suicidal thoughts or behaviors [66].

There are some limitations to this study. First, FAERS-based
disproportionality analyses neither show causality nor quantify
risks but only count the strength of the association. Then, in the
FAERS database, it is not possible to know if patients had already
comorbid psychiatric disorders and to assess all the co-prescriptions
(that can also increase the risk of neuropsychiatric disorders). Finally,
reporting bias, such as underreporting or overreporting due to
varying levels of public awareness of medication side effects, espe-
cially in the context of the 78.6% of cases reported by non-healthcare
professionals and our inability to differentiate between whether or
not these reports were relevant to the litigation, could have intro-
duced a potential for bias and affected our interpretation of the
results. There are some strengths of this study. First, this study
included a large number of cases of neuropsychiatric AEs related
to GLP-1RAs, and second, the real data are a weakness in terms of
data quality but also a strength as there are no “restrictions” on who
receives the treatment, whereas randomized controlled trials have
numerous exclusion criteria. Therefore, any conclusions drawn from
pharmacovigilance analyses should be interpreted within the context
of these constraints, and extensive prospective studies will need to be
confirmed in the future.

Conclusions

In this study, we found, for the first time, positive signals for
GLP-1RAs with migraine, olfactory abnormalities, and sensory
abnormalities; we also observed positive suicide signals for sema-
glutide, especially in weight loss population. Among the common
GLP-1RAs, semaglutide had a relatively higher proportion of neuro-
psychiatric AEs, and essentially had positive and the strongest signals
across these wide range of neuropsychiatric abnormalities. GLP-1RA-
related neuropsychiatric AEs mostly reported within 30 days. Clin-
icians should continue to balance the benefits and risks associated with
GLP-1RAs with a patient-centered approach, which can be followed
up by improving baseline screening for diabetes- and obesity-related
neuropsychiatric abnormalities, enhancing regular follow-up and
increasing clinical vigilance for unusual neuropsychiatric mani-
festations.
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found at http://doi.org/10.1192/j.eurpsy.2024.1803.

https://doi.org/10.1192/j.eurpsy.2024.1803 Published online by Cambridge University Press

13

Data availability statement. The datasets generated and/or analyzed during
the current study are available in the U.S. FAERS database (https://fis.fda.gov/
extensions/FPD-QDE-FAERS/FPD-QDE-FAERS.html). The code generated
and/or analyzed in the current study is available from the corresponding author
on reasonable request.

Acknowledgements. Thanks to the U.S. FDA for providing a free source of
data for the study.

Author contribution. W.L.,, SW., and T.Y. designed the study and developed
the protocol. W.L. prepared the data, conducted the statistical analysis, and
made the figures and tables. S.W. conducted the literature search. W.L. and
S.W. wrote the first draft of the manuscript and accessed and verified the
underlying data reported in the manuscript. H.T., Y.L, T.Y., and
W.Z. contributed to the critical review, editing, and revision of the manuscript
for important intellectual content and approved the final version.

Financial support. This work is supported by funding from the CAMS
Innovation Fund for Medical Sciences (Grant No. 2021-12M-1-026).

Ethical standard. Ethical approval was not required as the study was con-
ducted using de-identified publicly available data.

Competing interest. The authors declare that they have no known competing
financial interests or personal relationships that could have appeared to influ-
ence the work reported in this paper.

References

[1] World Obesity Federation. World obesity atlas 2023. Available from:
https://data.worldobesity.org/publications/?cat=19  (accessed 2 June
2024).

Ong KL, Stafford LK, McLaughlin SA, Boyko EJ, Vollset SE, Smith AE,

et al. Global, regional, and national burden of diabetes from 1990 to 2021,

with projections of prevalence to 2050: a systematic analysis for the Global

Burden of Disease Study 2021. The Lancet. 2023;402:203—34. https://doi.

org/10.1016/50140-6736(23)01301-6.

Meier JJ. GLP-1 receptor agonists for individualized treatment of type

2 diabetes mellitus. Nat Rev Endocrinol. 2012;8:728—42. https://doi.org/

10.1038/nrendo.2012.140.

