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Regulation of factor VIII by activated protein C and protein S
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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 (APC) that inactivates FVII1(a) and FV(a). In
this study, several approaches were employed to assess APC-FVIII A2 interaction and PS-FVIII LC
interaction. Amino acid residues 420-429 in FVII1 A2 domain might be the new APC binding site. On
the other hand, FVIII mutant, S488A/S489A/R490A/K2239A, showed the low affinity to PS comparing to
wild type FVIII. However, this FVIII mutant had a moderate affinity to FIXa. Therefore, FVIII
mutant, S488A/S489A/R490A/K2239A, could be new FVIII concentrate which has the longer half-life.
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