Coversin Blocked In vitro Hemolysis in an Eculizumab-Resistant PNH Patient
with the C5 Polymorphism (c.2654G>A)
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Background

Paroxysmal Nocturnal Hemoglobinurea (PNH) Is a rare stem cell disease caused by the
expansion of PIGA mutated clone(s). PNH-type cells are deficient in the expression of
GPl-anchored proteins including DAF and CD59, which protect red blood cells (RBC) from
complement-mediated intravascular hemolysis.

Fig. 2 A structural model of C5 In the hemolytic assay, Coversin completely blocked hemolysis at the concentration of
10ug/ml, similar to the effective inhibition with hemolytic PNH patients without the
polymorphisms or healthy volunteers.
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against C5 which efficiently inhibits hemolysis by blocking the terminal complement cascade.
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In this study, we examined this new anti-complement agent to a PNH patient with C5
polymorphism ¢.2654G>A, as well as those without the polymorphism.
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Figl Sequence of C5 variants

G G/A Eculizumab has dramatically improved the quality-of-life in the majority of the PNH patients

47 g by blocking intravascular hemolysis, but there are still some concerns; poor response due to
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Intra and extravascular hemolysis, but susceptibility to infections remains a major concern.
Our study showed that Coversin efficiently blocked in vitro hemolysis in the eculizumab
resistant patient with C5 heterozygous mutation, ¢.2654G>A. Coversin may be a

_ . 30.6% to 70.2% Iin granulocytes from 2008 to 2011 with elevated LDH (700 U/L) and the
Japanese patients Japanese patients patient was referred to our hospital to undergo eculizumab treatment. CyA was reduced to
100mg/day and eculizumab was initiated in May 2012. Eculizumab treatment did not change
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- Coversin efficiently blocked in vitro hemolysis In the eculizumab resistant patient with C5
heterozygous mutation, ¢.2654G>A.
L - Our results warrant further investigation of new anti-complement agents targeting different
Materials: . . epitops of C5 from eculizumab or another factor in the complement cascade for treating PNH
Peripheral blood samples were collected from a poor responder to eculizumab, hemolytic patients with poor response to eculizumab
PNH patients and healthy volunteers with written informed consent as approved by the |
Institutional Review Board of Osaka University Hospital.
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