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2 & :circ_0023642 1 B ¥ A ZUR1 41 i 2R 19 3R A /KT 4 30l 563 v 1R 5 AL 4URI I R 1 286 B4 i (P<0.05 B P<0.01) , HL7E
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circ_0023642 promotes malignant biological behaviors of gastric cancer cells via
regulating miR-508-3p/ERBB4 axis

SHI Bing’, XU, Jian’, ZHANG Xiubing®, XU Chunhua’ (a. Department of Oncology; b. Department of Pharmacy, the Second People's
Hospital of Nantong City, Nantong 226002, Jiangsu, China)

[Abstract] Objective: To explore the influence of circ 0023642 on the proliferation and metastasis of gastric cancer GMC-803 cells
by modulating miR-508-3p/ERBB4 axis. Methods: Cancer tissues and corresponding para-cancer normal tissues from 31 gastric cancer
patients, who underwent surgical resection at the Second People's Hospital of Nantong City from May 2015 to March 2018, were col-
lected for this study; meanwhile, gastric cancer cell lines (MGC-803, MKN-45 and MKN-28) were also collected. qPCR was performed
to determine the expression levels of circ_ 0023642 and miR-508-3p in above mentioned tissues and cell lines. WB was applied to mea-
sure the expressions of ERBB4, E-cadherin, N-cadherin and Vimentin in MGC-803 cells. CCK-8 assay and Transwell assay were used
to evaluate the effects of circ 0023462 and miR-508-3p expression on proliferation, migration and invasion of MGC-803 cells. Dual-lu-
ciferase reporter gene was carried out to validate whether miR-508-3p could bind to the 3' UTR of circ_0023642 and ERBB4. Results:
Compared with para-cancer tissues or normal gastric mucosal cells, the expression of circ_0023642 was significantly up-regulated in
gastric cancer tissues and cells lines, and the expression was highest in MGC-803 cells (P<0.05 or P<0.01). Silencing circ 0023642 dra-
matically decreased the proliferation, migration, invasion and epithelial-mesenchymal transition (EMT) of MGC-803 cells (P<0.05 or
P<0.01). Both circ 0023642 and ERBB4 could target the binding sites of miR-508-3p. Further experiments confirmed that circ
0023642 promoted the proliferation, migration, invasion and EMT of MGC-803 cells by sponging miR-508-3p (P<0.05 or P<0.01).
Conclusion: circ 0023642, by competing ERBB4 to bind with miR-508-3p, promotes the proliferation and metastasis of gastric cancer
MGC-803 cells, thus could be used as a marker for the clinical diagnosis of gastric cancer.
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Tab.1 Primer sequences of qPCR

Gene Sequence

circ_0023642 F: 5'-ATGACAAACTGACGGAAAAGGAG-3'
R: 5-AACCAAGGGCAACAGCAATG-3'
miR-508-3p  F: 5'-CAAGCATGATTGTAGCCTTTTG-3'
R: 5-TATCGTTGTACTCCAGACCAAGAC-3'
U6 F: 5-GCTTCGGCAGCACATATACTAAAAT-3'
R: 5'-CGCTTCACGAATTTGCGTGTCAT-3'
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JE K MGC-803 ZH iU {2 28 /e 1. 4% % 5% FH & [l
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2.1 circ 0023642 £ B BA B Amio 7 ¥ L& kK

qPCR SEIG ks M 45 SR W, H9m 55 AL, B
Jeb 4 cire 0023642 2 mRIE(P<0.01, B 1A); 5
1EH B AL A (GES-1) EL L, cire 0023642 7E 5 i
4 s % (MGC-803 \MKN-45 A1 MKN-28) H f] £ ik 7K
F &2 Fi (P<0.05 5 P<0.01, B 1B) , £ MGC-803
4 A R 208 K B R T A 2 Bk B R 4 M (P<
0.05) , WL B M P AT 5 225050

pression

k%

Relative circ_0023642 ex

GES-1 MKN-45 MKN-28 MGC-803

"P<0.01 vs Para-cancer or GES-1 group, *P<0.05 vs MGC-803 group.

A: Expression of circ_0023642 in gastric cancer tissues and para-cancerous tissue was examined by qPCR ;

B: Expression of circ_0023642 in gastric cancer cell lines and human normal gastric mucosal cells was detected by qPCR
1 circ_0023642 7£ B AR AM R P S FRIE
Fig. 1 circ_0023642 was up-regulated in gastric cancer tissues and cell lines
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A: The expression level of circ_0023642 in MGC-803 cells was analyzed by qPCR; B: CCK-8 assay was used to detect cell

proliferation viability of MGC-803 cells; C and D: The migration and invasion of MGC-803 cells was evaluated by

Transwell assay (x100); E: WB was used to measure the expression of EMT related proteins

2 FPE cire_0023642 HlH] MGC-803 4RARIEFEFGE 5 H £ 00 EMT M X B AR RIA
Fig. 2 Down-regulation of circ_0023642 inhibited the proliferation and metastasis of MGC-803 cells

and affected the expression of EMT-related proteins
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A: Circ RNA interactome and starbase database were used to predict the relationship among miR-508-3p, circ 0023642 and ERBB4;

B: Dual-luciferase reporter gene was applied to measure the luciferase activity of MGC-803 cells; C: The expression level of miR-508-
3p in MGC-803 cells was analyzed by qPCR; D and E: WB was used to determine the expression of ERBB4 in MGC-803 cells
3 miR-508-3p #L[E)454 circ_0023642 F1 ERBB4 i} 3'-UTR
Fig. 3 miR-508-3p could targetedly bind 3'-UTR of circ_0023642 and ERBB4
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