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INTRODUCTION
•  Alzheimer’s disease psychosis (ADP), including hallucinations and delusions, occurs frequently 

in patients with dementia and in the elderly population1

•  ADP also represents substantial burden to patients, families, and caregivers1,2

•  Despite the need for effective therapies, no pharmacologic treatment for ADP has yet been 
approved in the US2

•  ACP-204, a potent inverse agonist and antagonist of 5-HT2A receptors, is under investigation for 
the treatment of ADP3

•  Frail, elderly patients with ADP are vulnerable to adverse effects of antipsychotics and potential 
age-related differences in drug pharmacokinetics (PK) and pharmacodynamics4,5

•  We therefore investigated the PK, safety, and tolerability of ACP-204 in healthy elderly and adult 
participants at the proposed clinical dose of 60 mg

METHODS
•  This study was conducted as part of a larger multiple-dose tolerance study

 – The full study was conducted as a single-center, phase 1, double-blind, multiple ascending 
dose study

 – Healthy elderly and adult participants were randomized to receive daily oral doses of ACP-
204 up to 60 mg and 120 mg, respectively, for 10 days

•  The present study component focused on the PK, safety, and tolerability of ACP-204 in healthy 
elderly individuals compared with healthy adults

 – On the basis of demonstrated linearity data, the 60-mg dose was selected as a 
representative of the PK parameters for the comparison

•  Participants were randomized on day 1 to receive ACP-204 (60 mg) or placebo (Figure 1)
 – Participants in the dose titration elderly cohort (n=5) received 30 mg on day 1 and were 
titrated up to 60 mg

Figure 1. Study Design Schematic for Healthy Elderly and Adult Participants 
Randomizeda to Receive ACP-204 (60 mg) or Placebo
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aNumber of participants shown for each cohort are from the randomized analysis set, which includes all participants who were randomized, regardless of the administration of the study medication. For these groups, numbers of participants 
are identical to those in the safety analysis set, which includes all participants who received ≥1 dose of the study drug.

•  Plasma samples were collected periodically between days 1 and 13
 – The maximum observed drug concentration at steady state (Cmax-ss) and the area under the 
concentration-time curve over the 24-h dosing interval at steady state (AUCτ) were compared

•  Safety was evaluated at each visit and during follow-ups

RESULTS
•  Seven healthy adult participants in 1 cohort and 17 elderly participants in 3 cohorts received 60 

mg of ACP-204
•  Elderly cohorts ranged in age from 65 to 75 years; adult cohorts were 21 to 43 years of age 

(Table 1)

Table 1. Baseline Demographics and Clinical Characteristics (Randomized Analysis Set)

Parametera

Elderly Adult

ACP-204 
(n=6)

ACP-204 
(n=6)

ACP-204b 
(n=5)

Placebo 
(n=10)

ACP-204 
(n=7)

Placebo 
(n=14)

Age, mean (range), y 68.2 (65-73) 68.7 (65-74) 69.8 (66-73) 68.1 (65-75) 30.6 (21-35) 31.3 (21-43)

Female sex, n (%) 5 (83.3) 5 (83.3) 4 (80.0) 8 (80.0) 2 (28.6) 3 (21.4)

Race, n (%)c

Black/African American — 1 (16.7) 1 (20.0) 1 (10.0) 5 (71.4) 8 (57.1)

White 5 (83.3) 5 (83.3) 5 (100.0) 9 (90.0) 2 (28.6) 7 (50.0)

Missing 1 (16.7) — — — — —

Ethnicity, n (%)

Hispanic/Latino 2 (33.3) 1 (16.7) 1 (20.0) 3 (30.0) 2 (28.6) 6 (42.9)

Not Hispanic/Latino 3 (50.0) 5 (83.3) 4 (80.0) 7 (70.0) 5 (71.4) 8 (57.1)

Unknown 1 (16.7) — — — — —

Weight, mean (SD), kg 65.7 (3.38) 69.6 (18.0) 65.1 (9.62) 77.3 (10.0) 86.7 (13.1) 80.6 (11.0)

BMI, mean (SD), kg/m2 24.7 (1.71) 24.4 (4.76) 23.1 (2.43) 28.1 (2.21) 27.2 (3.07) 26.6 (3.49)
BMI, body mass index.
aBaseline was defined as the last nonmissing observation obtained prior to the administration of the study drug. 
bDose titrated from 30 to 60 mg.
cWhere >1 race category was selected for a participant, they were counted in each attributed race category.

