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Oxidative stress is implicated in the toxic effects of various environmental chemi
cals. This study aimed to explore the linkage between oxidative stress and DNA methylation changes. Feedin
g a methyl-deficient diet induced oxidative stress-responsive _genes and DNA damage in the mouse liver, ind
icating induction of oxidative stress. The methyl-deficient diet also reduced DNA methylation. As a promis
ing causation of the lowered DNA methylation, the results of this study indicated the induction of genes i
nvolved in the active DNA demethylation pathways, suggesting induction of the active DNA demethylation by
oxidative stress. We also clarified in the gpt delta transgenic mice that arsenite induces G:C to T:A tran
sversions and the mutation is suggested to be caused through oxidative-stress-induced 8-OHdG formation. Th
is is the first report on in vivo mutagenecity of arsenic in vivo.
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