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———— Abstract

Background/Aims: pl6 has been suggested to be a tumor suppressor gene and to be inactivated in many human
cancers. The aberrant expression of this gene proteins may deregulate cell proliferation and may lead to tumor
formation and progression. The aim of this study was to evaluate the patterns of pl6 inactivation and its association
with clinicopathological paramaters in 16 cases of advanced gastric cancers having fresh and paraffin-embedded tissues.
Material and Methods: pl6 inactivation by immunohistochemistry, mutation by direct sequencing and methylation
analysis by methylation-specific PCR in exon 1 and 2 in 16 cases of advanced gastric cancers. Results: Eight of 16
(50.0%) carcinoma tissues and 3 cases (18.8%) of non-neoplastic gastric tissues showed loss(inactivation) of pl6
expression by immunochistochemistry. Eight cases of p16 inactivated carcinomas were composed of 3 mutations (18.8%)

and 5(31.3%) methylations,

and 3 cases of non-tumor gastric mucosa showed 1

mutation(6.3%) and 2

methylations(12.5%). Interestingly, one of 3 mutations showed also same mutation in adjacent nonneoplastic tissue,
while 2 methylations were identified in non-neoplastic mucosal tissues without methylation in corresponding cancer
tissues. The parameters histologic types and differentiation of tumors, sex, age, invasion depth, and vascular invasion
did not correlate with p16 gene alteration, while nodal metastasis and perineural invasion showed positive correlation.
Conclusions: These results suggest that pl6 inactivation may have effects on the carcinogenesis of gastric mucosa and
may serve as a prognostic biomarkers for the progression of carcinoma.
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DNA extraction and MSP
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pl6 promotor T3¢} wWlEsto) e 541(31.3%)9] &
ZZ oA FAZEJKFg3). HEYE YxF 29
(12.5%)ll A vidsi7t F2=EAJHTable 1.).

Fig.1: The immunohistochemistry for pl6 shows negative
(left) and positive(middle) reaction and positive neural
invasion(right) in the gastric carcinomas. (ABC, x100, x200
x200)

Case No.7(T N) AT N) 1I(TN)

Fig.2 Methylation-specific PCR with methylated(145bp) and
unmethylated(154bp) pl6é primer sets. Cases 7 shows
methylation in tumor tissue, in cases 9 shows methylation in
adjacent gastric mucosal tissue and cases 11 show no
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rissue of gastric carcinoma

Table 1. The status of pl6 gene in the gastric carcinoma and

adjacent gastric mucosal tissues.

methylation.(T: tumor, N: non-tumor tissue)
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Fig. 3. Multiple point mutations are noted in case 13.
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‘Table 2. Clinicopathological: features -of 16 gastric cancers

according to the alterations of: pl16 gene.

total gastric  cases with  alterati
features cancers muration methyl p-value
n=16 n=3 =5
Age(yr) 33937 RBOE232 37332735 X005
Sex: Male 10 2 3 0035
Female 6 ] 2
Tumor Depth >0.03
3a 2 0 ]
T3b 6 2 2
T4 3 | 2
Lauren Classification of histologic types >0.03
Diffuse 6 | 2
Intestinal 10 2 3
Differentaition >0.03
well 3 0 |
moderate 4 2 2
poorly 9 1 2
Lymph node metastasis <003
presence 14 3 3
abscence 2 0 0
Vascular invasion .05
presence 9 1 3
absence 7 2 2
Perineural invasion <0.03
presence 12 3 4
abxence 4 0 i
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