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Abstract

Nah‘uraﬁne 15 a selective k-opiokl receptor agonist and has a potent antipruritic effect on vanous types of prunitus

through central k-opioid receptor activation. Moreover, clinical studies have demonstrated that nalfurafine possesses

efficacy and safety in hemodialysis patients with uremic pruritus. In the course of the design and synthesls of orexin

Natturafing receplor ligands, we tried Lo estimate morphinan derivatives to obatin orexin antagonists. Surprisingly, we found that

“Small molecule-  nalfurafine showed extremely selective orexin 1 receptor antagonist activity against orexin induced calcium mobilization

Blo"k_' (IC,=0.8 pM) and highly binding affinity (Ki=1.0 pM). Moreover, the results from intraperitoneal (IP) injection of

nalfurafine into WT mouse in sleep penod indicated the significant inhibition of i-opioid receptar induced incense of

locomotar activity, while U-50488H, a x-opioid receptor agonist, exhubited increase of locomotor activity. The increased

ﬂmgin - 't motor activity of U-S0488H was blocked by orexin 1 antagonist, SB-418024. These results were supported that the
-Peptide- -~ deficit of motor activity of nalfurafine in the sleep period was derived from orexin receptor antagonist activity.
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