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Cross-talk regulation by platelets, coagulation system and fibrinolysis system
in response to sepsis
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Selective inhibitors of factor Xa (FXa) are widely recognized as useful
therapeutic tools for stroke prevention in non-valvular atrial fibrillation or venous thrombosis.
Thrombin generated by the activation of factor X to FXa, acts as a potent activator of human
platelets. However, little is known whether FXa inhibitors directly affect the function of human
platelets. We previously demonstrated that collagen induces the phosphorylation of heat shock
protein 27 (HSP27), a small-molecular weight HSP via p44/p42 mitogen-activated protein (MAP) kinase
in human platelets, eventually resulting in the release of HSP27. In the present study, we
investigated the direct effect of FXa inhibitors (edoxaban and rivaroxaban) on the collagen-induced
human platelet activation. Our results strongly suggest that FXa inhibitor reduces the
collagen-stimulated release of phosphorylated HSP27 from human platelets due to the inhibition of
HSP27 phosphorylation via p44/p42 MAP Kinase.
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