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Introduction: Iptacopan is a first-in-class, oral, selective inhibitor of factor B, a key
component of the complement system alternative pathway. Inhibition of the complement
system represents a potential mechanism for treatment of several diseases including
paroxysmal nocturnal hemoglobinuria and atypical hemolytic uremic syndrome. The purpose
of this randomized, participant-blinded, placebo-controlled phase 1 study was to assess the
effect of supratherapeutic doses on the exposure-response relationship of iptacopan
concentration and cardiac conduction, and to assess the cardiac safety and tolerability of
ascending, supra-therapeutic single doses of iptacopan.

Methods: Supratherapeutic doses of iptacopan 400-, 800-, and 1200 mg were included in
this study, representing <6-fold higher dose than the planned clinical dose of 200 mg. The
primary endpoints were change from baseline in Fridericia-corrected QT interval (QTcF)
and safety endpoints. The analyses included data from this study pooled with part 1 data
(single dose) from the first-in-human (CLNP023X2101) study (n=86). The study
population included healthy men and women aged 18-55 years. The relationship between
iptacopan plasma concentration and change from baseline in QTcF was estimated using a
linear mixed effects model.

Results: Thirty-two patients were randomized and received placebo (n=8) or iptacopan (n=24).
The median age of participants in the 400-mg, 800-mg, 1200-mg, and placebo groups was 51.5,
35, 36, and 37 years, respectively. The upper bound of the 2-sided 90% CI for linear mixed
effects model-derived placebo-adjusted change from baseline in QTcF at the geometric mean
Cmax Was 2.82 ms for 400 mg, 2.94 ms for 800 mg, and 3.22 ms for 1200 mg doses. Hence,
there was no evidence of clinically meaningful QTc prolongation (Table). The exposure-
response analysis of PR and QRS intervals showed no iptacopan concentration-related effects.
While the pre-specified and more simple exposure-response analysis of heart rate using change
from day 1 baseline (0 hour) revealed an increase of 3 to 5 beats per minute, in a post-hoc
analysis using, 24-hour, time-matched comparison for each participant at each time point before
and after study treatment (the more common and gold-standard analysis), iptacopan had no
effect on heart rate. No deaths, no moderate or severe treatment-emergent adverse events, and
no treatment cohort discontinuations due to adverse events were reported.

Conclusions: Three supratherapeutic doses were well tolerated and were not associated with any
relevant change in QTcF. Iptacopan did not affect PR or QRS intervals and a time-matched post
hoc analysis showed no effect on heart rate. These results indicate that the anticipated clinical dose
of iptacopan (200 mg twice daily) has no adverse clinical effects on cardiac function.



Table. Estimated Change From Baseline in QTcF for Iptacopan Plasma Concentrations

Dose, mg | Geometric mean Cmax, (90% CI), Estimate of mean 90% ClI
ng/mL effect£S.E. (ms)

400 7130 (5550-9180) 1.61+0.74 0.39t02.82

800 11,400 (10,300-12,700) 1.26+1.02 -0.42t02.94

1200 16,600 (14,100-19,600) 0.84+1.44 -1.54103.22

Cmax, maximum concentration; QTcF, Fredericia-corrected QT interval.




