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Cobalt protoporphyrin accelerates TFEB activation and lysosome reformation during
LPS-induced septic insults in the rat heart.

Unuma, Kana
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Lipopolysaccharide (LPS)-induced myocardial dysfunction is caused, in part, by
mitochondrial dysfunction. In this study, we show that CoPPIX not only accelerates the autophagic
response but also promotes IKsosome reformation in the rat heart treated with LPS. Activation of TFEB was
also observed, indicating a hyper consumption and subsequent reformation of the lysosome to meet the
increased demand for autophagosome cleaning. CoPPIX was found to promote these processes and tended to
restore the LPS-induced suppression of cardiac performances whilst chloroquine abrogates these beneficial
effects. The cardioprotective effect of CoPPIX against LPS toxicity was also observed via decreased
levels of cardiac releasing enzymes in the plasma. Taken together, our current data indicate that
lysosome reformation mediated by TFEB may be involved in cardioprotection against LPS-induced septic
insults, and serve as a novel mechanism by which CoPPIX protects the heart against oxidative stress.
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