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METHODS

The roll-over extension (PNH-REP) study (NCT04747613) is an ongoing, open-label, single-arm, multicenter, phase 3 study involving 59 centers globally.

The study enrolled patients who completed phase 2 and 3 trials (including APPLY- and APPOINT-PNH) and benefited from iptacopan treatment, which is the
source for this analysis. The first day of iptacopan treatment in the parent studies is considered as the baseline.

Iptacopan is an oral proximal complement inhibitor that targets factor B to selectively inhibit the alternative pathway of the complement system.? . All patients received iptacopan monotherapy 200 mg twice daily during the treatment extension period of APPLY- and APPOINT-PNH as well as during the
Sustained normalization of hemoglobin ([Hb] 212 g/dL), lactate dehydrogenase (LDH) <1.5 x upper limit of normal (ULN) levels, transfusion PNH-REP.

independence, and decreased patient-reported fatigue (as measured by Functional Assessment of Chronic lliness Therapy — Fatigue [FACIT-F] score) .

were observed after 48 weeks of iptacopan monotherapy in phase 3 trials in patients with PNH, who had persistent anemia despite anti-C5 treatment H tological defined as th t £ patients with an i £59 a/dL in Hb level f baseli g { £ patients achievi
(APPLY-PNH: NCT04558918) or who were complement inhibitor naive (APPOINT-PNH: NCT04820530).2-5 — Hematological responses, defined as the percentage of patients with an increase of 22 g/dL in evel from baseline and percentage of patients achieving

a Hb level of 212 g/dL, without RBC transfusion in the prior 12 months or irrespective of RBC transfusions received during the treatment period
— Proportion of patients achieving transfusion independence

BACKGROUND

Paroxysmal nocturnal hemoglobinuria (PNH) is a rare, life-threatening disease characterized by complement-mediated hemolysis and consequent .
anemia.’

The 2-year safety and
efficacy of iptacopan
monotherapy In patients
with paroxysmal nocturnal
hemoglobinuria (PNH)
from APPLY- and

The following efficacy assessments were included:

The oral administration and unique mechanism of action of iptacopan present potential advantages over current treatments, supporting an evaluation
of its long-term therapeutic outcomes.

Herein, we present the 2-year follow-up data on safety, tolerability, and efficacy of iptacopan monotherapy in patients with PNH from the APPLY- and
APPOINT-PNH studies (data cut-off: 13 September 2024). — Occurrences of clinical breakthrough hemolysis (BTH) and major adverse vascular events (MAVES)

« Safety assessments included the frequency of treatment-emergent adverse events (TEAEs), serious TEAES, treatment discontinuations, and deaths.

— Changes from baseline in Hb levels, FACIT-F scores, and LDH levels

_ RESULTS Figure 2. Mean Hb Level Over Time Irrespective of RBC by Study and Combined  Overall, the efficacy results were comparable among the APPLY-PNH REP, APPOINT-PNH REP,
d the combined arms.
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