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Development of novel therapeutic stratg?y based on_hemostatic characteristics of
FVIII in the patients with moderate/mild hemophilia A
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Hemophilia(H) A is bleeding disorder caused by quantitative and qualitative
factor (F)VIII deficiency, and is classified as severe, moderate and mile type by residual FVIII
level in the plasma. The severity and development of inhibitor in the patients with HA are
considered to be associated with F8 genotype. In the present study, F8 genotypes were investigated
in the patients with moderate/mild HA, and the FVIII mutants with the identified F8 missense
variants in the patients with moderate/mild HA were produced by a stable human FVIII expression
system utilizing BHK or HEK cells. The functional and structural characteristics of the FVIII
mutants were investigated and it was found that mutant FVIII could be catalyzed and activated by
FVIla/TF as well as wild-type FVIII in the earlK phase of coagulation reaction. The results in the
present study will help development of a novel hemostatic therapy for the patients with
moderate/mild HA.
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