From aggregation to agglutination: new target for thrombosis regulation
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Introduction. Platelets binding in thrombogenesis is usually discussed over their aggregation i.e. Glycoprotein (GP) IIb/IIIa-fibrinogen binding. On the other hand, platelets agglutination i.e. GP Ib-von Willebrand Factor (VWF) binding may also play certain role in clinical thrombosis. 
Aims. We evaluate antiplatelet potency of mutated botrocetin derived from snake venom and seek a possibility to develop novel antiplatelet drugs based on GP Ib-VWF binding inhibition. 
Methods. Platelet Rich Plasma (PRP) obtained from ICR male mice (6 months old) was stimulated by naïve recombinant botrocetin (B0) or by its mutant (B2:Arg115Glu/Lys117Glu). Platelet agglutination was measured following light-transmission method and the result was described as maximal agglutination ratio (%max) and as Area Under the agglutination Curve (AUC).
Results. Both B0 and B2 similarly induced platelet agglutination in concentration-dependent manner, in spite of a little difference in potency and agglutination pattern. B0 induced maximally 87.0±1.9 % at 1.5 µg/mL (n=4), while B2 did maximally 81.8±14.2 % at 2.0 µg/mL (n=5).
Discussion. B2 is suspected not to be anti-thrombotic but to be pro-thrombotic, following the result of in-vitro supplementation trial. As for the next step, we aim to challenge 3 points mutated botrocetin.
