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Fundamental research for the application of a novel kappa opioid receptor
agonist for medical treatment of pain relief
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In this study, we investigated whether a novel kappa opioid receptor (KOR)
agonist, rationally designed to distinguish between its analgesic dose and the dose that induces
side effects (sedation and drug aversion), is both effective and safe for pain management. The
compound demonstrated analgesic effects against hyperalgesia, including cancer pain, and within its
analgesic dose range, it did not induce sedative or aversive effects. Furthermore, in chronic
treatment study, the development of tolerance to present compound-induced analgesic effects was
weaker than that of other KOR agonist and morphine. Additionally, it is found that the combination
of present KOR agonist and mu-opioid agonist morphine has additive or synergic analgesic effects.
These results indicate a potential basis for the acquisition of preclinical proof-of-concept as the
first KOR agonist to develop a clinically applicable analgesic.
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