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Essential Structure of Morphinan Compounds for binding to Orexin 1 Receptor
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In the study, we synthesized compounds in which the partial skeleton of the
morphinan skeleton was boldly removed due to clarify the essential structure of OX1R selective
antagonist YNT-707 required for binding to the OX1R, and to find a candidate compound with a
simplified structure.

As a result, decahydroisoquinoline derivatives without a A-ring showed no activity, while
spiroindanopiperidine compounds with a A-ring showed weak antagonistic activity against OX1R.
Further investigation of the amide side chain in spiroindanopiperidine compounds suggests that
methylene bridges and bicyclic aromatic rings play an important role in the active conformation for
OX1R.
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