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Exposure-response relationship of the SMART-Ig Anti-hCS antibody crovalimab (SKY59):
Results from the umbrella phase 1/2 COMPOSER trial in healthy volunteers and patients with PNH
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naive and (B) patients with PNH who switched from eculizumab treatment

Disease background and current treatment limitations e Crovalimab exposure over time in patients enrolled in parts 2 and 3 of COMPOSER is shown in Figure 3. e The LIA assay showed rapid achievement of full complement activity inhibition when patients were dosed with crovalimab (Figure 4).
° EarOXtySI*ma_“ r&gctu{;nathemoglobinuria (PNH) is a clonal, nonmalignant, e Because eculizumab and crovalimab bind different C5 epitopes, switching from eculizumab to crovalimab induces formation of _ In all patients with PNH, complete complement inhibition (defined as LIA < 10 U/mL, the lower limit of quantitation of the
ematologic disorder. _ _ it | |
J drug-target-drug complexes (DTDCs) consisting of crovalimab, €5, and eculizumab. assay) was achieved immediately after the IV loading dose and was maintained across the different dosing intervals in the 400, 400,
— Mutation in the phosphatidylinositol glycan anchor biosynthesis class A (PIGA) e In patients enrolled in part 3 who were pretreated with eculizumab, a transient decrease in crovalimab exposure occurred due to the majority of patients (Figure 4).
gene affects the complement pathway, making erythrocytes susceptible to formation of DTDCs upon Switching to crovalimab.

e Current standard of care for PNH consists of inhibition of complement activity by
blocking complement component 5 (C5) with either eculizumab? or ravulizumab.?

) )

£ £

N N

(=7 (=7

S S

5 5

complement-mediated hemolysis.’ , , _ * Complete inhibition of free C5 (defined as free C5 < 0.05 pyg/mL) was also achieved after crovalimab infusion and was maintained ® \'\[\/\/WW\(\ 7

e DTDCs were observed in all part 3 patients for approximately 10 weeks. over time for all dosing intervals (Figure 5) £ 200 5 200
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Figure 3. Mean crovalimab exposure in patients with PNH

e Current treatment limitations include extravacular hemolysis, the need for large
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of crovalimab that would completely inhibit C5 in patients with PNH (Figure 2).

Figure 2. COMPOSER study design®
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