Efficacy and safety of pimavanserin in patients with Alzheimer’s dementia psychosis in the HARMONY phase 3, randomized
discontinuation study: post hoc subgroup analysis
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E METHODS Hospitalization for worsening dementia-related psychosis 130/214 41/214 Time since baseline, weeks
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e The HARMONY study design and primary results in the overall dementia-related psychosis (DRP) population have been previously published? Table 1. Baseline Demographics and Characteristics into DB Phase into DB Phase
e Patients with dementia and moderate-to-severe psychosis were eligible
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e At screening, investigators reported on the duration of cognitive impairment and rated the severity of dementia (mild, moderate, or severe) for each patient Age range, years (min, max) 53, 90 Figure 3. Psychosis Relapse Risk with Pimavanserin vs Placebo Figure 5. MMSE Mean (SE) Score Change From Baseline in OL and DB
e The primary endpoint was time from randomization to relapse during the double-blind period; relapse criteria were centrally assessed and were defined as meeting >1 of 4 criteria (Figure 1) Female, n (%) , 162 (66.7) Ny
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e The study was powered to evaluate efficacy in the overall DRP population as a unitary construct; it was not powered to demonstrate statistical significance in subgroups such as ADP Moderate 176 (72.4) 2 . é’ Ueg :
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e Time from randomization to relapse of psychosis was analyzed using a Cox regression model in those ADP patients who were stabilized on 34 mg prior to randomization and then randomized MMSE total score, mean (SE 16.0 (0.30) a |- |
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to stay on pimavanserin 34 mg or placebo CGI-S score, mean (SE) 4.8 (0.04) :.’ HR 0.47 (Cl: 0.179—1.214; 2-sided P=0.118) g :
e [Efficacy analyses included patients at the interim analysis (IA); safety analyses included all treated patients SAPS-H+D, mean (SE) 23.9 (0.56) a 047 o 0.5 |
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e At baseline, mean age in the pimavanserin 34 mg group was 75.7 years; mean MMSE score was 16.0 (Table 1) Patients censored from survival analysis, n (%) 45 (76.3) 51 (89.5) s
Efficacy Completed week 26 without a relapse, n (%) 18 (30.5) 22 (38.0)
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e Twenty-nine patients were discontinued from the study by the sponsor; of the remaining 214 ADP patients, 130 (60.7%) met response criteria at weeks 8 and 12 and were randomized (Figure 2) Ongoing at the time of database cutoff, n (%) 21 (35.6) 24 (42.1) OL, open-label: DB, double-blind; SE, standard error; MMSE, mini-mental status exarm,
® At the |nter|m analyS|S (lA), 1 16 ADP pa'“ents were random|zed to p|mavanser|n 84 mg (N:57) or placebo (N:59) (Table 2) Efficacy data reflect the intent-to-treat analysis set at the time of the interim analysis (N=116). Twenty-nine patients were terminated, based on recommendation by the Data Safety Monitoring Board for positive
efficacy. These 29 patients were not part of the efficacy analysis.
e The hazard ratio for psychosis relapse risk was 0.466 (95% ClI: 0.179, 1.214) for pimavanserin 34 mg versus placebo and demonstrated a relapse risk reduction of 53%; 6/57 (10.5%)
pimavanserin-treated and 14/59 (23.7%) placebo-treated patients met relapse criteria (Figure 3) Table 3. Overall Summary of Treatment-Emergent Adverse Events
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e TEAE incidence rates: DB-pimavanserin 34 mg, 39.7% (25/63); DB-placebo, 34.3% (23/67) (Table 3) Pi:\avanserin 34 mg ST Pimavanserin 34 mg e CONCLUSIONS
e Pimavanserin was not associated with extrapyramidal symptoms as assessed by Extrapyramidal Symptom Rating Scale-Abbreviated (ESRS-A) score (Figure 4) or have a negative effect TEAES, n (%) (N=243) (N=67) (N=63)
on Mini-Mental State Examination (Figure 5) change from baseline versus placebo in the DB period, suggesting no worsening of motor or cognitive function. Any TEAE 72 (29.6) 23 (34.3) 25 (39.7) °® |n ’[h|s pOS’[ hOC SUbg rOup ana‘ySB, a rObUSt redUCthﬂ N the r|Sk Of re|apse was Obser\/ed IN pa’“ents trea’[ed
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