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Objective : Recent evidence suggests that aberrant methylation of CpG islands is a major pathway leading to the
inactivation of tumor suppressor genes and development of cancer. The purpose of this study was to detect the methylation
in ovarian cancer.

Methods : Recent studies on colorectal and breast cancer have defined a CpG island methylator phenotype, which
involves the targeting of multiple genes by promotor hypermethylation. Little is currently known about the role of
methylation in ovarian cancer. To detect the methylation in ovarian cancer, we have investigated the methylation status
of 13 primary ovarian cancers at six genes using methylation specific polymerase chain reaction compared with 7 normal
ovaries.

Results : Six of tumor suppressor genes (pl5, pl6, p21, p73, BRCAI, and hMLHI) were evaluated to see the
methylation status. Methylation of p15, p21, p73, and hMLHI did not detect in ovarian cancers compared with normal
ovaries. Ten of 13 ovarian cancers showed methylation of p/6 gene and all normal ovaries showed hypermethylation.
The BRCAI gene was methylated in 11 (85%) of 13 ovarian cancers, 4 (57%) of 7 normal ovaries.

Conclusion : Methylation of the BRCAI gene is common alteration in ovarian cancers, and may paly a part of role
in pathogenesis of ovarian cancer.
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Table 1. Primer Sequences Used for Methylation —specific PCR Analysis
Primer set Sequence
pls sense GCG TTC GTA TIT TGC GGT T
antisense CGT ACA ATA ACC GAA CGA CCG A
pl6 (MM) sense TTA TTA GAG GGT GGG GCG GAT CGC
antisense GAC CCC GAA CCG CGA CCG TAA
pl6 (UM) sense TTA TTA GAG GGT GGG GTG GAG GAT TGT
antisense CAA CCC CAA ACC ACA ACC ATA A
p73 sense GTT CGC GTIT GIT TTT TCG CG
antisense AAT ACC TAC CCA ACG CAT CG
p21 sense GCC TGC TGG AAC TCG GCC AGG CTC AGC CTG C
antisense GAG GCG ACC CGC GCT CGG CCC AGC GCG CCG
BRCAI sense GAG TTT CGA GAG ACG TTT GG
antisense AAT CTC AAC GAA CTC ACG CC
hMLHI sense CGC TCG TAG TAT TCG TGC

antisense

TCA GTG CCT CGT GCT CAC

MM; methylated, UM; unmethylated.

pls
11 12 13 14 15 16 17 18 19 20
hMLHI1
11 12 13 14 1516 17 18 19 20
Fig. 1. Methylation of the p15 and hMLH1 genes

analyzed by methylation-specific PCR. Lane 1-7 are
normal ovaries and lane 8-20 are ovarian cancers.
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Fig. 2. Methylation of the p21 and p73 genes analyzed by
methylation-specific PCR. Lane 1-7 are normal ovaries
and lane 8-20 are ovarian cancers.
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Fig. 3. Methylation of the p16 and BRCA1 genes analyzed
by methylation-specific PCR. Lane 1-7 are normal ovaries
and lane 8-20 are ovarian cancers.
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