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INTRODUCTION RESULTS

A therapy that slows symptom progression represents an important unmet need in PDP' . . , , , , , , : : : : : :
One approach for demonstrating this is a delayed-start trial, which uses a 2-part design to distinguish between a possible effect on symptom Main exploratory endpoint: Figure 2. Main Exploratory Endpoint: Estimated Treatment Difference in SAPS-PD Score Change From Baseline at Figure 3. Secondary Exploratory Endpoint: SAPS-PD Symptom Trajectory Slopes, Piecewise Weeks 0-6 (RCT) and

progression vs symptomatic benefit alone’ SAPS-PD at week 10, estimated Week 10, Stratified by PDP Duration® (A) <6 Months (n=21) vs 26 Months (n=150) or (B) <12 Months (n=47) vs Weeks 6-10 (OLE), by PDP Duration?® of <6 Months (n=21) vs 26 Months (n=150) (ITT Population)®

We simulated a post hoc delayed-start—type approach to explore whether pimavanserin has an impact on PDP symptom trajectory over an treatment difference 212 Months (n=124) (ITT Population)® PDP Duration <6 Months PDP Duration =6 Months

observed study window of 10 weeks . PDP duration <6 months: SAPS-PD score A Worsening
This exploratory analysis could inform the design of a true delayed-start trial, which may help to guide when in the course of PDP changes from baseline at week 10 were PDP Duration <6 Months PDP Duration 26 Months

pimavanserin shoulid be initiatec numerica”y greater in early-start VS delayed- A 7 Weeks 0-6 (RCT) Weeks 6-10 (OLE) 7 Weeks 0-6 (RCT) Weeks 6-10 (OLE)
A previous exploratory analysis suggested that treatment initiation within 6 or 12 months of PDP onset may be associated with increased start groups ( ) Worsening T

response’ »  PDP duration 26 months: SAPS-PD score

We therefore stratified patients by PDP duration at treatment initiation using cutoff points of 6 or 12 months to investigate whether changes from baseline at week 10 were

initiating pimavanserin earlier may slow the trajectory of psychotic symptoms over the observed study window (10 weeks) similar for the delayed-start group and the
early-start group

METHODS . Similar but less pronounced patterns were

: : seen at a 12-month cutoff ( )
S tudy de51gn and exploratory endpomts Core interpretive limitation: Delayed-start

» This was an exploratory double-blind-to-open-label rollover study (to simulate a preliminary delayed-start—type approach) using pivotal trial group received only 4 weeks of pimavanserin
data in patients with PDP (N=171) by week 10; estimated treatment difference

Patients were stratified by PDP duration at cutoff points of 6 or 12 months (<6-month subgroup) could be explained

_ _ by shorter time-on-drug/delayed onset of
° <6 months (n=21) vs 26 months (n=150) symptomatic effect (vs earlier-in-disease
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Early-start (pin-'Iavanserin- Early-start (pimavanserin+pimavanserin) 0 2 0 2 10

Exploratory endpoints (main, secondary, and supportive) using SAPS-PD and CGI-S data were designed to simulate a preliminary Secondary exploratory endpoints: |
delayed-start approach to assess possible effects on PDP symptom trajectory over the observed study window (Figure 1) 0 6

SAPS-PD slopes through week 10 (BL)

aPDP duration indicates time (<6 months or =6 months) between first onset of psychotic symptoms and treatment initiation (baseline).
Week bBoth week 0-6 and week 6-10 results represent change from baseline (week 0). The random coefficient model was fitted without an intercept, with piecewise time (week 0-6 and week 6-10) and their interactions with treatment as fixed

Figure 1. SChematiC Of Stlldy DeSign and Exploratory EndPOintS * PDP duration <6 months: SAPS-PD Symptom No. of patients effects. Patient-level random slopes were included with independent variance components.

trajectory slopes were similar between early- ~ Pimavanserin 13 73 73 , , , , , ,
Study design staIrt andydelapyed-start groups at weeks O-é Placebo-> Pimavanserin 8 76 75 Figure 4. Supportive Exploratory Endpoint: CGI-S Symptom Trajectory Slopes, Piecewise Weeks 0-6 (RCT) and

Part 1: Weeks 0-6 (RCT) Part 2: Weeks 6-10 (OLE) (RCT) and 6-10 (OLE) ( ) R Weeks 6-54 (OLE), by PDP Duration?® of <12 Months (n=47) vs 212 Months (n=124) (ITT Population)®

