Pimavanserin: A life saviour for Parkinson’s Psychosis patients
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Abstract: Parkinson's psychosis refers to psychotic symptoms such as illusions, hallucinations, and delusions that are frequently referred to as 'positive,' meaning a benefit. Quetiapine was the most commonly used initial atypical antipsychotic medicine for therapy, followed by Risperidone, Olanzapine, Aripiprazole, and other atypical antipsychotics. According to new research, Pimavanserin may surpass other therapy for older people with Parkinson's disease (PD) psychosis. Pimavanserin is a powerful inverse agonist with a preference for 5-HT2A receptors over 5-HT2C receptors and no functional activity at a number of G-Protein coupled receptors GPRCs such as dopaminergic, muscarinic, adrenergic, and histaminergic receptors. Pimavanserin had a relative protective effect in 85 percent of the study group of PD patients living in the community.

Dear Editor,
Parkinson’s Psychosis refers to Symptoms of psychosis, such as illusions, hallucinations, and delusions, which are often referred to as 'positive,' implying a gain. In contrast to 'negative' indications of deficiency, there is an increase in the function of brain activity (1). Parkinson’s psychosis, from a pharmaceutical approach, most likely signifies an imbalance in the brain's dopamine and serotonin systems. The most frequent initial atypical antipsychotic drugs were Quetiapine, followed by Risperidone, Olanzapine, Aripiprazole, and other atypical antipsychotics. According to recent research, Pimavanserin may have a mortality benefit over alternative therapies for older persons with Parkinson's disease (PD) psychosis (2). Clozapine and pimavanserin offer the strongest evidence of effectiveness in PD psychosis for individuals without significant cognitive impairment. Rivastigmine was observed to lower the Neuropsychiatric Inventory score in individuals with cognitive impairment and visual hallucinations (1). Pimavanserin (NuplazidTM) is a new drug with strong nanomolar affinity for 5-HT2A and 5-HT2C receptors (Ki = 0.4 nM and 16 nM, respectively). Pimavanserin has a stronger selectivity for 5-HT2A receptors than 5-HT2C receptors and no functional activity at a variety of G-Protein coupled receptors GPRCs including dopaminergic, muscarinic, adrenergic, and histaminergic receptors (3). Pimavanserin is a potent inverse agonist, which works similarly to an agonist in that it binds to the same receptor as an agonist but has the opposite effect. While typical antagonists block the effects of binding agonists, inverse agonists diminish the receptor's baseline activity (4). According to a study done by Jessie Sellers et al, after initiating pimavanserin medication, 69 of the 91 patients (76 percent) had reduced psychotic symptoms. The same study suggests of only nine (50%) of the 18 patients (20%) who stopped using pimavanserin and tried another antipsychotic were successful (four with quetiapine, four with clozapine, and one with olanzapine). Parkinson's disease (PD) and dementia with Lewy bodies (DLB) are two distinct illnesses with overlapping symptoms caused by the presence of Lewy body inclusions. Historically, pimavanserin has been examined in patients with Parkinson's disease psychosis, however, the same pathophysiology of PD and DLB suggest that pimavanserin may be effective in individuals with DLB psychosis (5).  Pimavanserin and its primary active N-demethylated metabolite AC-279 had a time to maximum plasma concentration of six hours (range, four to 24 hours) and mean plasma half-lives of approximately 57 hours for pimavanserin and 200 hours for AC-279. When high-fat meals were consumed, the maximum plasma concentration and area under the curve were reduced by 9% and increased by 8%, respectively (6).  Pimavanserin, at a total daily dose of 34 mg (divided into 17 mg twice daily), is effective in treating psychosis (hallucinations and delusions) in Parkinson's disease patients. When pimavanserin is used with a CYP450 inhibitor or inducer, dose adjustments may be necessary. Patients with mild to severe renal impairment require no dosage adjustments (7). When comparing patients on pimavanserin to placebo groups, the most prevalent adverse events were peripheral edema and confusion (8). Other significant adverse medication reactions included an increased risk of falling, gait instability, somnolence, urinary tract infections, hallucinations, and constipation. Pimavanserin is safe to use in people taking carbidopa/levodopa because no major drug interactions were found (9). Pimavanserin is labeled with a black box warning because it increases mortality in older patients with dementia-related psychosis, and doctors should be careful when prescribing pimavanserin with other medications that prolong QT-interval (7). The relative protective effect of pimavanserin was observed in 85 percent of the study population of PD patients living in the community but not in the 15 percent of patients living in nursing homes. The causes for the disparity in outcomes between nursing home and community patients remain unknown (2).
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