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Resveratrol reverses cisplatin resistance in ovarian cancer
by up-regulating miR-361-3p"
WANG Xuzhen' ,LIU Hong',YU Yixin' sHU Ligiang® ,CHEN Wenhu®
(1. Department of Radiology, Hangzhou Women’s Hospital , Hangzhou , Zhejiang 310030, China ;
2. Zhejiang Academy of Traditional Chinese Medicine , Hangzhou ,Zhejiang 310007 ,China ;
3. Hangzhou Medical College , Hangzhou s Zhejiang 310053 ,China)

[Abstract] Objective To study the mechanism of resveratrol (RES) in reversing ovarian cancer cispla-
tin (DDP)-resistant. Methods Human ovarian cancer SKOV3 cells were selected,and DDP was used to con-
struct SKOV3/DDP drug-resistant cell lines. The effects of RES and DDP on the half maximal inhibitory con-
centration (IC;,) and proliferation ability of SKOV3/DDP cells were detected using the cell counting kit-8
(CCK-8) and 5-ethynyl-2'-deoxyuridine (EdU) assay. The regulatory effect of RES on microRNA-361-3p
(miR-361-3p) was detected by using real-time fluorescence quantitative reverse transcription PCR (RT-
qPCR). Flow cytometry was used to detect the effects of RES and DDP on apoptosis. Additionally, the
proliferation and apoptosis of DDP on cells were detected after transfecting the cells with a miR-361-3p inhibi-
tor. Western blot was used to detect the expression of key proteins in the mitogen-activated protein kinase/ex-
tracellular signal-regulated kinase (MAPK/ERK) signaling pathway. Results The final concentration of RES
at 4 pmol/L had no significant inhibitory effect on the growth of SKOV3/DDP cells (P>>0. 05) , which could
be used as the maximum safe concentration. The IC;, of DDP in the RES+ DDP group was significantly lower
than that in the DDP group (P <C0. 05). RES significantly up-regulated the expression of miR-361-3p in SK-
OV3/DDP cells (P<C0.05). The miR-361-3p inhibitor was able to reverse the resistance of DDP in SKOV3/
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DDP cells (P <C0. 05). Both the DDP group and RES+ DDP group were able to down-regulate the protein lev-
els of phosphorylated ERK1/2 (p-ERK1/2) and phosphorylated P38 (p-P38) (P <C0. 05). Additionally, the
protein levels of p-ERK1/2 and p-P38 in the RES+DDP group were significantly lower than those in the DDP

group (P <C0. 05). Conclusion

The reversal of cisplatin resistance in SKOV3/DDP cells by RES may be

related to the up-regulation of miR-361-3p and the inhibition of the activation of the MAPK/ERK signaling

pathway.
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