Analyzing the Effect of ACP-204 on the QTc Interval and Other Electrocardiogram Parameters in
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. e [he Fridericia HR correction met the adequacy criterion; 89.5% of participants had QTcF vs RR e Changes observed using concentration-effect modeling were small and benign (Figure 4A-B). After
INTRODUCTION NmtIn RESULTS interval slopes <|0.045|, exceeding the 50% requirement (Figure 3) algebraic subtraction of placebo AQTCF, the upper limit of the confidence band remained below 10

Figure 3. Scatter Plot and Linear Regression for QTcF vs RR ms throughOut to the maximum observed concentration of ~395 ng/mL (Figure 4B)
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medications, which can place patients at a higher risk for potentially fatal arrhythmias such as completed the study: 1 participant from the 60-mg cohort withdrew consent on day 6, and 1
* Pimavanserin is a selective serotonin 2A (5-HT,,) inverse agonist approved by the US Food and Drug * The mean age of the participants ranged from 26.3-39.0 years, and most were male (1=38) and 440 30 .
Administration for the treatment of hallucinations and delusions associated with Parkinson’s disease White (n=32; Table 1) o
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* |n this study, we assess the effect of ACP-204 on the QIc interval and other electrocardiogram Sex, n (%), male 1(167)  3(600)  3(600) 467  6(1000) 4(667) 10(769 5833  2(100.0) ° o o < *% . . A P .
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(studies ACP-204-001 and ACP-204-002) in which healthy participants (aged 18-45 years) with a Ethnicity, n (%) TG QT tenl using he Fidericia conrection methoct RR, AR interval 0 100 200 300 400
body mass index between 18 and 32 kg/m?were randomized to single ascending oral doses of ispani i | | | | | | | | | , , , Plasma ACP-204 concentration, ng/mL
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Figure 1. Single Ascending Dose Study Design Schematic ——" 90% Cl for AAQTcF at 180 mg was 6.51 ms (Table 2) B.
Screening Follow-Up Mean (SD) 26,62 (4.88) 24.87 (351) 26.00 2.58) 2817 (1.80) 2532 (2.09) 2358 (317) 2585 (3.24) 2617 (473) 25.20 (3.82) Table 2. Model-Predicted AAQTcF (ms) at Mean C__ at Each Dose Level (N=57) 20
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: : BMI, body mass index. 15
: : The safety analysis set included all participants who received >1 dose (full or partial) of the study drug.
: - : *Participants randomized to placebo in study AGP-204-001, which included the 10-, 20-, 40-, 60-, 90-, and 130-mg single-dose cohorts, were included in the pooled placebo data. Slope of ACP-204 plasma concentration, ms/ng/mL —-0.01 (0.01) —-0.03, 0.012
: : ‘The lra}ndom|zed anaIIyS|s set mcludeq all random|zeql participants, regardless of the adm|n|strat|on of study med|cat|on. | 1 0
: : 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.
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: 5 X AAQTCcF, placebo-corrected change from baseline QTck; G, maximum observed drug concentration; ECG, electrocardiogram. Plasma ACP-204 concentration’ ng/ mL
< - Estimates were obtained using a linear mixed effects model as AECG=concentration + treatment + timepoint + predose ECG, with participant as a random effect. — ACP-204 (n= 42) 10 ms 90% ClI
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