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INTRODUCTION

o Alzheimer’s disease (AD) is a debilitating condition characterized by well-known neurocognitive
symptoms such as memory loss; neuropsychiatric symptoms such as psychosis (hallucinations and
delusions) also manifest in 18% and 36% of patients with AD, respectively’

o Atypical antipsychotics are frequently used to treat patients with AD psychosis (ADP) despite serious
safety concerns about their use in this vulnerable population?

e Currently, there is no US Food and Drug Administration—approved pharmacologic treatment for ADP,
representing a significant unmet clinical need
o P

mavanserin is an atypical antipsychotic indicated for the treatment of hallucinations and delusions
associated with Parkinson’s disease psychosis and was also evaluated for the treatment of
dementia-related psychoses, including ADP?

e ACP-204, a selective and highly potent inverse 5-HT,, agonist/antagonist and structural analog to
pimavanserin, is currently lbeing investigated for the treatment of ADP

e Food-drug interactions can alter the pharmacokinetics (PK) and pharmacodynamics of drugs,
impacting their therapeutic efficacy and safety

e |n patients with AD, even small changes to daily routines can be disruptive*; a drug that can be
administered without regard to mealtimes may be more convenient and less burdensome for
patients

e Therefore, the purpose of this study was to evaluate the PK profile of a single oral dose of ACP-204
under fed and fasted conditions in healthy adults, while also evaluating safety and tolerabllity

~'T METHODS

e [his was a single-center, phase 1, randomized, open-label, crossover study
- 60 mg was selected as a representative dose based on demonstrated linearity data

e Participants were eligible if they met key inclusion and exclusion criteria (Table 1)
Table 1. Select Eligibility Criteria

Inclusion criteria Exclusion criteria

e History or current evidence of seizures (excluding
febrile seizures), head trauma, or other cardiovascular,
respiratory, endocrine, gastrointestinal, renal, hepatic,
hematologic, immunologic, genitourinary, psychiatric,
or neurologic abnormality or disease, including cancer

e Has received any prescription or nonprescription
medication or supplement in the last 30 days (includes

hormonal contraceptives, topical medications,
vitamins, dietary or herbal supplements)

—Acetaminophen and ibuprofen permitted as needed

e Adults aged 18-55 years, inclusive
e BMI between 18 and 32 kg/m?, inclusive

* |n good health, defined by physical
examination (including neurological and
mental health status), clinical laboratory
tests, vital signs, and ECG, as judged by
the investigator

e Willing to use nonhormonal contraception

BMI, body mass index; ECG, electrocardiogram.

e [he study duration was approximately 10 weeks and included a screening period of up to 4 weeks,
a 16-day double-blind treatment period, and a safety follow-up period of approximately 30 days
(Figure 1)
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e [here were 2 dosing periods in which participants received a 60-mg oral capsule of ACP-204

— Dosing period A: participants received ACP-204 in the morning while fasted overnight (reference)

- Dosing period B: participants received ACP-204 in the morning following a high-fat meal

e Participants were randomized (1:1) to either treatment sequence AB or BA. PK sampling occurred on
days 1-6 after study drug administration, followed by a 3-day washout period before crossover

e [he rate and extent of absorption were measured by the maximum observed drug concentration
(C ) and the area under the blood or plasma concentration-time curve (AUC), respectively

e [he effect of food on PK was assessed by comparing C__, AUC
treatment B (or A) to treatment A (or B)

max)

and AUC,_ following
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e Safety was evaluated throughout the study including treatment-emergent adverse events (TEAES),
clinical examinations, and lalboratory tests

=1l STATISTICAL ANALYSIS

o Fach PK parameter was analyzed using a mixed effects general linear model, which included the
treatments and sequence of the treatments as fixed effects and participants nested within the
seguence as a random effect

e [he 2-sided 90% Cl for the geometric mean ratio (GMR) was obtained from the model for treatment
3 versus treatment A. If the 90% Cl fell completely within the limits of 0.8 to 1.25 for the 3 PK
parameters, then treatment B was considered to be equivalent to treatment A, and any food effect
would be negligible

e Safety results were summarized using descriptive statistics

5 RESULTS

e Participants were 19.4% female, with an average age of 39.1 years, and mostly White (63.9%)
(Table 2)

Table 2. Demographics and Baseline Clinical Characteristics (Randomized Analysis Set)?

Parameter Sequence AB Sequence BA Overall
n=18 n=18 N=36

Age (years)

Mean (SD) 37.3 (9.3) 40.8 (9.9) 39.1 (9.3)
Min, max 23, 55 20, 55 23, 55
Sex, female, n (%) 4 (22.2) 3 (16.7) 7 (19.4)
Race®, n (%)

American Indian or Alaska Native - 1 (5.0) 1(2.8)
Black or African American 7 (38.9) 6 (33.3) 13 (36.1)
White 11 (61.1) 12 (66.7) 23 (63.9)
Ethnicity, Hispanic or Latino, n (%) 9 (50.0) 7 (38.9) 16 (44.4)
Height (cm)°

Mean (SD) 169.8 (10.1) 174.9 (12.0) 172.4 (11.5)
Min, max 147.7, 183.0 148.4, 198.2 147.7, 198.2
Weight (kg),

Mean (SD) 73.7 (9.5) 83.6 (12.8) 78.7 (12.2)
Min, max 52.5, 90.1 60.1, 104.9 52.5, 104.9
BMI (kg/m?)

