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Development of a novel antidiabetic drug based on the targeting of GnT-1Va glycosylt
ransferase

OHTSUBO, KAZUAKI
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We have focused on the physiological and functional regulation mechanism of a glyc
osyltransferase "GnT-1Va", modulating the glucose sensor function of pancreatic beta cells, for developing
a novel antidiabetic drug. We have revealed that high fat-diet induces significant oxidative stress in pa
ncreatic beta cells that can be a trigger to suppress GnT-1Va expression and diminishes glucose stimulated
insulin secretion in the pathogenesis of type 2 diabetes. Besides, we engineered to express GnT-IVa in pa
ncreatic beta cells in vivo, and then revealed that they are resistant to the high fat-diet induced diabet
es that strongly suggest that GnT-1Va is an important target to develop antidiabetic drugs. We established
cell-based assay system for exploring the drug compounds enhancing GnT-1Va expression from chemical libra
ries.
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