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Regulation of iron metabolism in H9c2 cardiomyocyte model with oxygen glucose deprivation/

reperfusion by Conggan Zhixin Compound Formula
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(Abstract] Objective To investigate the iron metabolism of cardiomyocyte after myocardial ischemia -reperfusion (MI/R)
injury in rats and the regulatory effects of Conggan Zhixin Compound Formula on ferroptosis. Methods H9¢2 cardiomyocytes of rats
cultured in vitro were selected and an in vitro MI/R model was established by oxygen glucose deprivation/reperfusion (OGD/R)
modeling. The cells were divided into normal group, model group, Chinese medicine group, inhibitor group, agonist group, joint

group, and blank serum group. Except for the normal group, all other groups were subjected to OGD/R induced injury. During
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reperfusion, complete medium, high—glucose DMEM medium containing 15% drug—containing serum, complete medium containing
Ferrostatin—1 (0.5 wmol/L), complete medium containing Erastin (10 wmol/L), 15% drug—containing serum medium containing Erastin
(10 pmol/L), and high—-glucose DMEM medium containing 15% blank serum were administered according to different groups. CCK-8
was used to measure cell survival rate, TMRE fluorescent probe was used to examine mitochondrial membrane potential,
FerroOrange was used to determine intracellular Fe?* level, and DCFH-DA fluorescent probe was used to identify reactive oxygen
species (ROS) level in each group. Results Compared with the normal group, the cell survival rates and mitochondrial membrane
potential in the model group and the blank serum group decreased significantly (P<0.01), and the levels of Fe* and ROS increased
significantly (P<0.01). There was no significant difference in mitochondrial membrane potential and Fe?* levels between the model
group and the blank serum group (P>0.05). Compared with the model group, the cell survival rates and mitochondrial membrane
potential in the Chinese medicine group and the inhibitor group increased significantly (P<0.01), and the levels of Fe** and ROS
decreased significantly (P<0.01). There was no significant difference in mitochondrial membrane potential, Fe** and ROS levels
between the Chinese medicine group and the inhibitor group (P>0.05). Compared with the model group, the cell survival rate and
mitochondrial membrane potential in the agonist group decreased significantly (P<0.01), and the levels of Fe** and ROS increased
significantly (P<0.01). Compared with the agonist group, the cell survival rate and mitochondrial membrane potential in the joint
group were significantly higher (P<0.01), and the levels of Fe?* and ROS were significantly lower (P<0.01). Conclusion Conggan
Zhixin Compound Formula can reduce MI/R injury, and its mechanisms may be related to regulating iron metabolism of myocardial
cells and inhibiting ferroptosis.

(Keywords] Conggan Zhixin Compound Formula; cardiomyocyte; iron metabolism; ferroptosis; oxygen glucose deprivation/

reperfusion; myocardial ischemia/reperfusion injury
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