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[ABSTRACT] BACKGROUND & OBJECTIVE: CpG island hypermethylation
in promoter region of E-cadherin (E-cad) gene plays an important role in
tumorigenesis of many tumors. This study was to explore the correlation of
E-cadherin hypermethylation to tumorigenesis and development of gastric
cancer. METHODS: Methylation-specific polymerase chain reaction (MSP)
was used to detect the methylation of E-cad gene in 41 specimens of gastric
cancer, 40 specimens of premalignant gastric lesions and 38 specimens of
normal gastric tissues. The expression of E-cad protein was detected by SP
immunohistochemistry. RESULTS: The positive rate of E-cad gene
methylation was significantly higher in gastric cancer than in premalignant
lesions and normal tissues (19.5% vs. 2.5% and 0.0%, P<0.05). The
positive rate of E-cad protein was significantly lower in gastric cancer tissues
than in premalignant lesions and normal tissues (70.7% vs. 97.5% and
100.0% , P <0.05). The positive rate of E-cad gene methylation was
significantly higher in poorly differentiated cancer tissues than in well
differentiated cancer tissues (43.8% vs. 4.0%, P<0.05), significantly higher
in gastric cancer tissues with lymph node metastasis than in those without
lymph node metastasis (33.3% vs. 5.0%, P<0.05), and significantly higher
in gastric cancer tissues with serosa invasion than in those without serosa
invasion (35.0% vs. 4.8%, P<0.05). The positive rate of E-cad protein was
significantly lower in gastric cancer tissues with E-cad gene methylation than
in those without E-cad gene methylation (0.0% vs. 87.9%, P<0.05).
CONCLUSION: CpG island hypermethylation of E-cad gene exists in gastric
cancer, which down-regulates E-cad expression and might be involved in
tumorigenesis and development of gastric cancer.
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Figure 1 E-cadherin CpG methylation status in gastric
¢ tissues detected by methylation-specific PCR
1.3 M: methylation; U: unmethylation; C: gastric cancer;
SPSS 10.0 , P: premalignant gastric lesion; N: normal gastric tissue.
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Figure 2 CpG sequence of the promoter of E-cadherin gene
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Figure 3 Expression of E-cadherin protein in gastric tissues (SP x200)

1 E-cadherin

Table 1 Correlation of E-cadherin hypermethylation and

expression to clinicopathologic features of gastric cancer

E-cadherin [ cases (%) |

Group Cases
Methylation  Expression
Normal gastric tissues 38 0 (0.0) 38(100.0)
Premalignant gastric lesions 40 1 (2.5) 39 (97.5)
Gastric cancer 41 8(19.5)* 29 (70.7)*
Differentiation
Well 25 1 (4.0) 20 (80.0)
Poor 16 7(43.8)" 9 (56.3)
Lymph node metastasis
Positive 21 7(33.3) 14 (66.7)
Negative 20 1 (5.0)> 15 (75.0)
Serosa invasion
Present 20 7(35.0) 13 (65.0)
Absent 21 1 (4.8)" 16 (76.2)

P<0.05, vs. premalignant gastric lesions and normal tissues ;

"P<0.05, comparisons between relative subgroups.

(SP x200)

A: E-cadherin is strongly expressed (in brown) in cytoplasm in normal gastric tissue.

B: E-cadherin is strongly expressed (in brown) in cytoplasm in premalignant lesion.

C: E-cadherin is weakly expressed (in brown) in cytoplasm in gastric cancer tissue.
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