6-week, double-blind RCT (NCT01174004) +4 weeks, open label (NCT00550238) . PDP duration =6 months: Slopes were PDP Duration <12 Months PDP Duration 212 Months PDP Duration <12 Months PDP Duration 212 Months
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o This divergence in the =6-month PDP
Exploratory endpoints subgroup during weeks 6-10 may be due
to possible regression-to-the-mean or
symptomatic dynamics

Main Estimates of mean change from Greater response: Does Worsening A At week 10, the delayed-start group had
endpoint baseline in SAPS-PD at week 10 delayed-start group received only 4 weeks of pimavanserin

Fiqure 2 A: Estimated treatment difference  “catch up"? : : .

(Figure 2) Delayed-start (placebo-pimavanserin) treatment, which may be an insufficient
. . . e Estimated change time to reach maximum mean response

Secondary Estimated treatment difference in Noninferiority of from baseline in B

endpoints SAPS-PD rates of change (slopes) symptom trajectory: SAPS-PD score? Supportive exploratory endp oint: —7.9+ | _6.79 1 O - 1 ' P=0.6800
(Figure 3) B: Between weeks 0 and 6 Do groups follow similar

C: Between weeks 6 and 10 symptom trajectories? CGI-S SIOPES through week 54 Y , 1 , | Weeks 0-6: Weeks 6-54: Weeks 0-6: Weeks 6-54:
Estimated . . Early-start (pimavanserin-pimavanserin) mprovement y _[-0.114;P=0.1137 0.004; P=0.6937 | -0.119; P=0.0008  0.015; P=0.0051
A treatment . Hypothesis-generating CGI-S data through Improvement —710.0 - 1 ——] . . . . — . .

Supportive Population regression change from Hypothesis-generating difference week 54 (open label) suggested that the 6 é th 6 'IIO (') 0246810 18 30 42 0246 810 18 30 42

. S } - Estimated differences in _ : :
endpoint baseline in CGI-S scores through endpoint to assess early-start group may have noninferior (BL) Week (BL) (BL) Week (BL) Week

A - : : T slopes (early - delayed , _ :
(Figure 4) week 54, difference in CGI-S rate of putative sustainability pes (early yed) | < . symptom trajectory vs delayed-start group No. of patients No. of patients
change (slopes) between weeks of response Improvement Y Early-start (pimavanserin-tpimavanserin)

0-6 (RCT) and weeks 6-54 (OLE) ( ) Pimavanserin 29 29 21 29 20 53 57 57 57 Pimavanserin 2929272926 24 22 18 14 15 58 58 5757 5555 50 45 38 34
Week 0 6 . For CGI-S data, the 12-month PDP duration Placebo=> Pimavanserin 18 18 18 18 15 66 66 66 69 Placebo—=> Pimavanserin 18 18171818 15 15 15 11 12 66 66 6665 64 62 58 50 42 38

cutoff is shown due to larger n values

aReduction of =2.33 points in SAPS-PD score is considered a clinically meaningful response? aPDP duration indicates time (<6 months or =6 months; <12 months or =12 months) between first onset of psychotic symptoms and treatment initiation (baseline). °PDP duration indicates time (<12 months or 212 months) between first onset of psychotic symptoms and treatment initiation (baseline).

"The MMRM included baseline as a continuous covariate, with treatment and visit as categorical fixed effects, treatment-by-visit interaction, and patient as a random effect. An unstructured covariance matrix was used to model with- "Both week 0-6 and week 6-54 results represent change from baseline (week 0). The random coefficient model was fitted without an intercept, with piecewise time (week 0-6 and week 6-54) and their interactions with treatment as fixed
in-patient correlation. effects. Patient-level random slopes were included with independent variance components.
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SAPS-PD change from baseline,

| Estimated differences in slopes (early — delayed) | Estimated differences in slopes (early — delayed)

Statistical analysis

» Least squares means, population means, and treatment differences including rate changes (slopes) were estimated via linear regression analysis
« Analyses were not powered to detect differences between groups; P values nominal
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Our preliminary findings suggest that for patients with PDP earlier in the course of their illness (within 6 or 12 months), prompt Sample sizes were small; post hoc analyses were not powered to detect differences between subgroups

treatment with pimavanserin may be associated with a more favorable observed symptom trajectory over the study window
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