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L urasidone is a second-generation 
antipsychotic with US Food and 
Drug Administration–approved 

indications for schizophrenia and 
bipolar I depression.1 Glucagon-like 
peptide-1 receptor agonists (GLP- 
1RAs) are being increasingly 
prescribed for weight loss, with nausea 
and vomiting being common limiting 
side effects.2 Compared to other 
weight-loss medications, GLP-1RAs 
show the most evidence in treating 
antipsychotic-induced weight gain.3 In 
this case report, we describe a potential 
drug interaction between lurasidone 
and semaglutide causing new 
intolerable nausea following 
lurasidone administration. 

Case Report 
A 35-year-old woman with a 

history of bipolar II disorder, 
posttraumatic stress disorder, atrial 
fibrillation, asthma, prediabetes, 
and hypertension was prescribed 
lamotrigine 400 mg daily, gabapentin 
1,200 mg daily, and quetiapine 
300 mg nightly. Upon initiating 
quetiapine, she noticed increased 
impulsive eating and weight gain. She 
was switched to lurasidone 40 mg daily 
with food and noticed improvement in 
mood with good tolerability. She was 
then titrated to 80 mg daily over 
3 months with no adverse effects. Two 
days prior to titration to 80 mg, she 
was prescribed semaglutide 0.25 mg 
subcutaneously weekly for weight loss 
by another provider. 

During month 2 of concurrent 
semaglutide and lurasidone, 
lurasidone was titrated to 120 mg 
daily, while semaglutide was dosed 
at 1 mg weekly. She endorsed mild 
nausea thought to be due to 
semaglutide. During month 3 of 
semaglutide and lurasidone treatment, 

Figure 1. 
Timeline of Medication Changes, Adverse Effects, and 
Monitoring Parameters 
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she continued to endorse nausea but 
to a lesser extent; she continued to 
have mood symptoms, and lurasidone 
was increased to 160 mg daily. After 
13 days, she reported intolerable 
nausea 1 hour after taking lurasidone 
160 mg while on semaglutide 1.7 mg 
weekly. The psychiatry provider 
recommended splitting lurasidone 
dosing to 80 mg twice daily. This did 
not alleviate nausea, and lurasidone 
was decreased to 120 mg daily; 
semaglutide was given at 2.4 mg 
weekly. During month 5 of 
semaglutide and lurasidone treatment, 
she endorsed continued nausea 1 hour 
after taking lurasidone, now at 80 mg 
every other day. Nausea did not occur 
on days she did not take lurasidone. 
She endorsed the same quantity and 
quality of food regardless of taking 
lurasidone. Due to intolerable nausea, 
she was switched back to quetiapine 
200 mg. She endorsed good efficacy 
from quetiapine with remission of 
nausea after stopping lurasidone and 
continued semaglutide 2.4 mg weekly. 
Figure 1 provides the timeline of 
medication changes, adverse effects, 
and monitoring parameters. 

Discussion 
From our literature search, this is 

the first report describing new-onset 
intolerable nausea from lurasidone 
in the setting of semaglutide 
initiation and may suggest a drug 
interaction between the 
2 medications that has yet been 
documented in the literature. The 
patient had been stable on lurasidone 
without side effects, but it was not 
until the initiation of semaglutide that 
she began to develop intolerable 
nausea, even at doses of lurasidone 
previously tolerated. 

Both medications have shown 
higher incidences of nausea compared 
to placebo in clinical trials. The 
incidence of nausea for lurasidone in 
bipolar disorder trials was pooled at 
14% for 20–120 mg daily compared to 
8% in placebo.1 The incidence of 
nausea in weight loss trials for 
semaglutide 2.4 mg weekly was 
44% versus 16% for placebo.4 

Studies in mice receiving 
semaglutide show increased dopamine 
signaling in the ventral tegmental 
area.5 Lurasidone is theorized to cause 
nausea due to partial—rather than 
full—agonism of 5-HT1a receptors 
with decreased D2 receptor 
antagonism at doses lower than 
160 mg daily.6 We theorize that 
increased dopamine release from 
semaglutide, with lurasidone’s reduced 
partial agonist activity at 5-HT1a 

receptors, may have contributed to 
the unremitting nausea. 

Conclusion 
Due to the rise in GLP-1RA 

prescribing for weight loss, we 
recommend clinicians be vigilant 
regarding unremitting nausea/vomiting 
that occurs with lurasidone and possibly 
other second-generation antipsychotics 
upon initiation of GLP-1RAs. 
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