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Expression of linc00460 and its correlation with the prognosis of gastric cancer

Li Xiding',Zhou Yongping™

'Department of General Surgery, *Department of Hepatobiliary Surgery, Wuxi No.2 Hospital Affiliated to Nanjing
Medical University , Wuxi 214000, China

[Abstract] Objective: This study aims to investigate the expression of long intergenic noncoding RNA 460 (1inc00460) in gastric
cancer and its relationship with clinicopathological features and prognosis of gastric cancer patients. Methods: Differential expression
of linc00460 was systematically evaluated based on the Cancer Genome Atlas (TCGA ) gastric cancer database. Then 88 patients who
underwent gastric cancer surgery were included to verify TCGA results by RT-qPCR. The linc00460 expression in AGS, HGC-27,
MKN45,MGC-803, and normal gastric epithelial GES-1 were detected by RT-qPCR. Gene set enrichment analysis (GSEA ) was used to
predict the regulation genes of 1linc00460. AGS cells were transfected with pcDNA -1inc00460 and pcDNA3.1, respectively. Western
blot was used to detect the expression of related proteins and CCK-8 method to detect the proliferation of cells in the two groups.
Results: We found and confirmed that 1inc00460 was highly expressed in gastric cancer tissue samples and cells (P < 0.05) ; moreover,
high 1inc00460 expression was associated with M-stage ; there was a strong negative correlation between the expression of linc00460
and the overall survival of patients with gastric cancer (P < 0.05) ; furthermore, univariate and multivariate analysis of the Cox
proportional hazards model confirmed that linc00460 was an independent predictor of gastric cancer-related survival (P < 0.05). The
linc00460 high-expression samples in TCGA GC datasets were enriched in the regulation of DNA damage response signal transduction
by P53 class mediator, the positive regulation of signal transduction by P53 class mediator, the regulation of meiotic nuclear division

and the positive regulation of nuclear division gene sets. The expression level of linc00460 in the pcDNA -linc00460 transfected AGS
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cells was significantly higher than that of pcDNA3.1 group (P < 0.05). Western blot results showed that 1linc00460 could down-regulate

the P53 and up-regulate Bel-2 and Cyclin B1 expressions. CCK-8 results showed cell proliferation in AGS cells of the pcDNA -

1inc00460 group was significantly higher than that in the pcDNA3.1 group (P < 0.05). Conclusion: Linc00460 is highly expressed in

gastric cancer tissues, and patients with high linc00460 level result in a poor prognosis. Linc00460 may promote the growth of gastric

cancer cells by up-regulating the P53 signaling pathway , and linc00460 may be involved in the malignant progression of gastric cancer.
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Figure 1 The expression level of linc00460 in gastric cancer and cell lines
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Table 1 Relationship between linc00460 expression and
clinicopathologic parameters of gastric cancer
patients
- TCGA B\ ABEBAF
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G1/G2 133(36.9) 23(26.1)
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AT 9(2.5) 3(3.4)
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T3 167(46.4) 14(15.9)
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A 1(0.3) 0(0.0)
N1 n(%) ] 0.339 0.313
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N1 94(26.1) 7(8.0)
N2 72(20.0) 24(27.3)
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Figure 2 Survival analysis of linc00460 mRNA expression in gastric cancer patients by Kaplan-Meier plots
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Table 2 Univariate and multivariate analysis of clinicopathological factors for overall survival in the TCGA cohort

- LSS/ EAE0ii

S HR(95%CI) P1H HR(95%Cl) Py
A 1.023(1.004~1.041) 0.014 1.794(1.191~2.702) 0.005
PE5 1.468(0.984~2.189) 0.060 — —
Ji A EB A 1.013(0.814~1.260) 0.910 — —
K 1.354(0.949~1.931) 0.095 — —
T34 1.375(1.094~1.727) 0.006 1.276(0.999~1.632) 0.051
N3 1.300(1.113~1.518) 0.001 1.297(1.102~1.526) 0.002
M43 1.590(1.132~2.234) 0.007 1.428(1.010~2.019) 0.044
TNM 434 1.567(1.249~1.966) <0.001 1.099(0.761~1.587) 0.614
linc00460 735 2.103(1.159~3.187) 0.013 2.656(1.275~5.530) 0.009

®3 BEZRMZER CoxLHIREANERRMITEREEESETE

Table 3 Univariate and multivariate analysis of clinicopathological factors for overall survival in the validation cohort

e R T EAES 0T

o HR(95%CI) P HR(95%CI) P
A 1.005(0.974~1.037) 0.765 — —
PES 1.192(0.564~2.519) 0.645 — —
J AR 0.811(0.563~1.168) 0.260 — —
B 1.538(0.783~3.023) 0.212 — —
T4 2.211(1.247~3.918) 0.007 1.572(0.866~2.855) 0.137
N3 1.902(1.373~2.636) <0.001 1.034(0.654~1.635) 0.886
M 53 H 3.194(1.601~6.373) 0.001 0.848(0.244~2.950) 0.796
TNM 433 2.925(1.833~4.666) <0.001 2.878(1.675~4.945) <0.001
linc00460 %3k 1.362(1.090~1.703) 0.007 3.502(1.356~9.044) 0.010

FH qRT-PCR A I8 YL Hi J AGS 40 9 1inc00460 Y 1inc00460 %5 e it 2 35 ki ) peDNA -1inc00460 2H
mRNA ki, 5 peDNA3 LM L, 5 g 2k P53.Bel-2 Fl Cyclin B1 21k /K, 85 R« 5 peD-
H7 ) pcDNA-linc00460 2 1 1inc00460 ik K- 2 NA3.1 4 L4, peDNA - 1inc00460 41 (%) Bel -2 il Cy-

T (P <0.01,K3B), clin B1 F&3k3858 | i 75T peDNA-3.1 40 ; 1 P53 85 H
2.6 AGS @ P &k 1inc00460 #9244 PS345 5 4-F  Fihiss, KT peDNA-3.14(P < 0.05,#13C),
EOEAG] 2.7 it &k linc00460 %7 AGS 4a feL3E 78 8 71 49 % v

H Western blot £ Ml 4% 4% 11 J§ AGS 41 ffd P 38 3 EERRSORS I &40 JfAE 35+ 450 nm A0 1
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Figure 3 1linc00460 can promote gastric cancer cell proliferation by modulating P53 signaling pathway
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