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Identification of the most appropriate therapeutic target for PNH
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Anti-C5 antibodies effectively blocks complement-mediated intravascular
hemolysis in paroxysmal nocturnal hemoglobinuria (PNH), but some patients show poor response to the
antibodies due to extravascular hemolysis manifested under anti-C5 treatment. Properdin is a
component of the complement alternative pathway, and we found that anti-properdin antibody alone
blocked hemolysis of PNH red blood cells, and hindered accumulation of C3 on the red blood cells in
vitro, suggesting that the antibody blocks both intra- and extravascular hemolysis. The blood level
of properdin was stably comparatively low in PNH patients. The antibody didn’ t interfere with the
classical and lectin pathways, suggesting it might mitigate the infectious risk in the patients
under treatment. Those data suggest that blocking complement components consisting of the
alternative pathway, especially properdin, may be one of the most appropriate therapeutic targets
for PNH.
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