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Cytotoxicity of chromatin from macrophages in rhabdomyolysis-induced acute
kidney injury

Okubo, Koshu
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Rhabdomyolysis is a serious syndrome caused by skeletal muscle injury and
the subsequent release of breakdown products from damaged muscle cells into systemic circulation.
The muscle damage can lead to acute kidney injury (AKI).Recently, macrophages were implicated in the

disease pathogenesis of rhabdomyolysis-induced AKI, but the precise molecular mechanism remains
unclear. In the present study, we show that macrophages released extracellular traps (ETs)
comprising DNA fibers and granule proteins in a mouse model of rhabdomyolysis. Heme-activated
platelets released from necrotic muscle cells during rhabdomyolysis enhanced the production of
macrophage extracellular traps (METS). Here we report, this unanticipated role for METs and
platelets as a sensor of myoglobin-derived heme in rhabdomyolysis-induced AKI. Also, we found a new
therapeutic tool for prevention of AKI after rhabdomyolysis, which might rescue some sufferers of
this pathology.
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