Food and Drug Administration. FDA approves first treatment to reduce

risk of serious heart problems specifically in adults with obesity or over-

weight; 8 March 2024. Available from: https://www.fda.gov/news-events/
press-announcements/fda-approves-first-treatment-reduce-risk-serious-

heart-problems-specifically-adults-obesity-or (accessed 2 June 2024).

Lamos EM, Malek R, Davis SN. GLP-1 receptor agonists in the treatment

of polycystic ovary syndrome. Expert Rev Clin Pharmacol. 2017;10:401-8.

https://doi.org/10.1080/17512433.2017.1292125.

Cena H, Chiovato L, Nappi RE. Obesity, polycystic ovary syndrome, and

infertility: a new avenue for GLP-1 receptor agonists. ] Clin Endocrinol

Metab. 2020;105:e2695-€2709. https://doi.org/10.1210/clinem/dgaa285.

[7] ZhaoX, Wang M, Wen Z, Lu Z, Cui L, Fu C, et al. GLP-1 receptor agonists:

beyond their pancreatic effects. Front Endocrinol. 2021;12:721135. https://

doi.org/10.3389/fend0.2021.721135.

Shetty R, Basheer FT, Poojari PG, Thunga G, Chandran VP, Acharya LD.

Adverse drug reactions of GLP-1 agonists: a systematic review of case

reports. Diabetes Metab Syndr. 2022;16:102427. https://doi.org/10.1016/j.

dsx.2022.102427.
[9] Kohenl, Lester P. Exenatide-induced depression in a geriatric patient. Int
Geriatr Psychiatry. 2008;23:443—4. https://doi.org/10.1002/gps.1937.

[10] LiJ-R, Cao J, Wei ], Geng W. Case report: semaglutide-associated depres-
sion: a report of two cases. Front Psychiatry. 2023;14:1238353. https://doi.
org/10.3389/fpsyt.2023.1238353.

[11] HeY,LiangF, WangY, WeiY, Ma T. Liraglutide-associated depression
in a patient with type 2 diabetes: A case report and discussion. Medicine
(Baltimore). 2024;103:€37928. https://doi.org/10.1097/MD.0000000000037928.

[12] European Medicine Agency. EMA statement on ongoing review of GLP-1
receptor agonists; 11 July 2023. Available from: https://www.ema.europa.

2

[3

[4

[5

[6

[8


http://doi.org/10.1192/j.eurpsy.2024.1803
https://fis.fda.gov/extensions/FPD-QDE-FAERS/FPD-QDE-FAERS.html
https://fis.fda.gov/extensions/FPD-QDE-FAERS/FPD-QDE-FAERS.html
https://data.worldobesity.org/publications/?cat=19
https://doi.org/10.1016/S0140-6736(23)01301-6
https://doi.org/10.1016/S0140-6736(23)01301-6
https://doi.org/10.1038/nrendo.2012.140
https://doi.org/10.1038/nrendo.2012.140
https://doi.org/https://www.fda.gov/news-events/press-announcements/fda-approves-first-treatment-reduce-risk-serious-heart-problems-specifically-adults-obesity-or
https://doi.org/https://www.fda.gov/news-events/press-announcements/fda-approves-first-treatment-reduce-risk-serious-heart-problems-specifically-adults-obesity-or
https://doi.org/https://www.fda.gov/news-events/press-announcements/fda-approves-first-treatment-reduce-risk-serious-heart-problems-specifically-adults-obesity-or
https://doi.org/10.1080/17512433.2017.1292125
https://doi.org/10.1210/clinem/dgaa285
https://doi.org/10.3389/fendo.2021.721135
https://doi.org/10.3389/fendo.2021.721135
https://doi.org/10.1016/j.dsx.2022.102427
https://doi.org/10.1016/j.dsx.2022.102427
https://doi.org/10.1002/gps.1937
https://doi.org/10.3389/fpsyt.2023.1238353
https://doi.org/10.3389/fpsyt.2023.1238353
https://doi.org/10.1097/MD.0000000000037928
https://www.ema.europa.eu/en/news/ema-statement-ongoing-review-glp-1-receptor-agonists
https://doi.org/10.1192/j.eurpsy.2024.1803

14

=
~

(14

[15

(16]

[17

[18

(19

[20]

[21

[22]

[23

[24

[25]

[26

27

eu/en/news/ema-statement-ongoing-review-glp-1-receptor-agonists
(accessed 2 June 2024).

