©
2021 2023

Analysis of molecular mechanisms of metabolic disorders caused by de-coupling
Glucose/Fructose metabolism.
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o The systemic AldoBKO mice, which we generated, showed severe hypoglycemia
when administered fructose intraperitoneally, which confirmed to be HFI model mice. This effect

requires enzymatic activity of AldoB, and metabolomics analysis confirmed a dramatic increase in F1P
and changes in various intermediate metabolites in the liver of KO mice. AldoBKO mice showed
improved glucose tolerance and insulin sensitivity, and suppressed gluconeogenesis. In primary
cultured AldoBKO hepatocytes, the addition of fructose reduced intracellular ATP and activated AMPK,

however AMPK inhibition did not restore gluconeogenesis. We revealed that F1P, accumulated in the
hepatocytes of KO mice, binds to AldoA and FBPasel and inhibits their activity.
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