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Improvement effects and mechanism of ulinastatin on cisplatin-induced myocardial injury
REN Jiafu, CHEN Pengfei, A Rong, LI Jing (Dept. of Cardiovascular Medicine, the Affiliated Hospital of Inner
Mongolia Medical University, Hohhot 010050, China)

ABSTRACT OBJECTIVE To investigate the improvement effects and potential mechanism of ulinastatin (UTI) on cisplatin
(CP)-induced myocardial injury. METHODS Rabbits were used as study subjects and randomly divided into blank group (normal
saline 2 mL/d, for consecutive 7 d), CP group (150 mg/m?, on the Ist and 4th day), UTI low-dose/high-dose group (UTIL/UTI.
group, UTL 25 000 or 50 000 IU/kg, once a day, for consecutive 7 d), c-Jun N-terminal kinase (JNK) inhibitor group (JNKi
group, SP600125 15 mg/kg, on the 1st and 4th day+CP 150 mg/m’, on the Ist and 4th day+normal saline 2 mL/d, on the other 5
days). Except for the blank group, rabbits in the other groups were injected with relevant medicine and/or normal saline via a
marginal ear vein on one side. The serum level of cardiac troponin I (c¢Tn I ) in rabbits on the 1st and 8th days of the detection
experiment, as well as the levels of superoxide dismutase (SOD), glutathione (GSH) and malondialdehyde (MDA) in myocardial
tissue on the 8th day of the experiment, were all measured in each group. The pathological changes and myocardial cell apoptosis
in myocardial tissue were observed, and the protein expressions of B-cell lymphoma-2 (Bcl-2), Bcl-2 associated X protein (Bax),
JNK, phosphorylated JNK (P-JNK) , mitochondrial fission factor (Mff), and dynamin-related protein 1 (Drpl) in myocardial
tissue were all determined. RESULTS Compared with the blank group, the CP group showed significant myocardial injury. The cell

AESTE {5 [ &R 2%t 4 MK B 2% 3 4 51 H (No. apoptotic rate, the levels of ¢Tn I in serum and MDA in

82260075) 5 NBE 1 1A X [ SR BHSEHE 4 T H (No.2024QN08043) 5 4 myocardial tissue, as well as protein expressions of Bax,
Sl H IR X R A2 R E DT ST 10 H (No.NJZY23143) 5 IN SR E AR JNK, p-INK, Mff, and Drpl, were all significantly increased
MR LR BRI H (No.2023NYFYGG020) 5 45t BERHR B I B or up-regulated, SOD level and protein expression of Bcl-2
Bt =R AA I “fiiAT =517
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4 E(SEE AT R, 820 W42k S0 4 BFST A - drug treatment group showed improvement. The cell apoptosis
JE I O A 25 W) AR 2% . E-mail : dpeddd@163.com index, the levels of ¢cTn I in serum and MDA in myocardial

significantly reduced or down+regulated (P<<0.05). Compared
with the CP group, the myocardial injury in rabbits from each
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tissue, as well as protein expressions of Bax, JNK, p-JNK, MIff (except for UTIL group), and Drpl, were all significantly

reduced or down-regulated, while SOD, GSH level and protein expression of Bcl-2 significantly increased or up-regulated (P<<

0.05) ; moreover, the improvement in some indicators was significantly better in the UTI, group and the JNKi group compared to

the UTL. group (P<<0.05). CONCLUSIONS UTI may ameliorate CP-induced myocardial injury, the potential mechanism of which

may be associated with antagonizing oxidative stress and inhibiting the JNK/Mff signaling pathway.

KEYWORDS ulinastatin; cisplatin; myocardial injury; JNK/MIf signaling pathway
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WAL T FLOWLEF 4EAb . AP as SR 2o, 4 H
INK A i 500 247 T U5, R RO LA 2 S A= )
MDA 7K V-4 CP 21 1 P {I , GSH . SOD %540 4 fL il 7K
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