Food and Drug Administration. Potential signals of serious risks/new
safety information identified by the FDA Adverse Event Reporting System
(FAERS); 21 June 2024. Available from: https://www.fda.gov/drugs/ques
tions-and-answers-fdas-adverse-event-reporting-system-faers/july-sep
tember-2023-potential-signals-serious-risksnew-safety-information-iden
tified-fda-adverse (accessed 2 June 2024).

Food and Drug Administration. Label for OZEMPIC; March 2022.
Available from: https://www.accessdata.fda.gov/drugsatfda_docs/labe-
1/2022/2096370rigls0

09IbL.pdf (accessed 2 June 2024).

Brierley DI, Holt MK, Singh A, de Araujo A, McDougle M, Vergara M,
et al. Central and peripheral GLP-1 systems independently suppress
eating. Nat Metab. 2021;3:258-73. https://doi.org/10.1038/s42255-021-
00344-4.

Kastin AJ, Akerstrom V. Entry of exendin-4 into brain is rapid but may be
limited at high doses. Int ] Obes Relat Metab Disord. 2003;27:313-8.
https://doi.org/10.1038/s.ij0.0802206.

Hunter K, Hélscher C. Drugs developed to treat diabetes, liraglutide and
lixisenatide, cross the blood brain barrier and enhance neurogenesis. BMC
Neurosci. 2012;13:33. https://doi.org/10.1186/1471-2202-13-33.

Rhea EM, Babin A, Thomas P, Omer M, Weaver R, Hansen K, et al. Brain
uptake pharmacokinetics of albiglutide, dulaglutide, tirzepatide, and
DAS5-CH in the search for new treatments of Alzheimer’s and Parkinson’s
diseases. Tissue Barriers. 2023:2292461. https://doi.org/10.1080/21688370.
2023.2292461.

Gabery S, Salinas CG, Paulsen SJ, Ahnfelt-Ronne ], Alanentalo T, Baquero
AF, et al. Semaglutide lowers body weight in rodents via distributed neural
pathways. JCI Insight. 2020;5:¢133429. https://doi.org/10.1172/jci.insight.
133429.

Wang B, An X, Shi X, Zhang ]. MANAGEMENT OF ENDOCRINE
DISEASE: suicide risk in patients with diabetes: a systematic review and
meta-analysis. Eur ] Endocrinol. 2017;177:R169-R181. https://doi.org/
10.1530/EJE-16-0952.

Nouwen A, Winkley K, Twisk J, Lloyd CE, Peyrot M, Ismail K, et al. Type
2 diabetes mellitus as a risk factor for the onset of depression: a systematic
review and meta-analysis. Diabetologia. 2010;53:2480-6. https://doi.
org/10.1007/s00125-010-1874-x.

Chireh B, Li M, D’Arcy C. Diabetes increases the risk of depression: a
systematic review, meta-analysis and estimates of population attributable
fractions based on prospective studies. Prev Med Rep. 2019;14:100822.
https://doi.org/10.1016/j.pmedr.2019.100822.

Luppino ES, De Wit LM, Bouvy PF, Stijnen T, Cuijpers P, Penninx BWJH,
et al. Overweight, obesity, and depression: a systematic review and meta-
analysis of longitudinal studies. Arch Gen Psychiatry. 2010;67:220. https://
doi.org/10.1001/archgenpsychiatry.2010.2.

Smith KJ, Béland M, Clyde M, Gariépy G, Pagé V, Badawi G, et al.
Association of diabetes with anxiety: a systematic review and meta-
analysis. ] Psychosom Res. 2013;74:89-99. https://doi.org/10.1016/j.jpsy-
chores.2012.11.013.

