CONTEXT

« Paroxysmal nocturnal hemoglobinuria (PNH) is a rare, acquired, life-
threatening disease characterized by chronic complement-mediated
hemolysis and thrombosis!2 .
Pegcetacoplan (PEG) is the first approved C3 inhibitor for US adults with

PNH?3 and EU adults with PNH who remain anemic despite stable C5 inhibitor
treatment (i.e., eculizumab [ECU] or ravulizumab [RAV]) for 23 months#

In the phase 3 randomized, open-label PRINCE trial®> (NCT04085601), PEG .
demonstrated superior efficacy vs. control treatment (excluding complement
inhibitors) in treatment-naive patients with PNH

METHODS

« This study used individual patient data from PRINCE® (PEG) and aggregated published results of RAV and ECU from the ALXN1210-PNH-301 (301,
NCT02946463) study®

Propensity score weighting was developed using logistic regression analyses to adjust for cross-study differences and balance demographic and clinical
characteristics between the PEG arm (PRINCE) and the RAV and ECU arms (301)

Baseline characteristics were weighted on the following: Asian race, age at first infusion, female sex, and baseline EORTC QLQ-C30 general health status score.
Baseline variables chosen to weight the PEG arms were based on literature, clinician input, and effective sample size considerations

Secondary outcomes were compared at 26 weeks between PEG vs RAV and PEG vs ECU using unanchored MAIC methods, and included: transfused packed
red blood cell (PRBC) units, time to first LDH normalization (<1x ULN [246 U/L] without transfusions during the randomized controlled period), breakthrough
hemolysis, major adverse vascular events (MAVES), mean change in hemoglobin level, and change in FACIT-Fatigue and EORTC QLQ-C30 (general health
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« To date, no head-to-head clinical trials have compared the efficacy of PEG
with the C5 complement inhibitors in treatment-naive patients with PNH

RESULTS

Baseline Population & Characteristics, After Weighting?

status, physical functioning and fatigues symptom) scores
* Weighted Wald tests and 95% Cls were computed for comparison of categorical and continuous outcomes; a p-value <0.05 was considered significant
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