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ABSTRACT Objective: To investigate the protective effect of exogenous k-opioid receptor agonist U50,488H on myocardial is-
chemia reperfusion injury in mice and its potential underlying mechanism. Methods: 40 adult male C57 mice were randomly divided into
4 groups: Sham group (Sham), ischemia-reperfusion group (I/R), k-opioid receptor agonist U50,488H+I/R group (U+I/R), k-opioid re-
ceptor blocker nor-BNI+U50,488H+MI/R group (N+U+I/R). In vivo model of acute myocardial ischemia reperfusion in mice was estab-
lished. The cardiac function was detected by ultrasound of small animals. Myocardial infarction area was detected by TTC/Evean's blue
staining. Serum LDH activity and cTnl content were collected and detected by kits. The expression of CaMKII and phosphorylated
CaMKII were detected by western-blotting. Results: Compared with the sham group, cardiac function was decreased in I/R group, my-
ocardial infarction area and the lever of serum LDH and c¢Tnl were increased in serum (P<0.05), and the expression of phosphorylated
CaMKII in myocardial tissue was significantly increased (<0.05). Compared with the I/R group, the U+I/R group showed improved car-
diac function, decreased myocardial infarction area, the decreased levels of LDH and c¢Tnl in the serum (P<0.05), and inhibited phospho-
rylated CaMKII in the myocardial tissue (P<0.05). These effects of US0,488H were blocked by nor-BNI. Conclusion: k-opioid receptor
activation inhibits myocardial ischemia-reperfusion injury and improves cardiac function, and the protective effect of k-opioid receptor
activation may be associated with the reduced expression level of p-CaMKII, which needs further investigation.
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Fig.1 Effects of U50,488H on cardiac function in MI/R mice. (n=4-6, * vs Sham, P<0.05; * vs I/R, P<0.05; & vs U+I/R, P<0.05)
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Fig.2 Effects of U50,488H on cardiac infarct size in MI/R mice. (n=4-6, * vs Sham , P<0.05; * vs /R, P<0.05; & vs U+I/R, P<0.05)
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Fig.3 Effects of U50,488H on serum LDH and c¢Tnl levels in MI/R mice. (n=4-6, * vs Sham, P<0.05; # vs /R, P<0.05; & vs U+I/R, P<0.05)
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Fig.4 Effects of U50,488H on the expression of p-CaMKII in MI/R mice heart. (n=4-6, * vs Sham, P<0.05; # vs I/R, P<0.05; & vs U+I/R, P<0.05)
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