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Elucidation of activating Cori cycle caused by inhibition of PHD2 in liver

KASAHARA, Masataka
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Prolyl hydroxylase 2 (PHD2) is an oxygen sensor that regulate the activity of the
hypoxia inducible factors in an oxygen dependent manner. The purpose of this study was to examine whether
inactivation of PHD2 in the liver played an important role for activating Cori cycle and decreasing
lactate levels in circulation.

Blood lactate levels after treadmill test or lactate tolerance test were significantly lower in
PHD2-liver-specific knockout (PHD2-LKO) mice. The stable isotope labeled lactate incorporation assay
revealed that livers of PHD2-LKO mice produced significantly greater amounts of glucose derived from the
labeled lactate than controls, suggesting that the blockade of PHD2 in the liver helps improve lactic
acidosis by activating gluconeogenesis from lactate.
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