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[ Abstract ] Objective To investigate the correlation between methylation in human
papillomavirus 16 (HPV16) long control region (LCR) and cervical intraepithelial neoplasia grade >2
(CIN2+). Methods The literature retrieval was conducted by using the databases of PubMed,
Embase, Cochrane Library, Web of Science, CNKI, Wanfang data and Weipu according to the inclusion
and exclusion criteria, and the retrieval period was from the establishment of the databases to
February 27", 2022. Software RevMan 5.3 and Stata 15.1 were used for Meta-analysis. Results A
total of 17 literatures were included involving 1 421 subjects. Results of Meta-analysis showed that
OR of the correlation between methylation of HPV16 LCR and CIN2+ was 1.56 (95%CI: 0.70-3.47).
Subgroup analysis showed that methylation of the 5' terminal, enhancer and promoter regions were
not associated with CIN2+, while in four E2 binding sites (E2BS), the methylation of E2BS1, E2BS3
and E2BS4 increased the risk of CIN2+, with the ORs of 3.92 (95%CI: 1.92-7.99), 10.50 (95%CI:
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3.67-30.04) and 3.65 (95%CI: 1.58-8.41), respectively. However, subgroup analysis on E2BS2 was
not performed due to the limitation of the number of literatures. According to the different sources
of population, the risk of CIN2+ in Chinese population was associated with methylation of HPV16
LCR (OR=2.14, 95%CI: 1.31-3.50). There was a correlation between the risk of CIN2+ and HPV16
LCR methylation in the population with pyrosequencing of HPV16 LCR, and OR was 1.75 (95%CI:
1.03-2.98). Conclusion The risk of CIN2+ is correlated with the methylation of E2BS in HPV16

LCR, which can be used as potential biomarkers.
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