Amiri S, Behnezhad S. Obesity and anxiety symptoms: a systematic review
and meta-analysis. Neuropsychiatr. 2019;33:72-89. https://doi.org/10.1007/
540211-019-0302-9.

O’Neil PM, Aroda VR, Astrup A, Kushner R, Lau DCW, Wadden TA, et al.
Neuropsychiatric safety with liraglutide 3.0 mg for weight management:
results from randomized controlled phase 2 and 3a trials. Diabetes Obes
Metab. 2017;19:1529-36. https://doi.org/10.1111/dom.12963.

Sakaeda T, Tamon A, Kadoyama K, Okuno Y. Data mining of the public
version of the FDA Adverse Event Reporting System. Int ] Med Sci. 2013;
10:796-803. https://doi.org/10.7150/ijms.6048.

Zhou C, Peng S, Lin A, Jiang A, Peng Y, Gu T, et al. Psychiatric disorders
associated with immune checkpoint inhibitors: a pharmacovigilance ana-
lysis of the FDA Adverse Event Reporting System (FAERS) database.
eClinicalMedicine. 2023;59:101967. https://doi.org/10.1016/j.eclinm.2023.
101967.

https://doi.org/10.1192/j.eurpsy.2024.1803 Published online by Cambridge University Press

[29]

[30]

[31]

[32]

(33]

[34]

[35]

[36]

(37]

(38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

Luetal.

Banda JM, Evans L, Vanguri RS, Tatonetti NP, Ryan PB, Shah NH. A
curated and standardized adverse drug event resource to accelerate drug safety
research. Sci Data. 2016;3:160026. https://doi.org/10.1038/sdata.2016.26.
Almenoff]S, Pattishall EN, Gibbs TG, DuMouchel W, Evans SJW, Yuen N.
Novel statistical tools for monitoring the safety of marketed drugs. Clin
Pharmacol Ther. 2007;82:157-66. https://doi.org/10.1038/sj.clpt.6100258.
Novonordisk. 2023 annual report. Available from: https://www.novonor-
disk.com/content/dam/nncorp/global/en/investors/irmaterial/annual_
report/2024/novo-nordisk-annual-report-2023.pdf (accessed 4 June 2024).
Strumila R, Lengvenyte A, Guillaume S, Nobile B, Olie E, Courtet P. GLP-1
agonists and risk of suicidal thoughts and behaviours: confound by indi-
cation once again? A narrative review. Eur Neuropsychopharmacol. 2024;
87:29-34. https://doi.org/10.1016/j.euroneuro.2024.07.001.

Dubé JP, Smith MM, Sherry SB, Hewitt PL, Stewart SH. Suicide behaviors
during the COVID-19 pandemic: a meta-analysis of 54 studies. Psychiatry
Res. 2021;301:113998. https://doi.org/10.1016/j.psychres.2021.113998.
Chen W, Cai P, Zou W, Fu Z. Psychiatric adverse events associated with
GLP-1 receptor agonists: a real-world pharmacovigilance study based on
the FDA Adverse Event Reporting System database. Front Endocrinol.
2024;15:1330936. https://doi.org/10.3389/fend0.2024.1330936.

Tobaiqy M, Elkout H. Psychiatric adverse events associated with semaglu-
tide, liraglutide and tirzepatide: a pharmacovigilance analysis of individual
case safety reports submitted to the EudraVigilance database. Int J Clin
Pharm Net. 2024;46:488-95. https://doi.org/10.1007/s11096-023-01694-7.
Chiappini S, Vickers-Smith R, Harris D, Papanti Pelletier GD, Corkery JM,
Guirguis A, et al. Is there a risk for semaglutide misuse? Focus on the Food
and Drug Administration’s FDA Adverse Events Reporting System (FAERS)
pharmacovigilance dataset. Pharmaceuticals. 2023;16:994. https://doi.org/
10.3390/ph16070994.

