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[ Abstract ] Background and objective microRNAs play an important role in the development and biological
phenotype of lung cancer. The present study was to investigate miR-367-3p level in non-small cell lung cancer (NSCLC) pa-
tients and its biological function of NSCLC cells. Methods Twenty-two patients with NSCLC (13 cases of adenocarcinoma
and 9 cases of squamous carcinoma) admitted to our hospital and treated by surgery were included. During the operation,
cancer tissue, paracancerous tissue and S mL peripheral blood were collected. Meanwhile, 22 healthy controls were selected
and S mL peripheral blood was taken. Real-time PCR was applied to detected the expression of miR-367-3p in cancer tissues,
peripheral blood of patients with NSCLC and healthy controls. miR-367-3p was detected in lung cancer cell lines (AS49) and
normal bronchial epithelial cells (BEAS-2B). The proliferation and invasion ability of AS49 cells before and after infection
were detected by MTT and Transwell assay after transfection with exogenous miR-367-3p. The downstream target gene of

miR-367-3p was analyzed by bioinformatics. Zinc finger E-box binding homeobox 2 (ZEB2) was detected by Real-time PCR
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and Western blot. Results miR-367-3p in cancer tissues of 22 NSCLC patients was lower than corresponding normal tissues
(P<0.05), and the serum miR-367-3p level in healthy subjects was higher than NSCLC subjects (P<0.05). The area under the
receiver operating characteristic (ROC) curve of NSCLC was 0.95 (95%CI: 0.89-1.00) and 0.85 (95%CI: 0.74-0.97) respec-
tively; The proliferation and migration ability of lung cancer cell line A549 transfected with exogenous miR-367-3p decreased
significantly (P<0.05); Bioinformatics predicted that the downstream target of miR-367-3p was ZEB2 and up-regulating miR-
367-3p expression, ZEB2 gene was decreased (P<0.05). The Cancer Genome Atlas (TCGA) data analysis showed that there
was no significant difference in overall survival (OS) and disease free survival (DFS) between ZEB2 high expression group and
low expression group (P>0.05). ZEB2 expression was positively correlated with infiltration of B lymphocytes (r=0.32, P<005),
CD8" T cells (r=0.44, P<005), CD4" T cells (r=0.46, P<005), macrophages (r=0.65, P<005), neutrophils (r=0.73, P<005) and
denderitic cells (r=0.71, P<005) in NSCLC. Conclusion The expression of miR-367-3p is down regulated in NSCLC patients

and participates in the biological process of proliferation and invasion of NSCLC by targeting ZEB2 gene.
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GAPDH N5 | %) 8miR-367-3p FiF5 141 uL; cDNA 1 uL,
KRB FKS uLo P HEZEAFH: 95°C . Smin; 95°C. 305,
58°C. 305, 72°C. 30, fi#401K; 72°C. 10 min, Pk 222¢ (Ct
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% 1 miR-367-3pFKiAKk T MReal-time PCR54)
Tab 1 Primer of miR-367-3p detected by Real-time PCR

Primer

Sequence (5" -3")

F: miR-367-3 AGTGCAGGGTCCGAGGTATT
R: miR-367-3p CGACGAATTGCACTTTAGC
F: ZEB2 ACTTTTCCTGCCCTCTCTGT
R: ZEB2 TTGCGATTACCTGCTCCTT
F: GAPDH GAAGGTGAAGGTCGGAGTC
R: GAPDH GGGTGGAATCATATTGGAAC

1.3 HYesNETEmMiR-367-3p KiFRAS4940l, )i FHRMPI-
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Wy K o XRHRF I (miR-NC) 2 ZEFE 5 75 F 5L DR B4y
HIRAF G R Lipofectamine 3000%% YL i 517 4%
Yy, T AR S T, S E A A IR
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Fig 1 Comparison of miR-367-3p expression in tissues and serum. A: comparison of miR-367-3p expression in cancer tissues and

adjacent tissues of NSCLC patients; B: comparison of miR-367-3p expression in serum of NSCLC patients and healthy subjects. NSCLC:

non-small cell lung cancer.
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Fig 2 ROC curve of miR-367-3p in diagnosis of NSCLC. A: tissue; B: serum. ROC: receiver operating characteristic.
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Fig 3 Expression level of miR-367-3p in cell lines. A: Expression of miR-367-3p in lung cancer cell line A549 and normal bronchial
epithelial cell line BEAS-2B; B: Expression of miR-367-3p in A549 cells after different treatments. "P<0.05.
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101 o Blank 2.7 miR-367-3p I ZEB23R A 5 NSCLCH# TG
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Fig 4 Changes in proliferation of lung cancer cells after 2.8 ZEB2RIK G RIEAINIIZIE TIMERKE P h ot
overexpression of miR-367-3p ZEB2 AL T RIAGNSCLCA MR EE AL, ZEB23#%
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Fig 5 Invasion ability of lung cancer cells after overexpression of miR-367-3p. A: blank group; B: Mock group; C: NC group; D:

experimental group; E: invasiveness histogram.
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Fig 6 Expression of miR-367-3p target gene ZEB2. A: mRNA expression of ZEB2 in A549 cells in different groups; B: Protein expression of ZEB2 in

A549 cells in different groups. *P<0.05.
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7 miR-367-3p#EEZEB2RIEENSCLCEE TR, A: BIRRIEHBEDFSILE; B: BIRERIEHBEOSILE,
Fig 7 miR-367-3p target gene ZEB2 expression and prognosis of NSCLC patients. A: DFS comparison of high and low expression group; B: OS

comparison of high and low expression group. OS: overall survival; DFS: disease free survival.
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