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Factor (F) VIII functions as a cofactor in the tenase complex responsible
for phospholipid (PL) surface-dependent conversion of FX to FXa by FIXa. On the other hand, protein
S (PS) functions as a cofactor of activated protein C that inactivates FVIII(a) and FV(a). We have

reported a new regulatory mechanism on coagulation that PS directly impaired the FXase complex by

competing the FIXa-FVIlla interaction (Takeyama, Br J Haematol. 2008 Nov;143(3):409-20), and
identified the PS-interactive site on the FVIII A2 domain. However, the contribution of FVIII light
chain (LC) to PS-binding has not been determined. In this study, several approaches were employed

to assess a PS-FVIII LC interaction. In conclusion, FVIII C2 domain, in particular K2239, was
ngible topglay an important role of the inhibitory mechanism to FVIII function by PS, due to the
inding to PS.
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