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181a-5p

ZHU Hai-xing, HE Xin-yang
( Department of Oncology ,the First Affiliated Hospital of University of Science and Technology of China ,Anhui Provincial Hospital,Hefei
230031 ,Anhui,China)

[ Abstract] Objective:To investigate the mechanism of ZNF139 increasing drug resistance in gastric cancer cells by inhibiting
the expression of miR-181a-5p. Methods: The expression of ZNF139 and miR-181a-5p in gastric cancer tissues and cell lines was de-
tected. MKN45 and MKN45/ADR cell lines were transfected with ZNF139-siRNA ,miR-181A-5p mimic or pcDNA-ZNF139. The cell vi-
ability was determined by MTT assay, and the expression levels of drug-resistant genes such as ZNF139 ,miR-181a-5p and P-gp,GST-
w,MRP-1,Bcl-2, TS and Bax were detected by real-time PCR and Western blot. The regulatory effect between ZnF139 and miR-181a-
Sp was verified by ChIP and dual luciferase activity assay. Results; The relative expression levels of ZNF139 mRNA and protein were
significantly higher in gastric cancer tissues and cell lines than in adjacent tissues (P <0.05) ,and the expression of miR-181a-5p mR-
NA was decreased (P <0.05). The expression of miR-181a-5p mRNA in MKN45/ADR cells was significantly increased after transfec-
tion with ZNF139-siRNA | and the survival rate of MKN45/ADR cells was significantly decreased after treatment with chemotherapy
drugs ADR,5-FU and L-OHP (P <0.05). MKN45 cell line transfected with pcDNA-ZNF139 ,the expression level of ZNF139 mRNA
and protein was increased ,the expression level of miR-181a-5p mRNA was decreased, and the drug resistance to ADR,5-FU and L-
OHP was significantly increased (P <0.05). Dual luciferase activity assay showed that ZNF139 inhibited the transcriptional activity of
miR-181a-5p promoter (P <0.05). Inhibition of ZNF139 could decrease the expression of P-gp, MRP-1 and Bel-2 in MKN45/ADR
cells (P <0.05). MiR-181a-5p mimics were transfected into MKN45/ADR cells, and the expressions of P-gp, LRP and Bcl-2 were sig-

nificantly decreased (P <0.05). Conclusion: The ZNF139 can increase the drug resistance of gastric cancer cells by inducing the ex-
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pression of P-gp, MRP-1 and Bel-2 in gastric cancer cells by inhibiting miR-181a-5p, and this pathway may be a new strategy for the

prevention and treatment of drug resistance of gastric cancer cells.
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