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Infection with high risk types of HPV such as HPV type 16 is the main
cause of cervical cancer. Previous studies were found that the integrated form of
HPV resulted in increasing e7 expression and significantly higher levels of ccnai
promoter méthylation.  cervical cancer, ccna1 promoter is methylated to 93%:
moreover, E7 can bind DNMT1 and augment DNMT1 activity. As mentioned
above, the aim of this study is to verify that the E7 protein of HPV type 16 plays a
role in inducing méthylation at the promoter of ccna1 and inhibits its expression

cervical cancer. the first step, the correlation of promoter méthylation and
expression of ccna1 was confirmed by administering 5’-azacytidine (aza) to SiHa
(HPV16 infection) and C33A (no HPV infection). The results were showed that in
both cell lines, the level of ccnai promoter méthylation was reduced
significantly followed 0, 3, 5 and 7 uM aza concentration, but ccna1 expression
was increased significantly.  Accordingly, ccnai  promoter méthylation was
associated with its expression. To study whether ez of HPV type 16 can influence
méthylation and expression of ccnai, e7 SIRNA and e7 overexpression were
performed in SiHa and C33A, respectively. The results were confirmed and
revealed that ev affected significantly the decrease of ccnai1 expression, while
ccNal  promoter méthylation was increased significantly. Furthermore, in
confirmation of the mechanism of E7 protein and DNMT1 protein at ccnai
promoter in inducing méthylation in cervical cancer, Chip was carried out in g7
and empty plasmid overexpressed C33A. The results were showed that E7 and
DNMT1 protein could bind directly to ccna1 promoter, in conclusion, the E7
protein of HPV type 16 can induce promoter méthylation of ccna1 gene and

suppress its expression, leading finally to cervical cancer.
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