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 Comparable Products   Preferred Drug List Status 
 Clozapine                          Preferred                               
 Quetiapine     Preferred 
 

Pharmacology:   Pimavanserin, the active ingredient of Nuplazid®, is an atypical antipsychotic. The mechanism of 
action for its approved indication is not known; however, it is thought to be mediated through a combination of 
inverse agonist and antagonist activity at serotonin 5-HT2A receptors and to a lesser extent at serotonin 5-HT2C 
receptors. 

Indications and Usage:  For the treatment of hallucinations and delusions associated with Parkinson’s disease 
psychosis. 

There is no pregnancy category with this product; however, the risk summary indicates there are no data on use in 
pregnant women that would allow assessment of the drug-associated risk of major congenital malformations or 
miscarriage. The safety and efficacy of use in the pediatric population have not been established.  

Dosage Forms:   Coated-Tablets: 17mg 

Recommended Dosage:   Take 2 tablets once daily, with or without food. 

Dose adjustments are not required for mild to moderate renal impairment; however, use is not recommended in 
patients with severe renal impairment. Use is not recommended with hepatic impairment. 

Drug Interactions: If used concomitantly with strong CYP3A4 inhibitors (e.g. itraconazole, ketoconazole, 
clarithromycin, indinavir), the recommended Nuplazid® dose is 17mg QD. It is recommended to monitor for reduced 
Nuplazid® efficacy if used concomitantly with strong CYP3A4 inducers (e.g. rifampin, carbamazepine, phenytoin, St 
John’s wort). Furthermore, an increase in Nuplazid® dose may be required. Finally, it is recommended to avoid the 
concomitant use of Nuplazid® with other drugs known to prolong the QT interval (e.g. Class IA antiarrhythmics, Class 
3 antiarrhythmics, antipsychotics, and antibiotics such as gatifloxacin and moxifloxacin). 

Common Adverse Drug Reactions:   Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Nuplazid®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was 
the same as or that the active drug was less than its comparator. The most frequently reported adverse events 
included nausea (3%), constipation (1%), peripheral edema (5%), gait disturbance (˃1%), hallucination (2%), and 
confusional state (3%). 
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Nuplazid® has a box warning regarding an increased risk of death in elderly patients with dementia-related psychosis 
when treated with antipsychotic drugs. Nuplazid® is not approved for the treatment of patients with dementia-
related psychosis unrelated to the hallucinations and delusions associated with Parkinson’s disease psychosis. 

Nuplazid® prolongs the QT interval. It is recommended to avoid Nuplazid® use in patients with known QT 
prolongation or in combination with other drugs known to prolong the QT interval. Furthermore, Nuplazid® should 
be avoided in patients with a history of cardiac arrhythmias, as well as other circumstances that may increase the 
risk of the occurrence of torsade de pointes and/or sudden death, including symptomatic bradycardia, hypokalemia 
or hypomagnesemia, and the presence of congenital prolongation of the QT interval.  

Contraindications:    There are currently no contraindications listed with this product. 

Manufacturer:   Acadia Pharmaceuticals 

Analysis:   The safety and efficacy of Nuplazid® were assessed in a randomized, placebo-controlled, parallel-group, 
6-week study that included patients (N=199) diagnosed with Parkinson’s disease (PD) and had psychotic symptoms 
(hallucinations and/or delusions) that started after the PD diagnosis. These psychotic symptoms were severe and 
frequent enough to warrant treatment with an antipsychotic. The PD-adapted Scale for the Assessment of Positive 
Symptoms (SAPS-PD), a 9-item scale adapted for PD from the Hallucinations and Delusions domains of the SAPS, 
was used to assess the efficacy of Nuplazid®. The primary outcome was based on the change from baseline to week 
6 in SAPS-PD total score.  (A negative change in scores indicates improvement.) 

Results suggested that Nuplazid® was statistically superior to placebo for reducing the frequency and/or severity of 
hallucinations and delusions in patients with PD psychosis per the SAPS-PD scale. The table below, adapted from the 
prescribing information, illustrates the results. 

 Nuplazid® Placebo 

SAPS-PD 

Mean baseline Score 15.9 14.7 

Least Square Mean Change from Baseline -5.79 -2.73 

Placebo-subtracted difference -3.06 

SAPS-PD: Hallucinations 

Mean baseline Score 11.1 10.0 

Least Square Mean Change from Baseline -3.81 -1.80 

Placebo-subtracted difference -2.01 

SAPS-PD: Delusions 

Mean baseline Score 4.8 4.8 

Least Square Mean Change from Baseline -1.95 -1.01 

Placebo-subtracted difference -0.94 

At the end of week 6, the following proportion of patients had SAPS-PD Score improvement with Nuplazid® vs 
placebo: ≥1-point response (73.7% vs 55.6%); ≥3-point response (65.3% vs 42.2%); ≥5-point response (53.7% vs 
33.3%); ≥7-point response (41.1% vs 26.7%); ≥10-point response (33.7% vs 16.7%); complete response (13.7% vs 
1.1%); and worsened or no change (26.3% vs 44.4%). 

In the clinical trial, Nuplazid® did not have an effect compared to placebo on motor function, per the Unified 
Parkinson’s Disease Rating Scale Parts II and III (UPDRS II+III). A negative change in score indicates improvement. The 
motor function change from baseline to week 6 in UPDRS Parts II + III was -1.4 with Nuplazid® vs -1.7 with placebo. 

Place in Therapy:  Pimavanserin (Nuplazid®) is an atypical antipsychotic indicated for the treatment of hallucinations 
and delusions associated with Parkinson’s disease psychosis. It is the first drug FDA approved with this indication, 
and was demonstrated to be effective as compared with placebo. Unlike other antipsychotic medications, 
pimavanserin is not a potent dopamine antagonist and is therefore not associated with substantial extrapyramidal 
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symptoms. Nuplazid® does prolong the QT interval and thus should be avoided in certain populations, including 
those taking other drugs known to prolong the QT interval. 

There are no head to head trials currently that demonstrate that Nuplazid® is safer or more effective than the 
currently available, more cost effective medications; however, it is the only FDA approved drug with this particular 
indication. It is therefore recommended that Nuplazid® remain non-preferred and require prior authorization for 
review of diagnosis. 

PDL Placement:        Preferred 
    Non-Preferred 
    Preferred with Conditions 
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