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The experimental objective of this study is to design the hyper-functional
FVI11 for improving the current hemophilia A treatment. We attempted to identify essential amino
acid residues though the binding experiments to FIXa, FX and phospholipid, which are crucial
components in the FX activating complex (Xase), and FXa generation assay and expression of
recombinant FVIII with amino acid substitutions. We found that the FVIII cofactor function is
heavily dependent on the binding to FIXa. FVIII mutant, K1813A, has high affinity to FIXa and
resistant to FIXa mdediated inactivation. These results suggested that K1813A would be a promising
model for hyper-functional FVIII.
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