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Discovery of novel mu-delta opioid receptor agonistic analgesics with low
analgesic tolerance
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We tested the activities of 200 compounds in our compound library for the p
-0, U, and & receptors (ORs). The 80 compounds showed higher activities for the p -& OR than
ML335, which is a representative y -6 OR agonist. Furthermore, we evaluated concentration-response
relationships for the p -& OR of the 9 compounds within the 80 compounds, which showed not only
high p -6 OR activities but also low y and & OR activities. As a result, SYK424, SYK555, SYK556,
SYK564, and SYK664 exhibited more potencies than ML335. Although we found hit compounds as novel p -
o OR agonists, we did not complete optimization of the hit compounds and assessment of their
antinociceptive effects.
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