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MOPr-DOPr RTP4

The role of RTP4, a regulatory molecule of MOPr-DOPr heteromer, as a new
therapeutic target of pain treatment
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_This study of 3-years project revealed that (1% The decrease in Gi signal
after repeated MOPr activation was not suppressed by RTP4 siRNA; (2) The development of

antinociceptive tolerance to morphine was partially but significantly suppressed in RTP4 conditional

knockout mice; (3) The increase in MOPr-DOPr heteromer formation is mediated via the interaction
between MOPr or DOPr and intracellular domain of RTP4. These results suggest that the interaction
between intracellular domain of RTP4 and opioid receptors leads to decrease in the opioid receptor
signaling and is involved in the mechanism of antinociceptive tolerance to morphine.
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