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Investigation of the regulatory mechanism of hepatic glucose response
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The liver takes up glucose and triggers glucose responses, including not
only hepatic metabolism but also transcriptional regulation and inter-organ crosstalk with other
organs. In overnutrition and obesity, hepatic glucose response is impaired, which contributes to the

pathogenesis of glucose intolerance, insulin resistance, and fatty liver. This study aimed to
elucidate the role of glucokinase regulatory protein (GKRP) in the control mechanism of hepatic
glucose response. GKRP undergoes increased acetylation at lysine 126 (K126) due to overnutrition and
obesity. Although K126R mutant knock-in mice of GKRP did not show significant changes in hepatic
glucose metabolism, transcriptome analysis revealed changes in gene expression. This suggests that
GKRP may be a novel glucose response control molecule.
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