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Development of selective agonists for the morphine-insensitive opioid mu
receptor splice variants

Fujii, Hideaki
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To develop nonpeptidic agonists selective for the morphine-insensitive
opioid mu receptor splice variants with which peptidic agonist amidino-TAPA can interact, we
attempted to identify the pharmacophore for the splice variants. As a designed compound based on the

methadone structure did not show any agonistic activities (antinociceptive effects), a working
hypothesis that the Phe residue in amidino-TAPA would play an important role in eliciting its
activities was not confirmed. The compounds evaluated in in vivo assays must have low or no binding
affinities for the kappa receptor. Although we designed and synthesized several morphinan
derivatives, only one compound among the synthesized ones fulfilled the criterion. Therefore, we
have not yet found selective agonists. To achieve our investigation aims, we think that it is
important to newly construct an in vitro assay which can evaluate the binding affinities and/or
activities of the tested compounds for the splice variants.
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604.5 nM, Ki(3 ) = 515.9 nM, Ki(k ) = 167.0 nM
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