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Development of novel orexin ligand and its pharmacological activity
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This study aimed at the development of novel orexin receptor agonists,
especially OX1R selective agonists, to understand the function of the orexinergic system in the
regulations of sleep/wake cycles and food intake.

Since agonists and antagonists often have similar structures, we planned to design OX1R agonists
from the structure of OX1R antagonist YNT-707, which has our uniquely developed morphinan skeleton.
The structure-activity relationship studies of YNT-707 clarified the structural units responsible
for the antagonist activity of YNT-707 as well as receptor affinity, and we found that the unique
conformation of two pharmacophores is essential for the high OX1R selectivity.
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