Chen C, Zhou R, Fu F, Xiao J. Postmarket safety profile of suicide/self-
injury for GLP-1 receptor agonist: a real-world pharmacovigilance analysis.
Eur Psychiatry. 2023;66:€99. https://doi.org/10.1192/j.eurpsy.2023.2474.
Zhou ], Zheng Y, Xu B, Long S, Zhu L-E, Liu Y, et al. Exploration of the
potential association between GLP-1 receptor agonists and suicidal or self-
injurious behaviors: a pharmacovigilance study based on the FDA Adverse
Event Reporting System database. BMC Med. 2024;22:65. https://doi.
org/10.1186/512916-024-03274-6.

Klinitzke G, Steinig J, Blither M, Kersting A, Wagner B. Obesity and
suicide risk in adults — a systematic review. ] Affect Disord 2013;145:
277-84. https://doi.org/10.1016/j.jad.2012.07.010.

Branco JC, Motta ], Wiener C, Oses JP, Pedrotti Moreira F, Spessato B,
et al. Association between obesity and suicide in woman, but not in man: a
population-based study of young adults. Psychol Health Med. 2017;22:
275-81. https://doi.org/10.1080/13548506.2016.1164870.

Zhang Z, Zhang B, Wang X, Zhang X, Yang QX, Qing Z, et al. Olfactory
dysfunction mediates adiposity in cognitive impairment of type 2 diabetes:
insights from clinical and functional neuroimaging studies. Diabetes Care.
2019;42:1274-83. https://doi.org/10.2337/dc18-2584.

Sivakumar R, White ], Villwock J. Olfactory dysfunction in type II diabetes:
therapeutic options and lessons learned from other etiologies — a scoping
review. Prim Care Diabetes. 2022;16:543—8. https://doi.org/10.1016/j.
pcd.2022.05.003.

Bagnoli E, FitzGerald U. Mitral cells and the glucagon-like peptide 1 recep-
tor: the sweet smell of success? Eur ] Neurosci. 2019;49:422—-39. https://doi.
org/10.1111/ejn.14115.

Thiebaud N, Llewellyn-Smith IJ, Gribble F, Reimann F, Trapp S, Fadool
DA. The incretin hormone glucagon-like peptide 1 increases mitral cell
excitability by decreasing conductance of a voltage-dependent potassium
channel. J Physiol. 2016;594:2607-28. https://doi.org/10.1113/JP272322.
Fujita S, Ushio S, Ozawa N, Masuguchi K, Kawashiri T, Oishi R, et al.
Exenatide facilitates recovery from oxaliplatin-induced peripheral neur-
opathy in rats. PLoS One. 2015;10:¢0141921. https://doi.org/10.1371/jour-
nal.pone.0141921.

Fan H, Gong N, Li T-F, Ma A-N, Wu X-Y, Wang M-W, et al. The non-
peptide GLP-1 receptor agonist WB4-24 blocks inflammatory nociception
by stimulating -endorphin release from spinal microglia. Br ] Pharmacol.
2015;172:64-79. https://doi.org/10.1111/bph.12895.


