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Novel therapeutic strategy for arterial thrombosis by targeting neutrophil
extracellular trap formation in socially defeated mice

Yamada, Hiroyuki
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We investigated the impact of repeated social defeat (RSD) on arterial
thrombosis in mice. Carotid arterial thrombosis was induced by FeCl3 application. The volume of
occlusive thrombi was comparable between the defeated and control mice; however,
fibrinogen/fibrin-positive areas was significantly increased in defeated mice. Further,
Ly-6G-positive cells in defeated mice were co-localized with neutrophil elastase, Cit-H3, and
CD42b-positive staining, suggesting that neutrophil extracellular traps (NETs) formation was
enhanced in defeated mice. Treatment with DNase I completely diminished the exaggerated fibrin-rich
clot formation in defeated mice. In vitro NETs formation assessed by Cit-H3/MPO double-positive
cells was significantly higher in neutrophils of defeated mice. Our findings demonstrate that RSD
enhances fibrin-rich clot formation after arterial injury by enhancing NETs formation, suggesting
that NETosis could be a new therapeutic target in depression-related CVD development.
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