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Evaluatiion of the effect of Japanese type 2 diabetes susceptibility gene GCN2
on pancreatic beta cell function.
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EIF2AK4, which encodes the amino acid deficiency-sensing protein GCN2, has
been implicated as a susceptibility gene for type 2 diabetes in the Japanese population. However,
the mechanism by which GCN2 affects glucose homeostasis is unclear.

I-Asparaginase, which is expressed downstream of GCN2, was found to bind 14-3-3 and thereby to
inhibit its binding to the T1462 phosphorylation site of TSC2 and contribute to TSC2 activation and
mTORC1 inactivation upon TSC2 dephosphorylation.
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