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Prothrombin Mutants as a Potential Treatment for Hemophilia

Suzuki, Nobuaki
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Mice expressing a prothrombin mutant (R593L), which shows antithrombin
resistance properties, showed a delayed thrombotic tendency, although their thrombin generation
capacity was low. To evaluate whether this thrombogenic tendency contributes to the improvement of
hemostasis, we generated hemophilia A mice expressing prothrombin R593L by crossing hemophilia A
mice lacking coagulation factor VIII (which show bleeding tendency) and evaluated the effect of
improving hemostasis in hemophilia A mice. However, no improvement was observed, indicating that the

thrombogenic tendency does not necessarily contribute to the improvement of hemostasis. Based on
these results, the application of this mutant to the treatment of hemophilia is considered to be
ineffective at this stage.
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