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Development of novel mu-delta opioid receptor agonistic analgesics without
analgesic tolerance

Hirayama, Shigeto

3,300,000
M -3 SYK-663 6,14~
SYK-642
SYK-663 15 10 SYK-642 7
SYK-663 p -4 2
SYK-642 [VREET)
SYK-663
py -0
u -6 y -6

We found a quinoline derivative SYK-663 and a 6,14-epoxymorphinan derivative
SYK-642 as novel p -O heterodimer agonist candidates. To develop more efficacious and selective p
-0 heterodimer agonists, we designed and synthesized SYK-663 derivatives and SYK-642 derivatives.
We evaluated agonistic activities of 17 derivatives and fund two more selective p -& heterodimer
ggonistg than the parent compound SYK-663. We are conducting further modification of SYK-663
erivatives.
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