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A prospective study on the natural course of low-grade .
squamous intraepithelial lesions and the presence
of HPV16 E2-, E6- and E7-specific T-cell responses
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Cervical cancer is preceded by a spectrum of epithelial atypia
known as cervical intraepitheliat neoplasia (CIN) or squa-
mous intraepithelial lesions (SIL) characterized by disturban-
ces of cellular maturation, stratification and cytological atypia
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of increasing severity, CIN/SIL are caused by persistent infec-
tion with one of a subset of genital human papﬁlomavmlses
(HPV), in particalar HPV type 16. Natural history studies’
show that most (90%) low grade cervical intraepithelial neo-
plasia (CIN 1) regress spontaneously and this is attributed to
the development of HPV antigen specific cellular immune
responses2 but 30-40% of CIN3 progress to invasive cervical
cancer® and spontaneous regression is relatively uncommon.
The key.role of,the adaptive cellular immane system in
protection against HPV-induced lesions is indicated by the
high incidence of persistent HPV- infections and subsequent
HPV-related malignancies in immunosuppressed individuals®
and the observation that only a small fraction of infected
non-immunosuppressed subjects develop progressing epithe-
lial lesions or cancer.” Composite data indicate the impor-
tance of CD41 T-cells in the control of HPV-induced dis-
eases as more severe lesions are observed in patients with
low numbers of circulating CD4-+ cells®” and the increase in
CD4 count, after anti-retroviral treatment, correlates with the
regression of HPV-induced CIN lesions in HIV + patienis.®
At the time of spontaneous regression of HPV infected
genital warts, the lesions are infiltrated with CD8+ cytotoxic
T-cells (CTL), CD4" T-cells and macrophages.” HPV16




