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Role of iron in the tisue repair response after liver injury
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This study explored the role of iron valent status in the ﬁrogression of
hepatitis. Liver fibrosis was ameliorated in liver-specific FBXL5 knockout mice, which exhibit
ferrous iron accumulation in the liver, subjected to liver injury. In contrast, liver fibrosis was
comparable between wild-type and FBXL5, IRP2 double knockout mice, which exhibit ferric iron
accumulation in the liver. These results suggest that ferrous iron specifically exerts antifibrotic
roles in liver injury. Hepatic mRNA levels of collagens and the numbers of activated fibroblasts
were similar between wild-type and FBXL5 knockout mice. On the other hands, higher expression of
matrix metalloproteinases was observed in the livers of FBXL5 knockout mice compared with those of
wild-type mice. These results suggest that hepatocyte ferrous iron promotes degradation of
collagens, thereby suppressing liver fibrosis progression.
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