https://www.ema.europa.eu/en/news/ema-statement-ongoing-review-glp-1-receptor-agonists
https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/july-september-2023-potential-signals-serious-risksnew-safety-information-identified-fda-adverse
https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/july-september-2023-potential-signals-serious-risksnew-safety-information-identified-fda-adverse
https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/july-september-2023-potential-signals-serious-risksnew-safety-information-identified-fda-adverse
https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/july-september-2023-potential-signals-serious-risksnew-safety-information-identified-fda-adverse
https://doi.org/https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/209637Orig1s009lbl.pdf
https://doi.org/https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/209637Orig1s009lbl.pdf
https://doi.org/https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/209637Orig1s009lbl.pdf
https://doi.org/10.1038/s42255-021-00344-4
https://doi.org/10.1038/s42255-021-00344-4
https://doi.org/10.1038/sj.ijo.0802206
https://doi.org/10.1186/1471-2202-13-33
https://doi.org/10.1080/21688370.2023.2292461
https://doi.org/10.1080/21688370.2023.2292461
https://doi.org/10.1172/jci.insight.133429
https://doi.org/10.1172/jci.insight.133429
https://doi.org/10.1530/EJE-16-0952
https://doi.org/10.1530/EJE-16-0952
https://doi.org/10.1007/s00125-010-1874-x
https://doi.org/10.1007/s00125-010-1874-x
https://doi.org/10.1016/j.pmedr.2019.100822
https://doi.org/10.1001/archgenpsychiatry.2010.2
https://doi.org/10.1001/archgenpsychiatry.2010.2
https://doi.org/10.1016/j.jpsychores.2012.11.013
https://doi.org/10.1016/j.jpsychores.2012.11.013
https://doi.org/10.1007/s40211-019-0302-9
https://doi.org/10.1007/s40211-019-0302-9
https://doi.org/10.1111/dom.12963
https://doi.org/10.7150/ijms.6048
https://doi.org/10.1016/j.eclinm.2023.101967
https://doi.org/10.1016/j.eclinm.2023.101967
https://doi.org/10.1038/sdata.2016.26
https://doi.org/10.1038/sj.clpt.6100258
https://doi.org/https://www.novonordisk.com/content/dam/nncorp/global/en/investors/irmaterial/annual_report/2024/novo-nordisk-annual-report-2023.pdf
https://doi.org/https://www.novonordisk.com/content/dam/nncorp/global/en/investors/irmaterial/annual_report/2024/novo-nordisk-annual-report-2023.pdf
https://doi.org/https://www.novonordisk.com/content/dam/nncorp/global/en/investors/irmaterial/annual_report/2024/novo-nordisk-annual-report-2023.pdf
https://doi.org/10.1016/j.euroneuro.2024.07.001
https://doi.org/10.1016/j.psychres.2021.113998
https://doi.org/10.3389/fendo.2024.1330936
https://doi.org/10.1007/s11096-023-01694-7
https://doi.org/10.3390/ph16070994
https://doi.org/10.3390/ph16070994
https://doi.org/10.1192/j.eurpsy.2023.2474
https://doi.org/10.1186/s12916-024-03274-6
https://doi.org/10.1186/s12916-024-03274-6
https://doi.org/10.1016/j.jad.2012.07.010
https://doi.org/10.1080/13548506.2016.1164870
https://doi.org/10.2337/dc18-2584
https://doi.org/10.1016/j.pcd.2022.05.003
https://doi.org/10.1016/j.pcd.2022.05.003
https://doi.org/10.1111/ejn.14115
https://doi.org/10.1111/ejn.14115
https://doi.org/10.1113/JP272322
https://doi.org/10.1371/journal.pone.0141921
https://doi.org/10.1371/journal.pone.0141921
https://doi.org/10.1111/bph.12895
https://doi.org/10.1192/j.eurpsy.2024.1803

European Psychiatry

(47]

[48

[49

o
=

o
N

(53]

(54

)
)

o
>

(57]

Bonomo R, Kramer S, Aubert VM. Obesity-associated neuropathy: recent
preclinical studies and proposed mechanisms. Antioxid Redox Signal.
2022;37:597-612. https://doi.org/10.1089/ars.2021.0278.

Silberstein SD. Migraine. Lancet. 2004;363:381-91. https://doi.org/10.1016/
S0140-6736(04)15440-8.

Tian S, Cheng Z, Zheng H, Zhong X, Yu X, Zhang J, et al. Interaction
between diabetes and body mass index on severe headache or migraine in
adults: a cross-sectional study. BMC Geriatr. 2024;24:76. https://doi.
org/10.1186/s12877-024-04657-3.

Westgate CSJ, Israelsen IME, Jensen RH, Eftekhari S. Understanding the
link between obesity and headache — with focus on migraine and idio-
pathic intracranial hypertension. ] Headache Pain. 2021;22:123. https://
doi.org/10.1186/s10194-021-01337-0.

Aamodt AH, Stovner LJ, Midthjell K, Hagen K, Zwart ] -A. Headache
prevalence related to diabetes mellitus. The Head-HUNT study. Euro |
Neurol. 2007;14:738—44. https://doi.org/10.1111/j.1468-1331.2007.01765.x.
Islam MR, The International Headache Genetics Consortium (IHGC),
Nyholt DR. Genetic overlap analysis identifies a shared etiology between
migraine and headache with type 2 diabetes. Genes. 2022;13:1845. https://
doi.org/10.3390/genes13101845.

