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Introduction Methods
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BAY 86-6150, an activated recombinant factor Vi Whole blood was perfused over a collagen-coated glass plate in a
(rFVIla) variant, is currently in clinical development parallel-plate flow chamber, and the thrombus formation process on the
as a therapeutic agent for people with hemophilia collagen surface was monitored by confocal laser scanning microscopy.
(PWH) with inhibitors. Our previous studies have The extent of intra-thrombus fibrin generation, detected by fluorescently-
shown that BAY 86-6150 exhibits enhanced activated labeled anti-fibrin specific monoclonal antibody, was evaluated as a ratio
factor X (FXa) generation on the surface of activated of intensity of the Cy3-fluorescence (orange:fibrin) relative to that of

FITC-fluorescence (green:fibrinogen).The ability of BAY 86-6150 to
promote clot formation in whole blood from healthy donors rendered
hemophilic by anti-factor VIl antibody (final inhibitor titer: 5 Bethesda
U/ml) was investigated (Fig 1).

platelets in vitro and increased circulation time
resulting in prolonged efficacy in vivo.
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In evaluation of factor Vlila deposition
within thrombi, a mouse anti-FVII
antibody was used instead of the
anti-fibrin antibody (Fig 4B).

To further investigate the antihemophilic properties
of BAY 86-6150, we evaluated the effect of BAY 86-
6150 on thrombus formation under whole blood flow
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(Fig 2 and Fig 3).
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under flow conditions (Fig 4B).
This Is consistent with the higher
affinity of BAY 86-6150 for activated
platelets.
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Fig 2: WT-FVila significantly improved the impaired fibrin generation within Fig 4B: significant higher FVIla deposition in intra-platelet thrombi was observed in
hemophilic thrombi in a dose-dependent manner under whole blood flow synthetic hemophilic blood in the presence of BAY 86-6150, as compared to WT-FVIla.

condition.
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