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Clarification of the optimal orientation and length of the side chain in opioid
kappa receptor ligands and its application
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The synthetic route for the 4,5-epoxymorphinan derivatives with a bicycle[2.
2_.2]octane skeleton from naltrexone hydrochloride was established. The F-ring contained 4,
5-epoxymorphinan derivatives with the side chain characterized by an orientation and a length were
prepared and assayed for the affinity for opioid receptors. As a result, the derivative with a
benzyl amide side chain oriented in the same plane of the F-ring showed potent activity and high
selectivity for opioid kappa receptor.
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