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Clarifying the molecular mechanism of the Nrf-2 activator carnosic acid in the
regulation of the hepatocyte apoptosis
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Carnosic acid (CA) did not induce the activity of Nrf2 anti-oxidative system in
vivo. CA at concentrations as low as 1y M significantly protected against H202-induced cytotoxicity and
apoptosis of hepatocytes. H202 induced phothorylation of extracellular-signal-regulated kinase 1 and 2
(ERK1/2) in primary hepatocytes. U0126 inhibited the decrease in cell viability induced by H202.
Co-treatment with CA inhibited ERK1/2 activation induced by H202. 4. CA at 1 py M increased protein levels
of SIRT1. Pretreatment with EX527 or transfection of SiRNA of SIRT1 weakened the protective effects of CA
against H202-induced cell death. Our data indicate that CA protects against oxidative stress-induced
cytotoxicity via SIRT1 by regulating subsequent downstream factors such as ERK1/2. On the other hand, CA
decreased cell viability of human hepatoma Huh 7 and HepG2 cell line in a cell-dependent way. SIRT1/Nrf2
signaling is involved in its function.
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