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Histones, abundant proteins in the nucleus, are released into the extracellular space during sepsis. In this
study we found that extracellular histones triggered platelet aggregation, leading to thrombotic occlusion
of pulmonary capillaries in mice. These mice displayed signs of disseminated intravascular coagulation
(DIC), including thrombocytopenia, prolonged prothrombin time, decreased fibrinogen, fibrin deposition
in capillaries, and bleeding symptoms. Recombinant thrombomodulin, a newly approved drug for DIC in
Japan, prevented histone-mediated platelet aggregation and protected mice against histone-induced fatal
thromboembolism.
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