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Detection of persistent cervical carcinogenic human papillomavirus (HPV) DNA is used as a marker for
cervical cancer risk in clinical trials. The authors performed a systematic review and meta-analysis of the
association between persistent HPV DNA and high-grade cervical intragpithelial neoplasia (CIN2-3), high-
grade squamous intraepithelial lesions (HSIL), and invasive cervical cancer (together designated CIN2-
3/HSIL+) to evaluate the robustness of HPV persistence for clinical use. MEDLINE and Current Contents
were searched through January 30, 2006. Relative risks (RRs) were stratified by HPV comparison group. Of
2,035 abstracts, 41 studies were eligible for inclusion in the meta-analysis. Over 22,500 women were
included in calculation of RRs for persistent HPV DNA detection and cervical neoplasia. RRs ranged from
1.3 (95% confidence interval: 1.1, 1.5) to 813.0 (95% confidence interval: 168.2, 3,229.2) for CIN2-
3/HSIL+ versus &It;CIN2-3/HSIL+; 92% of RRs were above 3.0. Longer durations of infection (& gt;12
months), wider testing intervals, CIN2-3/HSIL+, and use of an HPV-negative reference group were
consistently associated with higher RRs. Thus, HPV persistence was consistently and strongly associated
with CIN2-3/HSIL+, despite wide variation in definitions and study methods. The magnitude of association
varied by duration of persistence and testing interval. Precise definition and standardization of HPV testing,
sampling procedure, and test interval are needed for reliable clinical testing. These findings validate HPV
persistence as aclinical marker and endpoint.
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