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Zinc, a trace element in the body, has been reported to cause neuronal cell death. Some zinc compounds are used as
supplementary food but the molecular mechanism of zinc toxicity on renal tissue remains unknown. So, I investigated
to determine whether free radicals and ERK1/2 activation were involved in renal cell injury induced by zinc. Zinc at
the concentration of 30 uM significantly increased LDH leakage, as an index of cell injury, from the cells 24 hr after its
exposure. An antioxidant DPPD caused rcovery from such an injury, suggesting the development of free radical-induced
injury by zinc. Zinc exposure induced translocation of a p67** subunit of NADPH oxidase from the cytosol to the
microsomes. DPI, a NADPH oxidase inhibitor, blocked zinc-induced cell injury. The treatment of the cells with U0126,
an ERK inhibitor, remarkably ameliorated the cell injury and ERK1/2 activation by zinc. Such an ERK1/2 activation
was inhibited by DPPD. These results suggest that zinc generates free radicals via NADPH oxidase to cause ERK1/2
activation which results in an injury of LLC-PK cells.
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