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ngglopment of novel molecular tool for controlling sleep/wake cycle and feeding
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Purpose of this project is to develop novel molecular tool for controlling
sleep/wake cycle and feeding behavior. Especially, we employed photo-caging technique to control the
orexin agonist activity with light. Our main discoveries are the followings; 1) We discovered novel
potent and selective orexin 2 receptor agonist YNT-185 and explored the target brain region of this
molecule. 2) We desi?ned and synthesized photo-caged orexin receptor agonist based on the
structure-activity relationship study of orexin receptor agonist. 3) The caged molecule was
investigated the photoresponcibility and electrophisiological responce.
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2 NFAT-Luciferase activity mediated by OX2R (efficacy at 10 pM); ®Ca2* influx mediated by
OX2R (efficacy at 10 uM); °Not active.
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YNT-185: R'=R?=H (100% activation@10uM)
12: R'=H, R2 Cbz (80%)
13: R'=H, R?= Boc(100/)
14: R'=Cbz, R?=Cbz (16%)
15: R'=Cbz, R?=Boc (5%)
16: R'=Cbz, R?=H (40%)
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