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The aims of this study are to investigate the actual conditions of the onset of hepatocellular carcinoma in
patients with diabetes, to correct clinical data in order to prepare the guideline to treat liver-diseases related to
diabetes, to elucidate the mechanism(s) of the onset of hepatocellular carcinoma using liver cancer-model mice,
and finally to find out the novel therapeutic approaches to prevent the onset of hepatocellular carcinoma in
patients with diabetes.

In the clinical study, 200 subjects with type 2 diabetes who have non-B or non-C hepatocellular
carcinoma, and who are followed by specialists of diabetes for at least 5 years, will be enrolled in this study.
On the other hand, 600 subjects with diabetes and without HCC who are matched to above subjects with age,
gender and observational periods, are extracted from the “Okanoue” study designed from Ministry of Health,
Labour and Welfare: The observational study of NASH for the clarification of clinical states, diagnostic
procedure and novel therapeutics. Correlation between the onset of hepatocellular carcinoma and the several
factors obtained from clinical data will be estimated by multivariate analysis. So far, we have finished the
construction of web system for enrolling the subjects in October, 2016, and we have obtained the approval of
Ethics Committee in Tokyo University Hospital in December, 2016, and we started to inform the entry of
subjects for 333 related facilities in Japan from January, 2017. We obtained the approval from 148 facilities,
and the entry of 228 subjects in this study as of May, 2017. We now continue to enter more subjects by the end
of May, investigate minutely these enrolled subjects by the end of September, and we will analyze the data
obtained from the subjects afterward.

In the basic study, we investigate the effect of high-fat/high-sucrose diet on the onset of liver tumor in
gold-tyhioglucose (AuTG)-treated C57/bl6 mice. Treatment with high-fat/high-sucrose diet significantly
increased the rate of onset of liver tumor, and induced the early phase of phosphorylation and down-regulation
of glutaminase 2 (Gls2) mRNA in AuTG mice, suggesting that the modification of p53-Gls2 cascade is
involved in the onset of liver tumor in the mouse model. We plan to further analyze the correlation between
the modification of p53-Gls2 cascade and the onset of hepatocellular carcinoma in subjects of type 2 diabetes

in the future.
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