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Analysis of mechanisms of anti-HCV drug ribavirin-induced downregulation of
C/EBPalpha and establishment of drug screening system for suppression of neutral
lipid synthesis
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We have previously demonstrated that anti-hepatitis C virus drug ribavirin
reduces the amount of intracellular neutral lipids. In this study, we revealed that
ribavirin-induced downregulation of C/EBPa and SREBP1c reduced the level of GPAM, which is one of
the limiting enzymes of triglyceride synthesis, leading to the reduction in the intracellular
neutral lipids. We also revealed the mechanism of the regulation of GPAM expression by C/EBPa , in
which C/EBPa functions as the distal enhancer to maintain an open chromatin structure at C/EBPa
binding regions in the GPAM genome.

Furthermore, by using the cell-based assay system monitoring the level of exogenously expressed

C/EBPa protein, which was developed by us, and kinase screening library, we found mTOR-inhibitors

reduced the level of C/EBPa protein, suggesting that mTOR contributes to sustaining C/EBPa protein
level.
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