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Effects of miR-224 targeted inhibition of ECRG4 expression on the proliferation, migration
and invasion of human non-small cell lung cancer cells
ZHANG Hui',ZHAO Yinsheng' ,WU Xiaoyan®
(1. Department of Thoracic Surgery ,Qinghai Province Cardiovascular and Cerebrovascular
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Abstract : Objective To study the expression of microRNA-224 (miR-224) and its target gene esophageal
cancer-related gene 4 (ECRG4) in non-small cell lung cancer (NSCLC) ,and their effects on the proliferation,
migration and invasion of A549 cells. Methods Fluorescence in situ hybridization, fluorescence quantitative
PCR,immunohistochemistry and Western blot were used to detect the expression levels of miR-224 and
ECRGH4 in clinical specimens and cell lines of NSCLC. MicroRNA. org was used to predict the targeted rela-
tionship between miR-224 and ECRG4,and double luciferase reporter gene experiment and Western blot were
used for verification., The effects of miR-224 and ECRG4 on proliferation, migration and invasion of A549 cells
were analyzed. Results The expression level of miR-224 in NSCLC cancer tissues was significantly higher
than that in adjacent tissues,and the expression levels of ECRG4 mRNA and ECRG4 protein were significant-
ly lower than those in adjacent tissues,the difference was statistically significant (P <C0. 05). Compared with
healthy human lung bronchial epithelial cell line HBE, the expression levels of miR-224 in the NSCLC cell
lines .78, A549 and H460 were significantly increased, and the expression levels of ECRG4 mRNA and
ECRG4 protein were significantly reduced, the difference was statistically significant (P <C0. 05). Predicted by
the microRNA. org website, double luciferase reporter gene experiment and Western blot confirmed that

ECRG4 was the target gene of miR-224. Inhibition of miR-224 inhibited proliferation, migration and invasion
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of A549 cells (P<C0. 05),and combined inhibition of ECRG4 could reverse the inhibitory effect of miR-224 on
A549 cells (P<C0.05). Conclusion miR-224 can promote the proliferation, migration and invasion of NSCLC

A549 cells by targeting ECRG4 , suggesting that miR-224 and ECRG4 may be the targets for the diagnosis and

treatment of NSCLC.
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miR-224+si-ECRG4 21 A549 41l tf ECRG4 & 1%
KIKF0.13+0. 01 B B AKX F anti-miR-224 + si-NC
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miR-224 3' uugcclIJUggug;It\uCACUGAAc 5'
ECRG4-Mut 5' ccucuAAuuuuUgCACUGAAu 3'

3 W E miR-224 5 ECRG4 3'UTR & &

ECRG4ZEH

GAPDH

& 4 MHE miR-224 REEEIMHE ECRG4 J§ A549
MEth ECRG4 EARIEFER
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5 anti-miR-NC 41 e #, © P<<0. 05; 5 anti-miR-224 + si-NC
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