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Expression and clinical significance of CMTMG6 in lung adenocarcinoma tissues

DING Yu, JIANG Jingting (Department of Tumor Biological Treatment, the Third Affiliated Hospital of Soochow University, Jiangsu
Engineering Research Center for Tumor Immunotherapy, Institute of Cell Therapy of Soochow University, Changzhou 213003, Jiangsu,
China)

[Abstract] Objective: To evaluate the expression of CKLF-like MARVEL transmembrane domain containing member 6 (CMTM®6) in
lung adenocarcinoma tissues, and to explore its correlation with the clinicopathologic features and prognosis of patients. Methods:
Eighty-six pairs of cancer tissues and para-cancer tissues from patients that pathologically confirmed with lung adenocarcinoma were
collected during September 2004 and June 2009 at the Third Affiliated Hospital of Soochow University. The expression levels of
CMTM6 in above mentioned tissues were detected by immunohistochemistry. Serum of 52 patients with confirmed lung adenocarcino-
ma was collected before and after surgery, and serum of 32 healthy subjects was also collected. The levels of CMTM6 and PD-L1 in pe-
ripheral blood before and after surgery were measured and analyzed by ELISA. Chi-square test was used to analyze the relationship be-
tween CMTMBG6 expression and clinicopathological features; Kaplan-Meier method and Log-Rank test were used to analyze the survival
data of patients. Results: CMTM6 was widely expressed in lung adenocarcinoma tissues; 30% of the tumor tissues showed an up-regu-
lation as compared with para-cancer tissues, and 70% showed no difference. CMTMG6 expression was associated with clinical stage and
distant metastasis (all P<0.05), but not significantly associated with age, gender, tumor size, and T stage (P>0.05). Kaplan-Meier surviv-

al analysis showed the survival rate of patients with high CMTMG6 expression was significantly lower than those with stable expression
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(P=0.014), and among patients at stage III, the survival rate of patients with high CMTMG6 expression was significantly lower than those

with stable CMTM6 expression (P=0.001). Cox regression model analysis of multiple factors showed CMTM®6 expression was an inde-

pendent risk factor for the prognosis of patients with lung adenocarcinoma. CMTMG6 expression in pre-surgery serum, post-surgery se-

rum and healthy donors’ serum showed statistically significant differences (P<0.05), which was significantly correlated with tumor size

and age of the patients. Spearman correlation analysis showed a significant correlation between serum CMTM6 and PD-L1 expression

level (=0.623, P<0.01). Conclusion: CMTMG6 is an independent risk factor for the prognosis of lung adenocarcinoma patients. It plays

an important role in the occurrence and development of lung adenocarcinoma and it is a potential tumor suppressor gene.

[Key words] CKLF-like MARVEL transmembrane domain-containing 6(CMTM®6) ; lung adenocarcinoma; gene; survival
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Fig.1 Expression of CMTMG6 in lung adenocarcinoma tissues
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and para-cancer tissues (x400)
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Tab.1 Relationship between CMTMG6 expression and

clinicopathologicical features (n)

CMTM6
Clinicopathological feature ———— ¢ P
Rise  Same

Gender 1.806  0.350
Male 12 35
Female 14 25

Age(t/a) 0.374  0.640
=61.5 14 28
<61.5 12 32

Tumor diameter(d/cm) 0.282  0.639
=4 14 36
<4 12 24

Lymph node metastasis 0.571  0.484
Yes 17 34
No 9 26

T stage 0.127  0.787
T1-T2 19 46
T3-T4 7 14

TNM stage 4269  0.033
I-I1 8 33
I-1v 18 27

Distant metastasis’ 3.980 0.046
Yes 4 1
No 22 59

“Use continuous calibration chi-square test
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Tab.2 Relationship between CMTM6 expression and

survival (%)

Survival ~ Log-Rank

Group n R
rate ya
CMTMB6 expression 5.129 0.014
Rise 26 11.50
Same 60 28.30
TNM stage 12.748 0.005
I 3.174 0.075
Rise 5 20
Same 20 50
I 3.286 0.070
Rise 10 20
Same 21 23.80
111 11.544 0.001
Rise 7 0
Same 18 11.10
v 0.816 0.366
Rise 4 0
Same 1 0
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Tab.3 Cox regression analysis of survival of patients with lung adenocarcinoma

Clinicopathological feature

Single factor analysis

Multifactor analysis

HR 95% CI P HR 95% CI P
Gender
Male vs Female 1.296 0.796-2.110 0.298 1.47 0.868-2.501 0.151
Age(t/a)
261.5 vs<61.5 0.971 0.599-1.574 0.906 1.15 0.670-1.976 0.611
TNM stage
Mvs1 2.028 1.041-3.951 0.038 1.79 0.886-3.576 0.106
Mvsl 3.562 1.800-7.050 0.000 3.18 1.601-6.347 0.001
Vsl 3.949 1.389-11.22 0.010 3.30 1.092-10.00 0.034
Tumor diameter(d/cm)
23 vs <3 1.199 0.641-2.243 0.570 1.29 0.678-2.480 0.432
CMTM6 expression
Rise vs Same 1.782 1.066-2.978 0.027 1.79 1.006-3.189 0.048
P<0.01
1o _;;fe'e [ P01
I
< 0| i 200 ]
g 60 glm- )
T; & oo P=0.0291
g 40 | |§ L] : L]
a g 100} *eeges
200 E [ ..::.—C n
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Fig.2 Effect of CMTMG6 expression on OS of patients with

lung adenocarcinoma
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Fig.3 Expression of CMTMG6 in peripheral blood
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Fig.4 Expression of PD-L1 in peripheral blood
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Fig.5 Correlation analysis of CMTM6 and PD-L1 in
peripheral blood
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Tab.4 Relationship between CMTMG6 in peripheral

blood and clinicopathological features

Clinicopathological feature  n xts P
Gender 0.081
Male 30  83.54+27.34
Female 22 70.79+22.84
Age(t/a) 0.011
=65 26  87.22+28.54
<65 26 69.08+20.05
Tumor types 0.72
Adenocarcinoma 41 77.47+£24.1
Squamous carcinoma 11 80.69+33.71
Tumor diameter(d/cm) 0.014
=3.5 15  91.89+32.47
<3.5 37 72.58+21.05
Lymphatic metastasis 0.977
Yes 15  78.31+22.78
No 37 78.08+27.6
Distant metastasis 0.492
Yes 5 85.87+23.91
No 47  77.32+26.41
TNM stage 0.934
I-11 41  78.31+27.47
mI-1v 11 77.56+£21.21
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