Gao L, Yu S, Cipriani A, Wu S, Huang Y, Zhang Z, et al. Neurological
manifestation of incretin-based therapies in patients with type 2 diabetes: a
systematic review and network meta-analysis. Aging Dis. 2019;10:1311—
19. https://doi.org/10.14336/AD.2019.0303.

Rajput R, Pathak V, Yadav PK, Mishra S. Dulaglutide-induced cerebral
venous thrombosis in a patient with type 2 diabetes mellitus. BMJ Case
Reports. 2018:bcr-2018-226346. https://doi.org/10.1136/bcr-2018-226346.
Guirguis A, Chiappini S, Papanti PGD, Vickers-Smith R, Harris D, Cor-
kery JM, et al. Exploring the association between suicidal thoughts, self-
injury, and GLP-1 receptor agonists in weight loss treatments: insights
from pharmacovigilance measures and unmasking analysis. Eur Neurop-
sychopharmacol. 2024;82:82-91. https://doi.org/10.1016/j.euroneuro.2024.
02.003.

Ruggiero R, Mascolo A, Spezzaferri A, Carpentieri C, Torella D, Sportiello
L, et al. Glucagon-like peptide-1 receptor agonists and suicidal ideation:
analysis of real-word data collected in the European pharmacovigilance
database. Pharmaceuticals (Basel). 2024;17:147. https://doi.org/10.3390/
ph17020147.

Van Bloemendaal L, IJzerman RG, Ten Kulve JS, Barkhof F, Konrad RJ,
Drent ML, et al. GLP-1 receptor activation modulates appetite- and
reward-related brain areas in humans. Diabetes. 2014;63:4186-96. https://
doi.org/10.2337/db14-0849.

https://doi.org/10.1192/j.eurpsy.2024.1803 Published online by Cambridge University Press

[60]

(61]

[65]

[66]

15

Monney M, Jornayvaz FR, Gariani K. GLP-1 receptor agonists effect on
cognitive function in patients with and without type 2 diabetes. Diabetes
Metab. 2023;49:101470. https://doi.org/10.1016/j.diabet.2023.101470.
Kim Y-K, Kim OY, Song J. Alleviation of depression by glucagon-like
peptide 1 through the regulation of neuroinflammation, neurotransmit-
ters, neurogenesis, and synaptic function. Front Pharmacol. 2020;11:1270.
https://doi.org/10.3389/fphar.2020.01270.

Liu L, Chen J, Wang L, Chen C, Chen L. Association between different
GLP-1 receptor agonists and gastrointestinal adverse reactions: a real-
world disproportionality study based on FDA Adverse Event Reporting
System database. Front Endocrinol. 2022;13:1043789. https://doi.org/10.3389/
fendo.2022.1043789.

Wang W, Volkow ND, Berger NA, Davis PB, Kaelber DC, Xu R.
Association of semaglutide with risk of suicidal ideation in a real-world
cohort. Nat Med. 2024;30:168-76. https://doi.org/10.1038/s41591-023-
02672-2.

Gamble J-M, Chibrikov E, Midodzi WK, Twells LK, Majumdar SR.
Examining the risk of depression or self-harm associated with incretin-
based therapies used to manage hyperglycaemia in patients with type
2 diabetes: a cohort study using the UK Clinical Practice Research Data-
link. BMJ Open. 2018;8:€023830. https://doi.org/10.1136/bmjopen-2018-
023830.

Mclntyre RS, Mansur RB, Rosenblat JD, Kwan ATH. The association
between glucagon-like peptide-1 receptor agonists (GLP-1 RAs) and
suicidality: reports to the Food and Drug Administration Adverse Event
Reporting System (FAERS). Expert Opin Drug Saf. 2024;23:47-55. https://
doi.org/10.1080/14740338.2023.2295397.

