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Study of a novel NF-kappaB-regulating protein, Nucling, in the development of
non-alcoholic fatty liver diseases
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Nonalcoholic fatty liver disease, NAFLD, is a cause of a fatty liver not due to
excess alcohol use, which is related to insulin resistance and metabolic abnormalities. Here, we found
that Nucling-KO mice develop hallmark features of NAFLD. We hypothesized that these metabolic changes
might correlate with the accumulation of oxidative stress in liver, and malfunction of insulin regulation
in pancreas. Nuclin? deficienc¥ promoted the accumulation of reactive oxygen species in liver of mice.
High fat diet revealed dysregulation of insulin expression in the Nucling-KO mice. We also found that
glucose-induced insulin up-regulation requires NF-k B activation, which is dysregulated in Nucling-KO
mice. These results suggest that defect of the Nucling-NF-k B system promoted the malfunction of insulin
transcription resulted in development of metabolic disorders including NAFLD. In conclusion, we propose
that NF-k B signal is important for the homeostatic regulation of insulin transcription.
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