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[ Abstract ] Background and objective Despite undergoing curative resection, the S-year survival rate for stage ITI
non-small cell lung cancer (NSCLC) patients is less than 25%. There is a need for biomarkers for prediction of survival and
guiding individual therapy. MiR-155 is one of most commonly upregulated miRNAs in malignancies, and regulates multiple
pro-oncogenic pathways. We aimed to investigate the prognostic impact of miR-155 in resected stage III NSCLC patients.
Methods Tumor formalin-fixed, paraffin-embedded (FFPE) from 162 resected stage IIl NSCLC patients were collected. Total
RNA including miRNA was extracted, and qRT-PCR was used to determine the expression of miR-155. Results Spearman
rank correlation test showed a positive correlation between miR-155 expression and nodal status (r=0.169, P=0.032). MiR-155
expression had a significant prognostic impact in the total cohort (P<0.001), in squamous cell carcinomas (P=0.002) and in
adenocarcinomas (P=0.003). In NO-1 subgroup, miR-155 expression did not have a significant prognostic on overall survival in
univariate analysis (P=0.319). In N2 subgroup, miR-155 had a negative prognostic effect on OS in univariate analysis (P<0.001).
Cox regression analysis revealed that miR-15S expression was unfavorable prognostic factors of OS (RR=2.311, 95%CI:
1.479-3.611, P<0.001). Conclusion High expression of miR-15S represents a valuable marker of poor clinical outcomes in
patients with stage I NSCLC.
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Tab 1 Correlation of miR-155 expression with clinicopathologic characteristics of resected stage Il NSCLC

Characteristic n miR-155 X2 P
Low expression High expression
Age (year) 0.451 0.595
<60 117 51 66
>60 45 17 28
Gender 0.237 0.682
Male 133 57 76
Female 29 1 18
Smoking index 0.223 0.744
<400 63 25 38
>400 99 43 56
Histology 0.001 0.980
Squamous carcinoma 105 44 61
Adenocarcinoma 57 24 33
Pathological stage 1.486 0.312
llla 131 58 73
b 31 10 21
Tstage 1.738 0.619
1 2 0 2
2 50 20 30
3 46 21 25
4 64 27 37
Nodal status * 0.032
0 28 18 10
1 26 10 16
2 108 40 68

*: Mann-Whitney U test; NSCLC: non-small cell lung cancer.
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Tab 2 Influence of different prognostic factors on MST of resected stage Ill NSCLC patients

Related factors n MST (month) Range X2 P

Age (year) 0.138 0.710
<60 116 24.0 0.9-72.0
>60 45 28.0 1.0-62.0

Gender 6.982 0.008
Male 133 25.0 1.0-72.0
Female 29 13.0 0.9-61.0

Performance status 0.906 0.341
0/1 154 24 0.9-72.0
2 8 13 2.0-44.0

Smoking index 1.247 0.264
<400 63 20.0 0.9-72.0
>400 99 24.0 1.0-62.0

Histology 5.206 0.023
Squamous carcinoma 105 27.0 1.0-72.0
Adenocarcinoma 57 19.0 0.9-61.0

Surgical procedure 2.124 0.145
Sleeve resection 55 27.0 0.9-62.0
Pneumonectomy 107 22.0 1.0-72.0

Pathological stage 10.730 0.001
llla 131 25.0 0.9-72.0
b 31 11.0 2.0-44.0

Nodal status 17.003 <0.001
NO-1 54 48.0 1.0-62.0
N2 108 19.0 0.9-72.0

Adjuvant therapy 0.362 0.548
No 94 21.0 0.9-72.0
Yes 68 27.0 1.0-65.0

miR-155 expression 16.007 <0.001
Low 68 29.0 1.0-72.0
High 94 16.0 0.9-60.0

MST: median survival time.
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Tab 3 Prognostic impact of miR-155 expression in the histological and nodal status and adjuvant therapy subgroups

Characteristic n MST (month) Range X2 P
Nde 9.634 0.002
Low 44 31 1.0-72.0
High 61 20 1.0-60.0
AC 9.087 0.003
Low 24 24 3.1-61.0
High 33 10 0.9-58.0
NO-1 0.993 0.319
Low 28 49 1.0-62.0
High 26 32 1.3-60.0
N2 13.773 P<0.001
Low 40 24 3.0-72.0
High 68 1 0.9-58.0
Adjuvant therapy
Yes 68 13.659 P<0.001
Low 31 41 6.0-65.0
High 37 17 1.0-54.0
No 94 4.499 0.034
Low 37 27 1.0-72.0
High 57 14 0.9-60.0

SCC: squamous cell carcinomas; AC: adenocarcinomas.

4 FIMFARYTIFREIpIHANSCLCEZE 77 A 818 Cox EL I XURE [E] Y 1 BY 43 47

Tab 4 Multivariate Cox proportional hazard analyses of prognostic factors for overall survival rates of resected stage Ill NSCLC patients

Variables Categories B SE Wald P RR 95%(Cl

Lower Upper
Gender Female/Male 0.822 0.265 9.619 0.002 2.274 1.353 3.823
T stage 0.205 0.088 5.410 0.020 1.227 1.033 1.458
Nodal status N2/NO-1 1.267 0.282 20.204 <0.001 3.552 2.044 6.173
miR-155 expression High/Low 0.838 0.228 13.536 <0.001 231 1.479 3.611

RR: relative risk.
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