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Basic research on establishment of a novel hemostatic treatment based on the
hemostatic potential for mild hemophilia A with inhibitor
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Development of an anti-factor(F) VIII allo-antibody (inhibitor), making
hemostatic effect unstable during FVII1 replacement therapy, is one of the serious events for
hemophilia A patients. Bypassin% agents such as rFVlla, APCC and pdFVIla/FX are generallg considered

to facilitate the hemostatic effect by enhancing the extrinsic coagulation pathway not by the
intrinsic one. We have recently reported that FVlla, an extrinsic factor included in the bypassing
agents, could contribute to the hemostatic enhancement by activating FVII1 with tissue factor in the
early phase of coagulation. In this study, we have confirmed the crosstalk between FVIla/TF and
FVIT1 under the near physiological condition in the whole blood. We further investigated the
function of self-FVIII in the mild hemophilia A with inhibitor, and confirmed that the change in
binding to each component of FXase complex caused the variety of hemostatic function.
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