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Involvement of heme metabolic disorders in hepatocytes in the development of
nonalcoholic steatohepatitis.
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It has been suggested that abnormal iron metabolism is associated with the
development and progression of non-alcoholic steatohepatitis (NASH), but the mechanism of this
association remains unclear. In this study, we focused on the heme biosynthesis pathway, one of the
iron utilization pathways in hepatocytes, as a factor linking the onset and progression of NASH and
abnormal iron metabolism, and examined the relationship between heme biosynthesis pathway and NASH.
The results suggest that the heme biosynthesis pathway in hepatocytes is impaired under methionine
and choline deficiency conditions, which is one of the methods used to create animal models of NASH.
We also found that an inducer of HO-1, a heme degrading enzyme, reduced the cytotoxicity of
tamoxifen, one of the causative agents of NASH.
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