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Elucidating the mechanisms by which SGLT2 inhibitors regulate systemic
metabolism via gluconeogenesis
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Sodium-glucose co-transporter 2 (SGLT2) inhibitors, a type of drug used to
treat diabetes, lower blood sugar by excreting sugar in the urine. When blood sugar levels fall,
glycogen breakdown is followed by the activation of gluconeogenesis. Gluconeogenesis uses glycerol
and amino acids supplied from fat and muscle as substrates, and gluconeogenesis is carried out via
metabolic pathways mediated by the gluconeogenic enzymes GYK and PEPCK, respectively.

When SGLT2 inhibitors were administered to liver-specific GYK-deficient, liver-specific
PEPCK-deficient and kidney-specific PEPCK-deficient mice, changes in body weight, fat mass and
muscle mass were characterized according to the deficient glycogenic enzyme.
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