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Abstract Objective To examined whether DNA methylation changes might be used as markers of cervical intraepithelial neoplasia
(CIN) and cervical cancer (CC). Methods We used quantitative methylation specific PCR( QMSP) to analyze promoter hypermethyla-
tion of 3 genes, CADM1, DAPK and RARB, in 121 paraffin embedded tissue specimens collected during the previously studies of Beijing
women, including normal cervix (n=20),CIN1 (n=40),CIN2 (n=40), CIN3 (n=18) and cervical cancers(n =3). Results For
genes CADM1 and RARB, the level and frequency of hypermethylation increased statistically significantly with increasing severity of neo-
plasia present in the cervical biopsy (P <0.05 for each). The best panel of hypermethylated genes included CADM1 or RARB. At least
one of the three genes was hypermethylated in 72.2% of samples with CIN3/CIS and in 100% of samples with CC but in only 5% to 30%
of samples with CIN1 or less. Detection of the CADM1 or RARB hypermethylated gene would reveal histologically confirmed CIN2 or worse
with a sensitivity of 82.0% and a specificity of 70.0% . HPV type and age has no influence on overall level and frequency of promoter
methylation. Conclusion Aberrant promoter methylation analysis on exfoliated cell samples is a potential diagnostic tool for cervical
cancer screening that potentially may be used alone or in conjunction with cytology and/or human papillomavirus testing.
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®1 ARAEFRETAAPERPEMLIEMEE [2(%) ]

3 NL(n =40) CIN1 (n =40) CIN2 (n =40) CIN3(n =18) CC(n=13) P, P,

CADMI1 1(2.5) 12(30.0) 24(60.0) 13(72.2) 11(84.6) 0.000 0.000

DAPK 0(0) 10(25.0) 9(22.5) 4(22.2) 3(23.1) 0.153 0.703

RARB 0(0) 26(65.0) 28(70.0) 16(88.9) 12(92.3) 0.000 0.000
CADM1/DAPK 1(2.5) 20(50.0) 28(70.0) 13(72.2) 11(84.6) 0.000 0.002
CADMI/RARB 1(2.5) 27(67.5) 30(75.0) 17(94.4) 13(100.0) 0.000 0.000
DAPK/RARB 0(0) 26(65.0) 33(82.5) 16(88.9) 12(92.3) 0.000 0.000
CADM1/DAPK/RARB 1(2.5) 30(75.0) 35(87.5) 17(94.4) 13(100.0) 0.000 0.000
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=35 75 35(46.7) 35(46.7) 47(62.6) 56(76.4)

P 0.124 0.828 0.955 0.8806
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P 0.205 0.082 0.035 0.097
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