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INTRODUCTION
•  Prolongation of the corrected QT (QTc) interval is a known adverse event of many psychotropic 

medications, which can place patients at a higher risk for potentially fatal arrhythmias such as 
torsades de pointes ventricular tachycardia1,2

•  Pimavanserin is a selective serotonin 2A (5-HT2A) inverse agonist approved by the US Food and Drug 
Administration for the treatment of hallucinations and delusions associated with Parkinson’s disease 
psychosis

•  During development, higher doses and exposures of pimavanserin were associated with better 
responses for various indications; however, the dose of pimavanserin was capped at 34 mg daily to 
avoid the risk of QTc prolongation3

•  ACP-204, a backup compound with a similar mechanism of action, is being investigated to 
determine whether it shares the same limitations

•  In this study, we assess the effect of ACP-204 on the QTc interval and other electrocardiogram 
(ECG) parameters following single doses in healthy adults 

METHODS
•  QTc intervals were analyzed from randomized, placebo-controlled, double-blind, phase 1 data 

(studies ACP-204-001 and ACP-204-002) in which healthy participants (aged 18-45 years) with a 
body mass index between 18 and 32 kg/m2 were randomized to single ascending oral doses of 
ACP-204 (10-180 mg) or placebo in sequential cohorts (Figure 1) 

Figure 1. Single Ascending Dose Study Design Schematic
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aFor each dosing cohort, 2 sentinel participants were initially dosed (1 received ACP-204 and 1 received placebo). Both participants were observed for ≥3 days after dose, and a decision to proceed 
with dosing the rest of the cohort was made at that time by investigators based on blinded safety data.

•  Data from 12-lead ECG were collected at screening, baseline, and ≤48 hours after dose; ECG 
parameters at scheduled timepoints and changes in baseline values for the following were evaluated 

 – Fridericia-corrected QT (ΔQTcF) interval
 – Placebo-corrected ΔQTcF (ΔΔQTcF) interval
 – Other ECG parameters (PR and QRS intervals and heart rate [HR]) 

•  Concentration-effect modeling was used to analyze the relationship between plasma drug 
concentrations and time-matched changes in QTcF

•  QTc interval assessments are summarized descriptively and categorically

RESULTS
•  A total of 57 participants were included in this analysis (ACP-204, n=42; placebo, n=15), of whom 55 

completed the study: 1 participant from the 60-mg cohort withdrew consent on day 6, and 1 
participant receiving placebo was discontinued due to missed follow-up 

•  The mean age of the participants ranged from 26.3-39.0 years, and most were male (n=38) and 
White (n=32; Table 1)

Table 1. Baseline Demographics and Characteristics
10 mg 

ACP-204a 

n=6

20 mg 
ACP-204a 

n=6

40 mg 
ACP-204a 

n=6

60 mg 
ACP-204a 

n=6

90 mg 
ACP-204a 

n=6

130 mg 
ACP-204a 

n=6

Pooled 
placeboa,b 

n=13

180 mg 
ACP-204c 

n=6
Placeboc,d 

n=2

Age, y
Mean 33.5 35.5 26.3 37.2 31.0 34.5 34.2 35.5 39.0 
Min, max 21, 44 27, 45 19, 33 22, 45 19, 41 20, 43 19, 45 27, 44 39, 39

Sex, n (%), male 1 (16.7) 3 (50.0) 3 (50.0) 4 (66.7) 6 (100.0) 4 (66.7) 10 (76.9) 5 (83.3) 2 (100.0)
Race, n (%)
White 2 (33.3) 3 (50.0) 4 (66.7) 4 (66.7) 3 (50.0) 3 (50.0) 8 (61.5) 4 (66.7) 1 (50.0)
Black or African 
American 3 (50.0) 3 (50.0) 2 (33.3) 2 (33.3) 3 (50.0) 1 (16.7) 4 (30.8) 2 (33.3) 1 (50.0)

Asian 1 (16.7) -- -- -- -- 1 (16.7) -- -- --
Multiple race -- -- -- -- -- 1 (16.7) 1 (7.7) -- --

Ethnicity, n (%)
Hispanic or Latino 2 (33.3) 2 (33.3) 4 (66.7) 2 (33.3) 3 (50.0) 3 (50.0) 5 (38.5) 4 (66.7) 1 (50.0)
Not Hispanic or 
Latino 4 (66.7) 4 (66.7) 2 (33.3) 4 (66.7) 3 (50.0) 3 (50.0) 8 (61.5) 2 (33.3) 1 (50.0)