Mean (SD) 25.6 (2.6) 21.3 (2.7) 20.4 (2.7)
Min, max 19.6, 29.0 21.7, 31.2 19.6, 31.2

2Randomized analysis set includes all randomized participants.

°In instances of more than one race category being selected for a participant, the participant is counted in each attributed race category.
°Baseline is defined as the last nonmissing observation obtained prior to the first administration of study drug.

BMI, body mass index.
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e A single 60-mg dose of ACP-204 was administered to 36 participants, with 32 completing the study
(Figure 2)

Figure 2. Participant Disposition (Randomized Analysis Set)
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e [he PK profiles were qualitatively similar under both treatment conditions (Figure 3)

Figure 3. Mean (+SE) Plasma ACP-204 Concentrations in Fed and Fasted Participants
Following a Single 60-mg Dose of ACP-204 (Safety Analysis Set)?
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aSafety analysis set includes all participants who received at least 1 dose of ACP-204.

e The 90% Cl for the GMR of fasted to fed for AUC,__, AUC
imits (80% to 125%) (Table 3)

Table 3. Comparison of C__, AUC_ ., and AUC, _ of ACP-204 Following Fed and Fasted
Treatment Conditions Using Bioequivalence Criteria (Pharmacokinetic Analysis Set)?

... and C__ fell within the bioequivalence

Parameter (unit) Treatment Geometric GMR 90% ClI for
condition LS mean (fed/fasted), % GMR, %
Fasteo 33 /0.4
C__ (ng/mL) 101.89 (97.23, 106.79)
Fed 35 71.8
Fasted 33 1793
AUC . (h*ng/mL) 115.03 (109.96, 120.32)
Fed 34 2063
Fasteo 33 1832
AUC,  (h*ng/mL) 11518 (110.18, 120.40)
Fed 34 2110

aPharmacokinetic analysis set includes participants who had sufficient plasma concentration to calculate at least 1 PK parameter.
AUC, ,, area under the blood concentration-time curve from time O to time t; AUC, __, area under the blood concentration-time curve from the time O to infinity;
C.., maximum observed drug concentration; GMR, geometric LS mean ratio; LS, least squares.

e [here was minimal effect on the albsorption rate, which was slightly delayed (approximately 3 h)
under fed (T__ =8.98 h) vs fasted (T__ =5.98 h) conditions

Mmax Mmax

e There were 2 (6.1%) drug-related TEAEs in treatment condition A and 4 (11.1%) drug-related TEAES in
treatment condition B (Table 4)

e No serious TEAEs and no AEs leading to death or discontinuation occurred

e No differences in safety were observed between fasted and fed states
Table 4. Summary of TEAEs (Safety Analysis Set)?

Treatment condition A Treatment condition B
n=33 n=36

TEAE category, n (%)

Participants with any TEAE 11 (33.3) 11 (30.6)
Participants with any serious TEAE 0 (0.0) 0 (0.0)
Participants with any drug-related TEAE 2 (6.1) 4 (11.1)
Participants with any TEAE leading to

discontinuation of study drug 000 000
Participants with any TEAE leading to death 0 (0.0) 0 (0.0)

TEAESs reported by >2 participants for any system organ class, n (%)

Gastrointestinal disorders

Constipation 4 (12.1) 0 (0.0)
Nervous system disorders

Dizziness 0 (0.0) 2 (5.0)

Dizziness postural 3 (9.1) 0 (0.0)

Somnolence 1(3.0) 3 (8.3)
Vascular disorders

Orthostatic hypotension 2 (6.1) 0 (0.0)

aSafety analysis set includes all participants who received at least 1 dose of ACP-204.

°A TEAE is defined as an AE with onset on or after the first dose of study drug or any event already present that worsens in intensity following exposure to the study drug and no
later than 30 (+4) days after the last dose of ACP-204.

AE, adverse event; TEAE, treatment-emergent adverse event.

= CONCLUSIONS

* The minimal effects on C__ and AUC indicate that food has no
effect on the maximum concentration and overall exposure of the
drug in the bloodstream, which may be important for maintaining
therapeutic efficacy and minimizing peak-related side effects

The minimal delay in absorption rate (T__ ) is not expected to

impact treatment efficacy in future trials; the timing of peak
concentration is not critical in treating ADP

These results indicate ACP-204 can be administered without
regard for timing of a meal, simplifying dosing instructions and
Improving patient compliance

Additionally, a single 60-mg dose of ACP-204 was safe and
generally well tolerated, with no unexpected safety findings
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