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Exploration of the possible role of GPR40-incretin signals in improvement of
fatty liver, glucose intolerance and dyslipidemia

Tomita, Tsutomu
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Though GRP40 is implicated in glucose-stimulated insulin secretion (GSIS) in

vitro, GPR40 knockout (KO) mice have essentially normal glucose tolerance and insulin secretion in
vivo. The aim of this study was to explore physiological significance of GPR40.In Sprague-Dawley
rats, a widely used animal model in physiology and pharmacology, we applied zinc-finger nucleases
and established GPR40 KO rats. Glucose and lipid metabolism were assessed in GPR40KO rats and
compared with wildtype (WT) littermates.There was no significant difference between GPR40KO and WT
rats in body weight and food intake. During intraperitoneal glucose tolerance test (ipGTT), glucose
levels were increased in GPR40KO rats and associated with decreased insulin levels at 15min after
glucose load.These results suggest phyciological implication of GPR40 in glucose metabolism.
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