•  Data from the elderly cohorts were pooled for steady-state PK evaluation
•  Steady-state assessment for elderly and adult participants showed no increase of plasma 

Ctrough on Days 6-10, indicating no further accumulation beyond 5 days
 – This also indicates steady state is achieved by Day 5 of dosing

•  Median time to maximum drug concentration (Tmax‑ss) was ~5‑6 h in elderly and ~4‑6 h in adult 
cohorts

 – Decline from peak was monophasic, with mean half-life (t1/2) of 19.8 and 17.8 h, respectively
•  In elderly participants, Cmax-ss and AUCτ were higher than those of the adults by 1.14-fold and 

1.20-fold, respectively (Table 2)

Table 2. ACP-204 Geometric Mean Ratio of Cmax,ss and AUCτ for 60 mg Administered to 
Elderly Participants Relative to Adult Participants at Steady State (PK Analysis Set)

ACP-204 PK  
parameter Age group n Geometric LS 

mean
GMR (elderly/ 

adult), %
90% CI for GMR  
(elderly/adult), %

Cmax,ss (ng/mL)
Elderly 17 122

114.41 (83.73, 156.32)
Adult 6 107

AUCτ (h*ng/mL)
Elderly 17 1892

120.17 (86.31, 167.32)
Adult 6 1575

AUCτ, area under the concentration-time curve over the 24-hour dosing interval at steady state; Cmax,ss, maximum (peak) observed drug concentration at steady state; GMR, geometric mean ratio; LS, least squares; PK, pharmacokinetic.

•  Plasma concentrations of ACP-204 were similar between elderly and adult participants at initial (Figure 2A) and steady-state (Figure 2B) doses
Figure 2. Mean (±SE) Plasma ACP-204 Concentrations in Elderly and Adult Participants After Initial (A) and Steady-State (B) Doses (60 mg, PK Analysis Set)
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•  Safety profiles were similar between age groups (Table 3)
Table 3. Overall Summary of TEAEs in Healthy Elderly and Adult Participants Receiving 
ACP-204 (Safety Analysis Set)

TEAE category, n (%)a

Elderly Adult

ACP-204 
(n=6)

ACP-204 
(n=6)

ACP-204b 
(n=5)

Placebo 
(n=10)

ACP-204 
(n=7)

Placebo 
(n=14)

Any TEAE 4 (66.7) 3 (50.0) 3 (60.0) 6 (60.0) 3 (42.9) 2 (14.3)

Serious TEAE — — — — — —

Drug-related TEAE 1 (16.7) 1 (16.7) 3 (60.0) 3 (30.0) 2 (28.6) 1 (7.1)

TEAE leading to  
discontinuation — — — 1 (10.0) — —

TEAE leading to death — — — — — —

TEAEs by system organ class reported by ≥2 participants, any active treatment group

GI disordersc 2 (33.3) 2 (33.3) 3 (60.0) 3 (30.0) 1 (14.3) —

Generald 1 (16.7) 1 (16.7) — 3 (30.0) — —

Injury, procedural  
complicationse — 1 (16.7) — — — —

Investigationsf — 1 (16.7) — — — —

Musculoskeletalg 1 (16.7) 1 (16.7) — 5 (50.0) 1 (14.3) —

Nervous systemh 1 (16.7) 1 (16.7) 2 (40.0) 2 (20.0) 1 (14.3) 1 (7.1)

Respiratoryi — — 1 (20.0) 1 (10.0) — —

Vascularj 1 (16.7) — 1 (20.0) 2 (20.0) — —
GI, gastrointestinal; TEAE, treatment-emergent adverse event.
aMultiple events are counted once per participant in each summary level. 
bDose titrated from 30 to 60 mg.
cGI disorders shown here include abdominal pain, constipation, diarrhea, dysphagia, flatulence, GI motility disorder, and nausea.
dGeneral disorders and administration site conditions shown include pyrexia, fatigue, edema, peripheral swelling, and edema peripheral.
eInjury, poisoning, and procedural complications shown include contusion and muscle strain.
fInvestigations shown include positive SARS-CoV-2 test.
gMusculoskeletal and connective tissue disorders shown include arthralgia, back pain, neck pain, pain in extremity, and musculoskeletal stiffness.
hNervous system disorders include dizziness, somnolence, headache, hypoesthesia, and parasthesia.
iRespiratory, thoracic, and mediastinal disorders shown include cough, upper-airway cough syndrome, and sneezing.
jVascular disorders shown include orthostatic hypotension and hypotension.

 � The PK profiles were qualitatively similar over the studied dose 
ranges in healthy elderly and adult participants with 

 – Minimal differences in exposure parameters (14% for Cmax,ss 
and 20% for AUCτ)

 – Similar elderly vs adult median Tmax‑ss (~5‑6 vs ~4‑6 h) and 
mean t1/2 (19.8 vs 17.8 h)

 � Plasma Ctrough assessment indicated steady state was achieved 
by Day 5 of dosing for elderly and adult participants

 � ACP-204 was generally safe and well tolerated across age 
groups, with no unexpected safety findings

CONCLUSIONS
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