BMI, kg/m2

Mean (SD) 26.62 (4.88) 24.87 (3.51) 26.00 (2.58) 28.17 (1.80) 25.32 (2.09) 23.58 (3.17) 25.85 (3.24) 26.17 (4.73) 25.20 (3.82)
Min, max 19.9, 31.9 19.5, 28.7 23.4, 29.6 26.7, 31.2 22.9, 28.5 18.7, 28.0 18.2, 30.5 18.5, 31.1 22.5, 27.9

BMI, body mass index. 
aThe safety analysis set included all participants who received ≥1 dose (full or partial) of the study drug. 
bParticipants randomized to placebo in study ACP-204-001, which included the 10-, 20-, 40-, 60-, 90-, and 130-mg single-dose cohorts, were included in the pooled placebo data. 
cThe randomized analysis set included all randomized participants, regardless of the administration of study medication.
dParticipants randomized to placebo in the 180-mg single-dose cohort were evaluated in study ACP-204-002 and not included in the pooled placebo group. 

•  A ΔQTcF >30 ms and ≤60 ms was observed in 1 participant in each of the 60-, 130-, and 180-mg 
cohorts; 1 participant in the 40-mg cohort had a ΔQTcF >60 ms

•  The QTcF interval did not exceed 450 ms at any time point for any participant, and no dose-
response pattern was observed (Figure 2)

Figure 2. ΔQTcF Interval vs Time (Mean ±90% CI)
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ΔQTcF, change from baseline QT interval using the Fridericia correction method. 

•  The Fridericia HR correction met the adequacy criterion; 89.5% of participants had QTcF vs RR 
interval slopes <|0.045|, exceeding the 50% requirement (Figure 3)

Figure 3. Scatter Plot and Linear Regression for QTcF vs RR

RR, ms

Q
Tc

F,
 m

s

600 800 1000 1200 1400

380

400

360

340

420

460

440

QTcF=415.0 + (-0.0199xRR)

QTcF, QT interval using the Fridericia correction method; RR, RR interval. 

•  Model-predicted average ΔΔQTcF at mean maximum observed drug concentration (Cmax) levels for 
all dose cohorts ranged from 3.17 ms (10 mg) to 0.47 ms (180 mg); the upper limit of the 2-sided 
90% CI for ΔΔQTcF at 180 mg was 6.51 ms (Table 2) 

Table 2. Model-Predicted ΔΔQTcF (ms) at Mean Cmax at Each Dose Level (N=57)
Parameter Estimate (SE) 90% CI

Slope of ACP-204 plasma concentration, ms/ng/mL –0.01 (0.01) –0.03, 0.012

ΔΔQTcF ACP-204 10 mg at mean Cmax (12.9 ng/mL) 3.17 (1.64) 0.42, 5.92

ΔΔQTcF ACP-204 20 mg at mean Cmax (19.6 ng/mL) 3.10 (1.63) 0.37, 5.84

ΔΔQTcF ACP-204 40 mg at mean Cmax (52.2 ng/mL) 2.79 (1.62) 0.06, 5.51

ΔΔQTcF ACP-204 60 mg at mean Cmax (71.6 ng/mL) 2.60 (1.67) –0.20, 5.39

ΔΔQTcF ACP-204 90 mg at mean Cmax (92.2 ng/mL) 2.40 (1.75) –0.53, 5.33

ΔΔQTcF ACP-204 130 mg at mean Cmax (163 ng/mL) 1.71 (2.24) –2.07, 5.48

ΔΔQTcF ACP-204 180 mg at mean Cmax (290 ng/mL) 0.47 (3.51) –5.57, 6.51

ΔΔQTcF, placebo-corrected change from baseline QTcF; Cmax, maximum observed drug concentration; ECG, electrocardiogram. 
Estimates were obtained using a linear mixed effects model as ΔECG=concentration + treatment + timepoint + predose ECG, with participant as a random effect.

•  No clinically significant changes in HR, PR, or QRS were observed (data not shown)
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•  Changes observed using concentration-effect modeling were small and benign (Figure 4A-B). After 
algebraic subtraction of placebo ΔQTcF, the upper limit of the confidence band remained below 10 
ms throughout to the maximum observed concentration of ~395 ng/mL (Figure 4B)

Figure 4. ΔQTcF (A) and ΔΔQTcF (B) Plasma ACP-204 Concentration Models
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ΔQTcF, change from baseline QT interval using the Fridericia correction method; ΔΔQTcF, placebo-corrected ΔQTcF. 

 � No meaningful effects on QTcF or other ECG parameters were observed in healthy 

participants after single-dose administration of ACP-204 (10-180 mg)

 � Specifically, there was no QTcF prolongation up to 180 mg, which is an important finding 

relevant to the target indication of Alzheimer’s disease psychosis

CONCLUSIONS
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