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Identification of mechanism of FVIII—re?ulated blood coagulation and development
on novel therapeutic drugs for hemophi

ia A and thrombotic disease
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1) We have identified novel thrombin-binding sites of factor VIII (FVIII),

which is involved in both hemorrhage and hemostasis in blood coagulation, which regulates FVIII
activation due to its cleavage. We successfully generated a gain-of-function FVIII protein with high
activity, focused on one thrombin-interactive site responsible for cleavage at Arg372 in Al of
FVIII. 2) In the early phase of the coagulation process, we have clarified that FVIII-FVIla/tissue
factor (TF) mechanism activates the endogenous coagulation process as well simultaneously and in
addition have identified the FVIla/TF-binding region on FVIII. 3) Moreover, we have identified a
novel FlIXa-binding region on FVIlla in the intrinsic FX complex on the phospholipid surfaces, and
have generated a gain-of-function FVIII1 protein focused on the FVIlla A3 domain-FIXa interaction.
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