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Novel therapeutic strategy for septic multiple organ failure by suppressing NET
formation
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Innate immune system, neutrophil extracellular traps (NETs) formation is
also associated with thrombogenesis and vascular endothelial injury. Circulatory disorders due to
microvascular thrombogenesis are one of the principal causes of organ damage. NET formation in
organs contributes to the deterioration of sepsis. Here, we aimed to show that thrombomodulin (TM)
-mediated suppression of NET formation protects against organ damage in sepsis. In the LPS-induced
murine sepsis model, extracellular histones, which are components of NETs, were observed in the
liver and lungs. In addition, serum cytokine levels increased. Administration of recombinant human
soluble thrombomodulin (rTM) to this model prevented NET formation in the organs and suppressed the

increase in the levels of cytokines. Furthermore, the survival rate improved. We provide a novel
role of TM to treat of inflammatory and NETs in organs during sepsis.
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