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WFE R R O E (3£ 3C) : TCF7L2 gene is widely accepted as a type 2 diabetes
(T2D)-associated gene, the mechanism through which, however, is not well known. Thus we
investigated its correlation with glucose metabolism by generating a 7CF7L2 knock-down
mouse with decreased function of 7CF7L2 in the pancreatic beta cell. Glucose level of the
TCF7L2 knock-down mouse during oral glucose tolerance test (OGTT) was significantly
higher compared to the wild type mouse, and its insulin level was lower. Likewise, in
human subjects who were homozygous for the T2D risk allele of TCF7L2rs7903146, the
glucose levels at 90 min were significantly higher and the insulin levels at 120 min were
significantly lower compared to the subjects with no risk allele during 75gOGTT. In
conclusion, we demonstrated that the decrease of 7CF7L2 function in the pancreatic beta
cell will cause glucose intolerance through decreased insulin secretion.
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