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(Abstract] Objective To study the protective effects of Chaihu Sanshen Capsule on hearts of rats with myocardial ischemia

reperfusion injury (MIRI). Methods Eighty—four SPF rats were randomly divided into sham operation group, model group, diltiazem
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group, and low—, medium—, high-dose Chaihu Sanshen Capsule groups, with 14 rats in each group. The rats were given intragastric
administration before operation, and the rats in sham operation group and model group received normal saline. In sham operation
group, only threading was performed without ligation. In the other groups, the left anterior descending coronary artery of rats was
ligated with sterile suture for 30 min and loosened for 90 min to construct the myocardial ischemia reperfusion model. After the
reperfusion, blood was taken immediately and the heart was stripped. Arrhythmia scores were compared among groups, TTC
staining was used to calculate the area of myocardial infarction, HE staining was taken to observe pathological changes of
myocardial tissue under microscope, and Western blot was used to detect the expression level of ferroptosis—related protein in
myocardial tissue. Results Compared with sham operation group, model group showed higher arrhythmias scores (P<0.05), disordered
arrangement of myocardial cells, uneven sizes of nucleus, hypertrophic, edematous and degenerated cells, and the signficant
increase in infarct area of myocardial tissues (P<0.05). In addition, the expression of mixed lineage kinase 3 (MLK3), c-Jun N-terminal
kinase (NK) and tumor suppressor protein p53 (p53) was significantly higher (P<0.01). While there was no significant difference
between model group and low—dose Chaihu Sanshen Capsule group in arrhythmia score, improvement of myocardial cell injury,
myocardial infarction area and the expression of ferroptosis-related proteins MLK3, JNK, p53 (P>0.05). Compared with model group,
the medium-and high-dose Chaihu Sanshen Capsule groups and diltiazem group demonstrated significantly lower arrhythmia scores (P<
0.05), improved myocardial cell damage, the neatly arranged cells the decreased agree of edema, the less infarction area of myocardial
tissues (P<0.05), and significant lower expression of ferroptosis related proteins MLK3, JNK, and p53 (P<0.01). Conclusion The
medium- and high—dose Chaihu Sanshen Capsule can alleviate arrhythmia in MIRI rats, lessen myocardial infarction area, reduce
myocardial pathological damage, and decrease the expression levels of ferroptosis—related proteins. The mechanism may be related
to the inhibition of myocardial ferroptosis.

(Keywords] Chaihu Sanshen Capsule; myocardial ischemia reperfusion injury; ferroptosis; mixed lineage kinase 3; c¢—Jun

N—terminal kinase; tumor suppressor protein p53
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