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Study on the potential mechanism of picroside [[ in reducing
adriamycin-induced H9CZ cell injury
CHEN Luofan sZHAO Jindan s RAO Hong®
(Center for Cardiovascular Clinical Medicine ,Liyuan Hospital Affiliated to Tongji Medical
College of Huazhong University Science and Technology ,Wuhan , Hubei 430077 ,China)

[Abstract] Objective To investigate whether Picroside [ (Pic) could inhibit the damage of H9C2 cell
caused by doxorubicin (Dox) and its potential mechanisms. Methods H9C2 cardiomyocytes were treated with
Dox (1 pmol/L) for 24 hours to construct a cellular model of Dox-induced myocardial injury. Firstly, the effect
of different concentrations of Pic on cell activity was detected using the Cell Counting Kit-8 (CCK-8) method
to determine the optimal concentration of Pic for intervention. Subsequently, HIC2 cells with 60% —70% con-
fluence were then randomly divided into three groups:the control group (Con),the Dox group and the treat-
ment group (Dox+Pic). Cell damage by Dox was evaluated using lactate dehydrogenase (LDH) levels;cellu-
lar apoptotic rate was assessed using Annexin V-FITC/PI staining and TUNEL staining. The effects of Dox
and Pic on mitochondrial membrane potential (MMP) of HIC2 cells were determined using JC-1 dye;the ex-
pression of apoptosis-related proteins (BAX,BCL2,C-caspase-3) in each group was detected by Western blot-
ting assay. A selective inhibitor of deacetylase silent information reglator 1 (SIRT1-IN-1) was employed to ex-
plore whether Pic could exert a protective effect against Dox-treated cells by regulating SIRT1. Results Dox
significantly reduced H9C2 cell activity, while Pic inhibited this process. Compared with the Con group and
LDH levels in cell culture media in the Dox—+Pic group were significantly reduced. Annexin V-FITC/PI stai-
ning and TUNEL staining both showed that Pic couldreduce apoptosis caused by Dox, and JC-1 staining
showed that the mitochondrial membrane potential (MMP) of cells in the Dox—+ Pic group was significantly reduced
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compared with the Dox group. Western blotting assay showed that Pic could inhibit the expression of pro-ap-

optotic proteins (BAX,Cleaved caspase-3) and promote the expression of anti-apoptotic protein BCL2. Mecha-

nistically,SIRT1 protein expression was reduced in the Dox group cells, yet Pic could upregulate SIRT1 ex-

pression,and SIRT1-IN-I (2 pmol/L) reversed the anti-apoptotic effect of Pic. Conclusion

Pic can inhibit

Dox-induced cell injury by activating SIRT1 protein expression.

[Key words] picroside Il sadriamycin;cardiomyocyte apoptosis; HIC2 cell injury
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