Tsai W-H, Sung F-C, Chiu L-T, Shih Y-H, Tsai M-C, Wu S-I. Decreased
risk of anxiety in diabetic patients receiving glucagon-like peptide-1
receptor agonist: a nationwide population-based cohort study. Front
Pharmacol. 2022;13:765446. https://doi.org/10.3389/fphar.2022.765446.
Nassar M, Misra A, Bloomgarden Z. Impact of treatment with GLP-1RAs
on suicide attempts in adults persons with type 2 diabetes: a retrospective
comparative effectiveness study based on a global TriNetX health
research database. ] Diabetes. 2024;16:e13547. https://doi.org/10.1111/
1753-0407.13547.

FDA. Update on FDA’s ongoing evaluation of reports of suicidal thoughts
or actions in patients taking a certain type of medicines approved for type
2 diabetes and obesity; 30 January 2024. Available from: https://www.fda.
gov/drugs/drug-safety-and-availability/update-fdas-ongoing-evaluation-
reports-suicidal-thoughts-or-actions-patients-taking-certain-type
(accessed 2 June 2024).


https://doi.org/10.1089/ars.2021.0278
https://doi.org/10.1016/S0140-6736(04)15440-8
https://doi.org/10.1016/S0140-6736(04)15440-8
https://doi.org/10.1186/s12877-024-04657-3
https://doi.org/10.1186/s12877-024-04657-3
https://doi.org/10.1186/s10194-021-01337-0
https://doi.org/10.1186/s10194-021-01337-0
https://doi.org/10.1111/j.1468-1331.2007.01765.x
https://doi.org/10.3390/genes13101845
https://doi.org/10.3390/genes13101845
https://doi.org/10.14336/AD.2019.0303
https://doi.org/10.1136/bcr-2018-226346
https://doi.org/10.1016/j.euroneuro.2024.02.003
https://doi.org/10.1016/j.euroneuro.2024.02.003
https://doi.org/10.3390/ph17020147
https://doi.org/10.3390/ph17020147
https://doi.org/10.2337/db14-0849
https://doi.org/10.2337/db14-0849
https://doi.org/10.1016/j.diabet.2023.101470
https://doi.org/10.3389/fphar.2020.01270
https://doi.org/10.3389/fendo.2022.1043789
https://doi.org/10.3389/fendo.2022.1043789
https://doi.org/10.1038/s41591-023-02672-2
https://doi.org/10.1038/s41591-023-02672-2
https://doi.org/10.1136/bmjopen-2018-023830
https://doi.org/10.1136/bmjopen-2018-023830
https://doi.org/10.1080/14740338.2023.2295397
https://doi.org/10.1080/14740338.2023.2295397
https://doi.org/10.3389/fphar.2022.765446
https://doi.org/10.1111/1753-0407.13547
https://doi.org/10.1111/1753-0407.13547
https://www.fda.gov/drugs/drug-safety-and-availability/update-fdas-ongoing-evaluation-reports-suicidal-thoughts-or-actions-patients-taking-certain-type
https://www.fda.gov/drugs/drug-safety-and-availability/update-fdas-ongoing-evaluation-reports-suicidal-thoughts-or-actions-patients-taking-certain-type
https://www.fda.gov/drugs/drug-safety-and-availability/update-fdas-ongoing-evaluation-reports-suicidal-thoughts-or-actions-patients-taking-certain-type
https://doi.org/10.1192/j.eurpsy.2024.1803

	Neuropsychiatric adverse events associated with Glucagon-like peptide-1 receptor agonists: a pharmacovigilance analysis of the FDA Adverse Event Reporting System database
	Background
	Methods
	Data source
	Data processing procedure
	Descriptive analysis and time-to-onset analysis
	Disproportionality analysis

	Results
	Descriptive analysis
	Disproportionality analysis
	Neuropsychiatric AE profiles with other drugs based on indication
	The time-to-onset analysis

	Discussion
	Conclusions
	Supplementary material
	Data availability statement
	Acknowledgements
	Author contribution
	Financial support
	Ethical standard
	Competing interest
	References


