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Influences of pS53 Mutation, Expression of bcl2, Ki67 Index and Expression of
E-Cadherin on the Prognosis of the Esophageal Cancer

Hae Won Lee MD", Sun Hoo Park MD, PhD”, Seung Sook Lee MD, PhD”,
Jong Ho Park MD, PhD"
”Department of Thoracic Surgery and Z’Deparlment of Pathology,
Korea Institute of Radiological and Medical Sciences

Background and objectives ; Esophageal cancer is one of the most malignant tumors and has
a poor prognosis. Many clinical studies have been tried for improving prognosis of esophageal
cancer. Some clinical studies used molecular markers as the predictor of prognosis & the indicator
for the choice of multimodality treatments. We investigated the relationship between some molecular
markers, including p53 mutation, expression of bel2, Ki67 index, expression of E-Cadherin and
the prognosis of esophageal cancer. Materials and Method; The materials used in this study were
the tumor specimens from 72 esophageal cancer patients who underwent esophagectomy from
1987 to 2002 in our institute. The mutation of p53, expression of bcl2, Ki67 index, and expression
of E-cadherin were examined by using the tissue array and immunohistochemical staining method.
The patients were subgrouped into higher Ki67 index group if the index was higher than 30.
The patients were also subgrouped into grade 1(>90%), grade 2(50~90%), grade 3 (10~50%),
and grade 4(<10%) according to the rate of E-Cadherin expression. We studied the relationshp
between the rates of immunohistochemical staining and the survival rate. Results; Seventy two
tumor specimens from 72 patients were studied. (mean age ; 59.6 years, male : female = 69 : 3)
The histologic type of the specimens was all squamous cell carcinoma. The patient's number
of stage IIA, 11B, and TV was 30, 37, and 7 respectively. Thirty patients were alive and overall
5 year-survival rate was 28%. The mutation of p53 was shown in 54.2% of the patients. Five
year survival rates of negative and positive groups were 29% and 28% respectively.(p=0.4)
Expression of bcl2 gene was found in 13.9% of the specimens. Five year survival rates of negative
and positive groups were 30% and 21%.(p=0.3) Higher Ki67 index was correlated to poorer
differentiation.(p=0.05) Five year survival rates of higher and lower groups of Ki67 index were
47% and 30%.(p=0.15) Higher expression rate of E-Cadherin showed better differentiation.(p=0.04)
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However we couldn't find any survival differences between these 4 groups.(p=0.23) Conclusion;
We could not find any molecular markers meaningful in the prognosis of esophageal cancer
patients. We just found the tumor markers correlated to the differentiation of esophageal cancer.
However, we knew that we need further study with some more samples to stratify other important

prognostic factors of esophageal cancer.
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Table 1, Monoclonal antibodies used in this study

Molecular

markers Antibodies

p53 mutation mouse monoclonal anti-human

p53 (DAKO)
bcl2 mouse monoclonal anti-human
expression Bcl2 (DAKO)
Rabbit anti—human Kié7
Kib7 index (Novocastra)
mouse monoclonal anti—human
E-Cadherin E-Cadherin, clone NCH-38

(DAKO)
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Fig 1. bcl2 immunohistochemical staining (+) — normal
tlymphocyte staining is negative control
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Fig 2. Positive p53 mutation
Immunohistochemical staining of pb3 protein, pb3 mu—
tation makes mutant p53 protein and this mutant protein
was Stained reddish brown in the process of im—
munohistochemical staining,

oz dgr} HRe) $5E BE ﬁb%ﬂﬂiﬂq

°od & I Hy1=11A, 1IB, Iv7F Z2h2) 30, 37,
a8l 1ol gk,
bel2 Weoj R s
Mg BEY A
ol ®ol¥ pb3 T
ul, oket by o4
2, 8) Ki67 QlelAE M

e

el @anch o A3h ¢
2 BESIHFig. 1), p53 ¥
] A

0.

u o
o BEHY
Zo] AAE Are TRl
1o 2 BAaoct (Fig.
2] vlg 2 B)e)

Ho
oY FH2

ME= A
s A7)0 o) 59840 ol 4
Li=o] Blwsty E]' (Fig. 4, 5) E—cadherin 2

Fig 3. Nega ive pb3 mutation
Negative results of immunohistochemical staining of
p53 protein, Mutant protein was not found,

Fig 4. High Ki67 Index
Ki67 index higher than 30, Ki67 nuclear antigen was
stained reddish brown,
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Fig 5. Low Ki67 Index
Ki67 index lower than 30, Ki67 nuclear antigen was
stained reddish brown and found in a few cells,

Fig 7. E-Cadherin grade 3
Positive cytoplasm was stained > 10% & { 50%
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Fig 9. Survival of each stage
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Fig 6. E—Cadherin highly positive

E~Cadherin positive cytoplasm was stained > 90%
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Fig 10, Survival of each invasion depth
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Fig 11. bcl2 expression and survival
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Fig 13. E-Cadherin expression and survival

Table 2, Relationship of Ki67 index & differentiation

1+ 2+ 3+ 4+
wD* 4 9
MD T 5 2 8 1
PD ¥ 7 8 3
total 9 18 16 4
p=0.05

*WD; well differentiated, TMD; moderately differentiated,
FPD; poorly differentiated
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Fig 12. p53 mutation and survival
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Fig 14, Ki67 Index and survival

Table 3. Relationship of E—~cadherin & differentiation

Grade 1 Grade 2,3 Grade 4
wD* 8 7 3
MD T 4 23 9
PD ¥ 2 1 5
total 14 41 17
p=0.04

*WD; well differentiated, T MD; moderately differ—
entiated, ¥ PD; poorly differentiated
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