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Resveratrol regulates miR-212-3p to reverse resistance

of hepatoma cells to cisplatin”
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[Abstract] Objective To explore the possible molecular mechanism of resveratrol (RES) regulating
miR-212-3p to reverse the resistance of human hepatoma drug-resistance cell line (Huh-7/DDP) to cisplatin
(DDP). Methods The Huh-7/DDP cells were treated with different concentrations (0,2.5,5,10,20,40 pmol/
L) of RES. The Huh-7/DDP cell proliferation ability was detected by the CCK-8 assay. After treating the
Huh-7/DDP cells by RES, the expression level of miR-212-3p was measured by RT-qPCR. The Huh-7/DDP
cells were divided into the non-treatment group, DDP group,RES+DDP group, NC mimic+ DDP group,miR-
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212-3p mimic+ DDP group, NC inhibitor + DDP group, miR-212-3p inhibitor + DDP group, NC inhibitor +
RES-+DDP group and miR-212-3p inhibitor + RES-+DDP group. The IC;, value of Huh-7/DDP cells was de-
tected by the CCK-8 assay. The flow cytometry was employed to detect the apoptosis rate of Huh-7/DDP
cells. The expression levels of p-PI3K, p-Akt, Bcl-2 and Bax proteins were examined by the Western blot
method. Results  Singly using the final concentration of 5 umol/L. RES had no significantly inhibiting effect
on the growth of Huh-7/DDP cells (P >>0.05), which was the maximum non-toxic dose. IC;, of the RES+
DDP group was significantly lower than that of the DDP group (P <C0.05). The apoptosis rates of Huh-7/
DDP cells in the DDP group and RES+ DDP group were higher than that of the non-treatment group (P <<
0. 05) ,moreover the RES+DDP group was significantly higher than the DDP group (P <C0. 05). The expres-
sion level of miR-212-3p in the RES-treated Huh-7/DDP cells was significantly higher than that of the non-
treatment group (P<C0.05). The IC;, value of the miR-212-3p mimic+DDP group was lower than that of the
NC mimic+DDP group. The apoptosis ratio of the miR-212-3p mimic+ DDP group was higher than that of the
NC mimic+DDP group (P <C0.05). The IC;, value of the miR-212-3p inhibitor+DDP group was significantly
higher than that in the NC inhibitor+DDP group,while the IC;, value of the NC inhibitor + RES+ DDP group
was significantly lower than the NC inhibitor + DDP group. Whereas the 1C;, value of the miR-212-3p
inhibitor+RES+DDP group was lower than the NC inhibitor +RES+ DDP group. The apoptosis rate in the
miR-212-3p inhibitor+DDP group was significantly lower than the NC inhibitor+DDP group,while the apop-
tosis rate in the NC inhibitor+RES-+DDP group was higher than the NC inhibitor+DDP group. However, the
apoptosis rate in the miR-212-3p inhibitor + RES+DDP group was lower than the NC inhibitor+RES-+DDP
group (P<C0.05). The protein levels of p-PI3K, p-Akt,Bcl-2 in the DDP and RES+ DDP groups were lower
than that of the non-treatment group (P<C0. 05),while the Bax protein level was higher than that of the non-
treatment group (P<C0. 05),in which the p-PI3K, p-Akt and Bcl-2 protein levels in the RES+ DDP group
were lower than those in the DDP group (P <C0. 05),while the Bax protein level was higher than that in the
DDP group (P<C0. 05). Conclusion RES may play a role in reversing the DDP resistance of liver cancer by increas-
ing the level of miR-212-3p in Huh-7/DDP cells and inhibiting the phosphorylation of PI3K/Akt pathway proteins.
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