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Parkinson's Disease-related psychosis, known 
to be associated with increase in morbidity and 
mortality, had no FDA-approved treatment until 
approval of pimavanserin in 2016. The most 
common reported adverse effects of 
pimavanserin-treated patients are nausea, 
peripheral edema, confusion, constipation, 
prolonged QT interval and gait disturbances. 

79-year-old male with PMH of Parkinson's 
Disease-related psychosis, pre-diabetes 
presented with AMS and acute hypoxemic 
respiratory failure. Patient's wife reported 
tongue and lip swelling on presentation. 
Pimavanserin was recently started outpatient for 
treatment of Parkinson's related psychosis. 
Home medications were reconciled and none 
had a clear link to angioedema; physical exam 
with clear lung fields and unremarkable blood 
work. CT Head showed mild chronic 
microvascular changes and chest x-ray was 
unremarkable, ruling out pulmonary causes of 
hypoxemia. ENT was consulted and indirect 
laryngoscopy was unsuccessful due to patient 
agitation. Patient was admitted to hospitalist 
service for suspicion of Pimavanserin-related 
angioedema and the medication was held. 
Neurology was consulted and agreed to hold 
pimavanserin. Supportive treatment with oxygen 
therapy was initiated that led to clinical 
improvement.

This case describes a rare presentation of 
pimavanserin related side effect, angioedema. 

Most antipsychotics’ mechanism of action involve 
dopamine receptors. Pimavanserin has a unique 
mechanism of action with no affinity for dopamine 
receptors and is a combination of inverse agonist 
and antagonist activity at the serotonin 2A receptors. 
This offers advantages in regards to the potential 
worsening of motor symptoms in Parkinson’s 
disease. It is not recommended to use pimavanserin 
with CKD IV or hepatic impairment. Coadministration 
of pimavanserin and strong CYP3A4 inhibitors 
increases the plasma concentration of pimavanserin. 
This drug significantly reduced PD-associated 
psychotic symptoms compared with placebo in 
clinical studies and is the only FDA-approved 
treatment for this condition. Angioedema is listed as 
a potential adverse effect of pimavanserin on the 
package insert. However, there have been no 
reports of angioedema as an adverse event in any of 
the pimavanserin clinical trials in PD psychosis. This 
is the first case in literature to report such a rare 
adverse effect.

Cusick E, Gupta V. Pimavanserin. [Updated 2023 May 1]. 
In: StatPearls [Internet]. Treasure Island (FL): StatPearls 
Publishing; 2024 Jan-. Available from: 
https://www.ncbi.nlm.nih.gov/books/NBK557712/

Heim B, Peball M, Krismer F, Djamshidian A, Seppi K. 
Pimavanserin: A Truly Effective Treatment for Parkinson's 
Disease Psychosis? A Review of Interventions. 
Neuropsychiatr Dis Treat. 2023 May 30;19:1303-1312. 
doi: 10.2147/NDT.S371641. PMID: 37274140; PMCID: 
PMC10239266.

https://www.google.com/url?q=https://www.ncbi.nlm.nih.gov/books/NBK557712/&sa=D&source=editors&ust=1712113388315796&usg=AOvVaw2ouuF-Enqc2HW-ezTzjqdF

