2018 2020

Dyrk1B

Mitsushima, Masaru

Elucidation of the mechanisms that Dyrk1B controls hepatic gluconeogenesis
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In this study, we identified DyrklB as a binding partner of CITED2 as well

as novel regulator of hepatic gluconeogenesis through the gene expression of several gluconeogenic

enzymes. Dyrk1B directly phosphorylates GCN5 and PGC-la ,

which result in the activation of HAT or

co-activation, respectively. In addition, Dyrk1B is directly phosphorylated by PKA, which suppresses
the kinase activity of Dyrkl1B. We also found that the expression of Dyrk1B in the mouse liver is
suppressed by postprandial insulin. In dietary induced obesity (DIO) mice, model for type 2
diabetes, the expression of DyrklB is up-regulated because of their insulin resistance and the
suppression of exceeded expression of Dyrk1B in the liver resulted in the lowered blood glucose
level during fasting. Altogether, we propose that Dyrkl1B is a novel regulator of hepatic
gluconeogenesis as well as therapeutic target for type 2 diabetes.
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