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The role of hepatic gluconeogenesis in systemic metabolism

Kaneko, Keizo
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Gluconeogenesis is performed by the liver and kidneys. Hepatic
gluconeogenesis is considered to be a main contributor to systemic glucose production. The
gluconeogenic pathway initiated from glycerol, using glycerol kinase (Gyk), is reported to be
important during fasting state and in diabetes. Our research is aimed at investigating how the Gyk
gluconeogenc pathway in the liver is involved in the systemic glucose homeostasis, using the
liver-specific Gyk knockout (KO) mouse. The results so far showed no strong phenotypes of glucose
homeostasis in the liver-specific GykKO mouse (L-GykKO) during fasting and obesity development. We
thus created the mice with Gyk deletion both in the liver and kidneys (LK-GykK0). Very little
glucose was produced from glycerol in LK-GykKO, compared to L-GykKO. This result indicated that the
intervention of Gyk pathways in both liver and kidneys is important to clarify the role of Gyk
pathway in the systemic glucose homeostasis.
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