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We attempted to develop agonists for the morphine-insensitive mu opioid
receptor splice variants (MRP-insensitive SV), which amidino-TAPA interact with, as potent
analgesics without drug dependence. At first, we attempted to develop an in vitro functional assay
system for the MRP-insensitive SV but the attempt is not complete at present. Therefore, we
conducted to develop the binding assay system for the MRP-insensitive SV as an alternative to the
functional assay. The attempt to optimize the assay conditions revealed the critical factors to
improve the assay system.

Based on the lead compound SYK-823, we designed and synthesized several morphinan derivatives with
the substituent bearing phenyl group at the 4, 5, or 6-position to find four potential compounds.
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