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Hypermethylation of pl6 gene were present in 28.6% of colorectal cancers.
Hypermethylation is an epigenetic change of genes, and it is influenced by the
methylation environment of cells, Namely, if a colorectal cancer cell presents with
pl6 hypermethylation, it also tends to have hypermethylation in mismatch repair genes.
In this study, we analyze 24 colorectal cancers with pl6 hypermethylation. We found
that 13 patients (54.2%) simultaneously presented with microsatellite instability.
When these 13 colorectal cancers were subjected to Western-blot analysis, we detected
that 12 patients were without the expression of hMLHl protein and 1 patient were
without the expression of hMSH2. In these 12 patients without hMLH] expression, 10
cases were due to hypermethylation of the promoter region of hMLHI gene and 2 cases
were due to the genetic defect of hMLHI coding regions. Based on this study, we
concluded that a subset of colorectal cancers will have the methylation environment
which induced hypermethylation of multiple genes. In Taiwan, most colorectal
cancers with microsatellite instability were due to the hypermethylation of the
promoter region of hMLH1 gene.
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P16
. Non-pl6 P
h(yrr: irzr?te)thylatlon hypermethylation value
Age(mean+SD) 62.5+£10.2 61.8+8.0 NS
Gender
Male 13 32 NS
Female 11 28
Tumor location
Proximal 14 39 NS
Distal 10 21
Tumor size
<Scm 21 47 NS
<5cm 3 13
Growth pattern
Polypoid 9 27 NS
Ulcerative 15 33
Tumor differentiation
Good 6 17
Moderate 16 39 NS
Poor 2 4
Mucin production
+ 2 4 NS
- 22 56
Vascular lymphatic invasion
+ 17 37 NS
- 7 23
Lymphocyte infiltration
+ 12 34 NS
- 12 26
CEA, ng/ml
<35 11 37
3.5-10 9 17 NS
>10 4 6
K-ras mutation
+ 8 27 NS
— 16 33
P53 overexpression
+ 14 31 NS
- 10 29
LOH of DCC informative (n=52)
+ (n=23) 7 16 NS
— (n=29) 7 22
DNA replication error
+ 13 14 0.01
— 11 46




