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Introduction Methods Figure 1. APPOINT-PNH Study Design
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PNH trial (NCT04558918).2 calculated using bootstrap; bayesian multiple imputation was used to account for missing data. The lower bound of the two-
sided 95% CI for the response rate was compared with a threshold of 15%; exceeding this threshold was considered sufficient
demonstration that iptacopan led to hematological response in patients with PNH who had anemia in the absence of transfusions.
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APPOINT-PNH (data cutoff: November 2, 2022). » Percentage of total PNH RBC clone size (sum of type |l and |l PNH RBCs) and C3 fragment deposition (type Il and lll PNH RBCs
that were C3 deposition positive) were exploratory end points assessed by flow cytometry and analyzed using descriptive statistics.

ARC, absolute reticulocyte count; bid, twice daily; FACIT-F, Functional Assessment of Chronic lliness Therapy — Fatigue; Hb, hemoglobin;
LDH, lactate dehydrogenase; PNH, paroxysmal nocturnal hemoglobinuria; RBC, red blood cell; ULN, upper limit of normal; WBC, white blood cell.
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complement inhibitor—naive patients with hemolytic PNH. fold, demonstrating that iptacopan led to hematological response. * Untreated patients with PNH typically have fewer than 1% C3d-positive PNH RBCs (indicated by the dashed line). « Hemolysis was not reported as a serious or nonserious TEAE.
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