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RESULTS (continued)

= Patients with baseline iron overload had higher ferritin and hepcidin concentrations than patients
without baseline iron overload (Figure 4)

» Hepcidin concentrations increased with pegcetacoplan regardless of iron overload status, although
patients with baseline iron overload had higher baseline hepcidin concentrations (Figure 4)

CONCLUSIONS

OBIJECTIVE

To compare markers of iron overload in PEGASUS patients before and during
pegcetacoplan treatment

METHODS

= |[n PEGASUS, adults with PNH who had residual anemia with C5 inhibitor treatment received
eculizumab and pegcetacoplan for 4 weeks (run-in), followed by eculizumab or pegcetacoplan
monotherapy for 16 weeks (to week 20) (Figure 2) Ferritin Hepcidin

v Iron overload (ie, serum transferrin saturation >50%) resolved with pegcetacoplan in 250%
of patients with PNH who had ongoing anemia and baseline iron overload on eculizumab

v Persistently high ferritin concentrations in eculizumab-experienced patients during 32 weeks
of pegcetacoplan may reflect that this period was too short to observe changes in this
surrogate marker

v Normalization of transferrin saturation and increased hepcidin with pegcetacoplan suggest
that extravascular hemolysis (EVH) control and improved anemia with pegcetacoplan can
improve iron regulation

Figure 4. Concentrations of ferritin and hepcidin in eculizumab-experienced patients with

PNH before and after pegcetacoplan treatment, by baseline iron overload status®
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ARC, absolute reticulocyte count; ECU, eculizumab; EPO, erythropoietin; PNH, paroxysmal nocturnal hemoglobinuria; TSAT, transfusion saturation.

= In the Phase 3 PEGASUS trial (NCT03500549), pegcetacoplan, a complement C3-targeted therapy,
increased hemoglobin concentrations and reduced transfusion requirements in patients with PNH
who had received eculizumab for an average of 34 years’

= In the year before trial entry, approximately 75% of PEGASUS patients required a transfusion, likely
due to EVH>
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?Baseline iron overload was defined as a transferrin saturation of >50% at baseline. Only patients with evaluable iron overload data at both baseline and after the specified durations of pegcetacoplan treatment were included.
PNH, paroxysmal nocturnal hemoglobinuria.
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