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Hemophilia A (HA) is a severe bleeding disease caused by quantitative and/or
qualitative defect of factor (F) VIII. The development of anti-FVIII alloantibodies (inhibitors) during
the hemostatic treatment with FVIII concentrates, making the hemostatic effect unstable, is one of the
most serious events for HA patients. In this study, we prepared the treatment model for HA with
inhibitors in vitro and investigated the inhibitory mechanism(s) of the inhibitors as well as the
hemostatic effect of the therapy. As results of the several experiments with the various assays, it was
found that the differences in epitope(s) and inhibitory kinetics of inhibitors affected the neutralizing
effect with high dose of FVIII and that the hemostatic effect of the bypassing agent was significantly
enhanced by the presence of FVIII even with the inhibitor. These findings will make a basis for
establishment of a novel hemostatic therapy for HA with inhibitors.
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