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ABSTRACT Objective: To investigate the status of ING4 gene promoter methylation and its clinical significance in epithelial
ovarian cancer. Methods: 150 cases of ovarian epithelial cancer tissues that were diagnosed by pathological examination after the
comprehensive staging operation by the First Affiliated Hospital of Harbin Medical University from July 2005 to June 2012 were
collected, and 150 cases of normal ovary tissues which were diagnosed through the pathological examination after the womb total
resection caused by the uterine fibroid or adenomyosis in the same period were used as the control group. The methylation specific PCR
(MSP) was used to detect the methylation status of ING4 gene promoter, western blot detection was used to investigate the presentation
of ING4 protein, the relationship between the methylation status of ING4 gene promoters and clinical features of the ovarian epithelial
cancer was also analyzed. Results: The positive methylation rate of ING4 gene promoter in epithelial ovarian cancer tissue was 42.7%
(64/150), which was obviously higher than that in the normal ovarian tissue (4%, 6/150)(P<0.05). The ING4 protein of the positive
methylation ING4 gene promoter in epithelial ovarian cancer tissue presented negative or weakly positive; however, the ING4 protein of
the negative methylation ING4 gene promoters of epithelial ovarian cancer tissue and normal ovarian tissue presented positive; in 64
cases of methylated ING4 gene promoter of epithelial ovarian cancer, the ING4 protein presentation intensity of the ING4 gene promoter
was negatively correlated with methylation level (1= -0.435, P=0.002). ING4 gene methylation positive rate increased along with the
growth of surgery pathological staging (P<0.05) as well as increase with histopathological grade (P<0.05); among the different
pathological types, ovarian clear cell carcinoma (55.6%, 10/18) and ovarian endometrioid carcinoma ING4 gene in epithelial ovarian
cancer methylation-positive rate (59.3% 16/27) was obviously higher than serous adenocarcinoma (33.9%, 20/59) and mucinous
cystadenocarcinoma (39.1%, 18/46) (P <0.05); ING4 gene promoter methylation status is unrelated with the patient's age, clinical stage,
and lymph node metastasis (P>0.05). Conclusion: The methylation of ING4 gene promoter may result in the loss of ING4 protein
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expression in epithelial ovarian cancer, which thus promotes the growth and differentiation of epithelial ovarian cancer.
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Fig.1 The methylation status of the ING4 promoter in Ovarian Epithelial Cancer and Normal Ovary tissue detected by MSP technology

1 methylating sample methylating primer amplification

2 anmethylating sample anmethylating primer amplification

3-8 Epithelial Ovarian Cancer Tissues( 3 parts );9-14 Normal Ovary Tissues( 3 parts)
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Fig.2 The expression of the ING4 Protein both in the Tissues of Ovarian
Epithelial Cancer and Normal Ovary tissue detected by Estern Blot Method
1 Represents Positive Control HeLa cell
2-4 Represent Epithelial Ovarian Cancer

5-7 Represent Normal Ovarian Tissue
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Table 1 The correlation of Methylation Status of ING4 Gene Promoters with ING4 protein expression in Ovarian Epithelial

Cancer and Normal Ovary tissue
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Table 2 Correlation of the methylation status of ING4 Gene Promoters with clinicopathological features in ovarian epithelial cancer
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