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Aberrant ener%y metabolism induced by iron overload; Analysis for novel
carcinogenic factor in liver tissue
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i i In the iron-loaded mouse livers, genetic expression of metabolic _enzymes involved
in cholesterol biosynthesis,  oxidation and prenylation (Fdps, FTase) were increased. These metabolic

pathways are known to modulate Ras proteins post-translationally. In mouse primary hepatocytes, although
iron-induced 80HdG production was neutralized in the presence of the anti-oxidant NAC, phosphorylation of

ERK1/2 was not canceled even in the presence of NAC. However, the iron chelator, deferoxamine reduced
iron-induced expression of Fdps, FTase and phospho-ERK1/2. These results clearly indicate that iron

affects not only the production of oxidative damage but lipid metabolism, thereby promoting a
proliferation signal in the liver.
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