©
2018 2020

Elucidation of metabolic rhythm regulation by orexin agonist
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We demonstrate the potential metabolic effects of a non—ﬁeptide 0X2R
selective agonist, YNT-185 by using high-fat fed mice. C57BL/6J mice was single-housed under
high-fat diet for one week and daily intraperitoneal administration of YNT-185 or vehicle was
performed during light period (ZT6). As a result, the body weight gain of the YNT-185-treated group
was attenuated along with the decrease in the food intake compared to the control group. Moreover,
the weights of epididymal adipose tissues in the YNT-185-treated group were significantly reduced
compared to the control group. It is suggested that the YNT-185 attenuates diet-induced body weight
gain by reducing the accumulation of peripheral fat at least via suppression of food intake. The
pharmacological effects may depend on the clock time of the administration. To validate the
effectiveness on metabolic abnormalities, the pharmacological mechanisms of YNT-185 against body
weight gain need to be elucidated by further investigation.
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