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[ Abstract)

Technology »
To investigate the protein expression of the pl6 gene and the methylation of its

the

Objective

promoter in breast cancer, and to analyze the correlation between the p16 DNA methylation and

clinicopathological features. Methods Immuno-histochemistry technique (SP method) and methylation-specific-PCR
(MSP) were used to detect pl6 protein expression and the methylation of the p16 promoter in 47 breast cancer
samples as well as in 20 hyperplasia samples of mammary glands. Results  The pl6 protein expression in breast
cancer samples significantly lower when compared with those of hyperplasia samples (48.9% vs. 70.0%) and p16
methylation was more frequent in breast-tumor tissues when compared with those of hyperplasia samples (38. 3%
vs. 20.0%), but the statistical significance wasn’ t found (P >>0.05). Down-regulation of pl6 protein was
negatively correlation with p16 gene hypermethylation (r= —0. 33, P=0. 02). Meanwhile, p16 methylation in
breast cancer tissues correlated with histological type, lymph node metastasis, but not correlated with the age,
tumor diameter, TNM stage, expression of estrogen receptor (ER) and progesterone receptor (PR) gene status.
Conclusion The downregulation of p16 protein induced by promoter methylation of p16 gene may not contribute to
early cancinogenesis, but may contribute to progression of breast cancer.
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Fig 1  Electropherogram of pl6 gene methylation status in breast

(bp)

150

cancer and hyperplasia samples
A: Methylation; B: Unmethylation; M: DNA marker; 1-3;

Hyperplasia; 4-7: Low malignancy; 8-10: High malignancy
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Fig 2 pl6 protein expression in in breast cancer and hyperplasia samples stained by immunohistochemical method. SP X200

A': Breast hyperplasia; B: Breast cancer grade 1; C: Breast cancer grade 2; D: Breast cancer grade 3
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Table 1  The relationship between pl6 promoter methylation and

clinicopathological features

p16 methylation status

Variable n XZ P
M U
Age (yr.) 0.89 0.340
<50 25 8 17
=50 22 10 12
Tumor diameter (cm) 1.36 0.510
<2 19 6 13
=>2-5 23 9 14
=>5 5 3 2
TNM stage 2.29 0.310
1 5 2 3
I 27 8 19
| 15 8 7
Histological type 10. 65 0.004
G1 8 1 1
G2 29 11 14
G3 10 6 5
Lymph node metastasis 8.62 0.030
Yes 20 13 7
No 27 5 22
ER 0.98 0.320
+ 29 9 20
— 18 9 9
PR 0.07 0.780
+ 26 10 16
— 21 8 13

ER: Estrogen receptor; PR: Progesterone receptor; M: Methylation; U:
Unmethylation
F2 ple EERPARELS ple EAFRIXHMERXNY

Table 2 The correlation between pl6 gene methylation and protein

expression
X P16 expression i
Variable n ————————————  ? P r
+ —
»16 methylation 18 5 13 5.23 0.02 —0.33
16 unmethylation 29 18 11
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