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ABSTRACT

Cervical carcinoma is the most common cancer of women in developing
countries. One of the agents that plays a major role in cancer genesis is human
papiliomavirus (HPV} infection. The expression of the early genes, E6 and E7 of the HPV,
was necessary for transformation or immortalization activity. The study of the E6 and E7
gene expression may have some prognostic value in cancer development. In this study,
214 cervical specimens were collected from women who attended the outpatient
gynecological clinic of Maharaj Nakorn Chiang Mai Hospital, Faculty of Medicine,
Chiang Mai University. By using the polymerase chain reaction (PCR} based restriction
fragment length polymorphism (RFLP) method, the HPV L1 sequence was amplified and
genotyped by using restriction endonuclease digestion; Rsa |, Dde |, Hae lll, and Hinf|.
Sixteen of 104 (15.38%) preinvasive and 35 of 48 (72.92%) invasive cervical cancer

samples contained HPV sequences. Eight HPV genotypes were identified among 47



positive samples. The HPV16 genotype was found most frequently (41.18%) and
followed by HPV-18 (13.73%), -35 (13.73%), -52 (9.8%), -6 (7.84%), -11 (1.96%), -51
(1.96%) and -59 (1.96%). HPV-16 was found to have a high prevalence in squamous cell
carcinoma (SCC). The detection of HPV-16 and HPV-18 E6 and E7 gene expressions
was performed by using reverse transcriptase polymerase chain reaction (RT-PCR)
using fluorescent-labeled primer. The fragment sizes and intensity of the amplified
products were analyzed in a relative proportion by using an automatic genetic analyzer
(ABI 310 Genetic Analyzer, Perkin Eimer USA). Eighteen out of 21 HPV-16 containing
samples were found to be a transcriptionally active early gene. At least 2 subsets of
EG/E7 transcripts were detected, E6*l and E6*I. In most samples, the E6*, which
putatively encoded the E7 protein, was synthesized at a relatively higher amount than
the E6*l that encoded the EB protein. However, the relative proportion of E6* and E6*I|
transcripts varied independently with tumor stages. Among HPV-18 containing samples,
4 out of 7 were actively expressed and only an E6*| spliced subset was detected. The
different expression pattern of the EG/E7 genes observed from these two high-risk HPV
types might be partly due to the differences in splicing signals. Although the reiationship
between the relative proportidn of each E6/E7 gene transcript and tumor stage was not
observed, this study confirmed that the E6 and E7 genes were transcriptionally active in
those tumor stages. The application of the HPV E6/E7 gene expression assay in the
prognosis of tumor development is too early at present and it should wait until a
prospective long-term follow-up study with a larger proportion of cervical samples

obtained.
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