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[ Abstract ] Background and objective As a member of the cadherin superfamily, E-cadherin plays a critical role in
the maintenance of cell polarity and integrity. And E-cadherin was reported to be down-regulated and closely related to tumor
initiation, invasion and metastasis. There have been a number of studies investigating the methylation of E-cadherin promoter in
relation to various cancers. However, the association between E-cadherin promoter methylation and lung cancer risk is contro-
versial. The aim of the present study is to evaluate the association of E-cadherin promoter methylation with risk of lung cancer
by conducting a systematic meta-analysis. Methods Relevant studies were identified by searches of PubMed/MedLine and
EMBASE databases before March 2013. Combined odds ratio (OR) and 95% confidence interval (CI) were used to assess the
strength of the association between E-cadherin promoter methylation and lung cancer risk. Results A total of 1,288 samples
from 13 independent studies were included in the meta-analysis. Overall, a significant association was observed between
E-cadherin promoter methylation and lung cancer risk (OR=4.04, 95%CI: 2.00-8.13, P<0.001). Subgroup analyses by ethnic
revealed that lung cancer risk was increased for individuals carrying the methylated E-cadherin in Asian and Caucasian popula-
tions (OR=3.28, 95%CI: 1.20-8.92; OR=5.72, 95%CI: 2.40-13.62). Conclusion The present meta-analysis indicates that the
methylation of E-cadherin promoter is associated with risk of lung cancer.
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Tab 1 Characteristics of 13 studies included in the meta-analysis

3 it

09 25 DKL 2 DX S b S 3 s DR e s 2k
G F S 5T S 2 MEIEN & 4. E-cadherin
TR A B X 5 AL 5 8B -cadherin 2 1A T ] sl
R —EEENE, 25 72U B e
IR A S RERE (8 A % SR R A IS e, A i
R R P E-cadherin FA K™, R, E-cadherin 5L R H
FALAT R R R SO R B AR — AN EE B, I
AT R e, 2 5 T W R A . BE T, 205
FIRE TE-cadherin & N HSLAL Sl A AL OC R, SRTITIX

Author Year Country Ethnic Cases Controls Methods Materials
Zochbauer-Muller 2001 Australia Caucasian 107 104 MSP Tissue
Yanagawa 2003 Japan Asian 75 75 MSP Tissue
Russo 2005 us Caucasian 49 27 MSP Tissue
Tsou 2005 us Caucasian 7 1 MSP Tissue
Kim 2007 Korea Asian 88 88 MSP Tissue
Tan 2007 Singapore Asian 20 10 MSP Blood
Feng 2008 us Mixed 49 49 MethyLight Tissue
Wang 2008 China Asian 95 95 MSP Tissue
Wang 2008 China Asian 28 12 3-D microarray Tissue
Liu 2009 China Asian 35 25 BSP Tissue
Begum 2011 us Mixed 76 30 gMSP Tissue
Guzman 2012 Chile Mixed 26 33 MSP Tissue
Zheng 2012 China Asian 37 37 MSP Tissue
% 2 E-cadherinB: [ Bk 5 fifi e 5 1%
Tab 2 Summary of E-cadherin methylation and lung cancer risk

Variables No. Cases/Controls OR (95%Cl) (B 12 (%)
Total 13 692/596 4.04 (2.00-8.13) <0.001 749
Ethnicities

Asian 7 378/342 3.28(1.20-8.92) <0.001 779

Caucasion 3 163/142 5.72(2.40-13.62) 0.056 65.4

Mixed 3 151/112 4.77 (0.96-23.70) 0.001 86.5
Testing materials

Tissue 12 672/586 4.00(1.94-8.24) <0.001 77.0

Blood 1 20/10 5.73(0.28-117.65) - -
Testing methods

MSP 9 504/480 4.40 (2.28-8.48) 0.023 54.9

Others 4 188/116 2.69 (0.41-17.69) <0.001 89.9

No. of studies; P value of Q test for heterogeneity.
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Fig 1 Meta-analysis of the association between E-cadherin promoter methylation and lung cancer risk

Begg's funnel plot with pseudo 95% confidence limits
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Fig 2 Funnel plot analysis on the association of E-cadherin promoter methylation with risk of lung cancer
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