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Development of early diagnosis for sepsis focused on histone hold in
extracellular vesicles
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Extracellular histones have been shown to induce endotoxicity to the
vascular endothelial cells in severe inflammation such as sepsis. In this study, we found that
extracellular vesicles (EVs) were released from human umbilical vein endothelial cells after histone

addition. Since TNFa 1s known to release EVs from endothelial cells during inflammation, we
compared the membrane protein of TNFa -derived and histone-derived EVs by proteomics analysis. We
showed that the identified membrane proteins were useful markers for the evaluation of
histone-induced endothelial injury. We also showed that EVs were formed around the plasma membrane
by the electron microscopy, and histone aggregates on the plasma membrane by the immunoelectron
microscopy. In addition, this EVs propagates the cytotoxicity to other endothelial cells.
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