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Chemical identification of activation factors in mitochondrial DAMPs and their
regulatory mechanisms in innate immunity
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Mitocryptides (MCTs) including mitocryptide-1 (MCT-1), mitocryptide-2
(MCT-2) and mitocryptide-3 (MCT-3) are a family of novel neutrophil-activating peptides derived from
various mitochondrial proteins. Here we suggested the novel mechanisms that initiate innate immune
responses. Indeed, the receptor molecule for MCT-2 was shifted from formyl-peptide receptor-2 to
formyl-peptide receptor-1 depending on the truncation of MCT-2 from C-terminus. It was also
suggested that MCT-3 as well as MCT-1 directly activated Ga i2 protein that was located at the
surface of neutrophilic plasma membrane. We also demonstrated that intravenous pre-injection of
neutralizing antibodies against MCT-2 suppressed neutrophil infiltration and promoted recovery of
the tissue in the mouse hepatic injury model caused by lipopolysaccharide (LPS), indicating that
MCT-2 involves not only in the tissue damage mechanisms induced by LPS but also in recovery from the
damage.
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