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The elucidation of roles of GSK3 on the regulation of energy metabolism for
developing therapeutic strategy of T2DM
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We aimed to elucidate the pathophysiological roles of GSK-3 in developing type 2
diabetes. Inactivation of the GSK3 attenuated ER stress-induced [ -cell apoptosis with concomitant
inhibition ATF4 protein de?radation. As a consequence of ATF4 modulation, GSK-3 inhibition resulted in an
alteration of translational adaptation to ER stress. On the other hand, GSK3 is activated in adipose
tissue of mice fed high fat diet. In addition, GSK-3 negatively regulates transcriptional activity of
PPARy by giving a direct phosphorylation, suggesting that it may play an important role in the
regulation of energy metabolism. These results indicate that aberrant activation of GSK3 is implicated to
both B -cell loss and a modulation of energy metabolism. Therefore, understanding the mechanisms by which
GSK3 modulates glucose metabolism helps developing new strategy to the treatment of type 2 diabetes.
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