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The influence of JNK inhibitor on hemodynamics after ischemia/reperfusion injury to the heart in rats
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[Abstract] Objective To investigate the effect and mechanism of JNK mitogen-activated protein
kinases (JNK MAPKs) inhibitor SP600125 on hemodynamics after ischemia/reperfusion (I/R) injury to heart
in anesthetized rats. Methods Tirty-six healthy adult Sprague-Dawley (SD) rats were randomly divided into
six groups (each n=6); sham operation (SO) group, I/R group, three JNK inhibitor groups (model
groups) and ligustrazine hydrochloride (LH) group. In the SO group, a silk suture was passed underneath a
main branch of the left coronary artery without tying. In the rest groups, the left coronary artery was occlud-
ed lasting for 30 minutes followed by reperfusion for 180 minutes. In the model groups, SP600125 was intra-
venourly administered 5 minutes before the end of the ischemia period, and continued during reperfusion peri-
od with a total dose of 4.7, 14. 4 and 47. 9 mg/kg respectively. Control animals received normal saline or LH
30 mg/kg in the same manner. The changes in hemodynamics, including heart rate (HR), mean blood
pressure (MBP), maximal change rate of intraventricular pressure rise/down (+dp/dt max), left ventricular
systolic pressure (LVSP), LVDP’ (LVDP'= LVSP — left ventricular diastolic pressure (LVDP)J, left
ventricular end-diastolic pressure (LVEDP) were determined during I/R. Results There was no statistical
difference in hemodynamices among the groups before occluding. The values of HR, MAP, +dp/dt max,
LVSP, LVDP in 1/R group were significantly lower than those in SO group, and LVEDP was significantly
higher. Compared with I/R group, =+ dp/dt max, LVSP, LVDP' in model groups and LH group were
significantly higher (P<C0. 05 or P<<0.01). There was no significant change in HR, MBP and LVEDP after
the administration of JNK inhibitor or LH. Conclusion Both JNK inhibitor and LH ameliorate cardiac
systolic and diastolic dysfunction induced by 1/R, without influence on MBP and HR in anesthetized rats.

[Key words] JNK mitogen-activated protein kinase; JNK inhibitor; myocardial ischemia/reperfu-
sion; hemodynamics
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