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Objectives: To evaluate the therapeutic index (efficacy vs bleeding risk) of the anti 
vWf- GP1b-alpha monoclonal antibody GBR 599.
Background: Current anti-platelet drugs are either associated with bleeding complications that limit their use or have limited efficacy. Von Willebrand factor plays a key role in primary hemostasis, initiating adhesion of circulating platelets to the exposed subendothelial surface and aggregation of platelets under high shear stress. Therefore, a therapeutic agent that could prevent inappropriate platelet responses without being associated with bleeding complications would represent a major advance.
Methods: Ability to inhibit thrombosis was determined using the rat FeCl3–induced arterial occlusion model. Bleeding time and blood loss were measured by the tail bleeding method.
Results: GBR 599 inhibited occlusion in the rat FeCl3–induced arterial occlusion model with an ED50 around 0.03 mg/kg. The ED50 in the tail bleeding test was 0.09 mg/kg.
Conclusion: GBR 599 has a low tendency of bleeding paired with a high potency of inhibiting thrombus formation. 

