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Extrusion of mitochondrial contents from lipopolysaccharide-stimulated cells.
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In this study, in the liver of sepsis, elimination of damaged mitochondria
through the autophagy-lysosome system and increased appearance of mitochondrial DNA in plasma were
confirmed. Moeover, we provide evidence for the secretion of mitochondrial proteins and DNA from
lipopolysaccharide (LPS)-stimulated rat hepatocytes as well as mouse embryonic fibroblasts (MEFs).
The secretion of mitochondrial contents is accompanied by the secretion of proteins that reside in
the lumenal space of autolysosomes, but not by a lysosomal membrane protein. The pharmacological
inhibition of autophagy and Atg5(-/-) MEFs blocks the secretion of mitochondrial constituents from
LPS-stimulated cells. Furthermore, we show that direct exposure of purified mitochondria activates

polymgrphonuclear leukocytes, as evident by the induction of IL1B/interlekin-1f3 , a pro-inflammatory
cytokine.
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