Bcl-2 and pb3 Protein Expression in non-small
Cell Lung Cansers : Correlation with Survival
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1. Bcl2
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THEES L F Y S —EERHEL 2. RIDy S IEEILE (5
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L, LRy —EERA LT T EY Y (Y
w8 V) TEIRIZT209M S ¢ 7, skl mEms, 3 -
FF 3 )Ny FY Y (8, 3-diaminobenzidine tetrahydrochiloride,
DAB) ()6, #%) 20mg% 100mlOPBSIZ VR L, 10 130%#

Abbreviations ; DAB, 3,3-diaminobenzidine tetrahydrochlloride; PBS, phosphate-buffered saline
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Figl.  Immunohistochemical staining of Bcl-2 in epidermoid
carcinoma. The cytoplasm of Bcl-2 protein positive cell was
stained strongly (), X 40; (B), X 400.
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Fig.2.  Histogram of average optical density of Bcl-2 staining in
cytoplasm. The cut off point was defined as 1.052, which is the
average in negative control study (arrow). The cytoplasm
average optical density of less than 1.052 was regarded as Bcl-
2 protein-positive, and that of 1.052 or more was regarded as
Bcl-2 protein negative.
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1. Bcl2 HE5HE

FaPEREME AR OIS 12 & W R /- OD fii
1.052+0.82 (n=62) T&H -7z, OD f#H1.052L0 1% Btk (Bel2 &
F15851), 105234 % Btk & $5E L7z, Bel2 ﬁaJw st fg (i
PEERD (K1) 35 & U CAS200 12X » TS M7z Bel2 #1590
RO A 7S LERT (X2). Bel2 &IIEBBH
125301 (29.8%) 1§ H L7z,

2. FRAIGELSERY A -5 & o HIE

FKUIFHEAH I N T-H OB IR 2R U 7z AEEIT
1R L Rz B RE B O By PEER38.4 % ASIRIGHE R O B P #23.7% 12
L ABEIEMECH - 72 (p<0.05). ARG O B PESRCI3 11
37.3%, T134.5%, W.1122.0%, W,0121.9%, V1128.6%% il
HITE & LI, HEEIE LD - 7205 EED P ED S -
f=. 1, HH}JJ‘L{ﬂJt M, VHEREORETIR, T#EORES
36.4% (32/88%1) 13 ¥ OB YEH22.5% (18/80%1) 12k LA iEi:
BTdH o 72 (p<0.05). LA, FEE (G0RELL L, 60iAH, T
KT, NEF, MRFIZE D5 R 72.

Bcl2 [ 5EMPE/ T e o SR Hl s I AL fERR1E, 127
J S C85.7%/74.4% (Bah/B&tk, LUFRIER), 364 AAR%

Table 1. Lack of correlation between clinicopathological factors and incidence of Bel-2 and p53 protein in 168 non-

small cell lung cancer cases

No. (%) of cases

protein-positive cases

Ratio (%) of Bcl-2 Ratio (%) of p53

protein-positive cases

All 168
Sex
male 121 (72.0)
female 47 (28.0)
Age (years)
=60 50 (29.8)
>60 118 (70.2)
Histology
Adenocarcinoma 93 (55.4)
Epidermoid carcinoma 73 (44.6)
Stage
I 59 (35.1)
I 29(17.3)
mA 41(24.4)
B 32 (19.0)
Y% 7(4.2)
t factor
1 51(30.3)
2 66 (39.3)
3 30(17.9)
4 21 (12.5)
n factor
0 83 (49.4)
1 32 (19.0)
2 43 (25.6)
3 10 (6.0)
m factor
0 163 (97.0)
1 5(3.0)

50 (29.8) 105 (62.5)
32 (26.4) 86 (71.1)
18.(38.3) NS 19 (404) I NS
16 (32.0) 34 (68.0)

34 (28.8) INs 71 (60.2) Ins

22.(23.7) 53 (57.0)

58 (38.4) | p<0.05 52712y INS

22 (37.3) 32(54.2) -

10 (34.5) 19(655) | .
922.0) |NS 29(70.1) | NS
7(21.9) 20 (62.5)

2 (28.6) 5(714) -

14 (27.5) 1 31 (60.8) -

22 (33.3 44 (66.
8&26.73 NS 15 ES().(7)§ NS
6(28.5) - 15(71.4) 4

28 (33.7) 48 (57.8) 7

10 31.3) 20 (62.5)

1227.9) |NS 31721 |NS

0(0.0) - 6 (60.0) -

49 (30.1) 102 (62.6)

1(20.0) Ins 3 (60.0) ]

The ratio of Bcl-2 protein-positive cases in epidermoid carcinoma was higher than that in adenocarcinoma (p<0.05).

Chi-square test was performed. NS, not significant.
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Fig.3.  Survival curves of non-small cell lung cancer patients
with Bcl-2 protein positive or negative. , Bcl-2 protein
positive cases; - - ~-, Bcl-2 protein negative cases. *p<0.05,
by Logrank test.
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Fig4.  Survival curves of patients with adenocarcinoma

patients with Bcl-2 protein positive or negative. , Bcl-2
protein positive cases; - - - -, Bcl-2 protein negative cases.
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Fig5.  Survival curves of patients with epidermoid carcinoma
patients with Bcl-2 protein positive or negative, , Bcl-2
protein positive cases; - - - -, Bcl-2 protein negative cases.
*p<0.05, by Logrank test.

T69.4%/41.6%, 604 F AR T48.2%/29.2% TH Y, Bel2 B
NS BE MBI LA B AFRIPRBIFTH - 72 (p<0.05)
(M 3). MBI AZGE, BEES O R AEFRE, 12
o A HEAEEET8L.0%/78.6% (BPk/fa:, LIFRAR), 364 HAELF
BCE7.1%/38.1%, 604 H A {798 C33.3%/36.3% T ¥, Bek2 &
Fb, BRYEBIRTICEIE 2d o/ (Nd), RELEBES DR
RIS, 127 H AR TI2.9%/66.7% (Gi:/iatk, T
FAk), 364 HAEFERTIS.6%/31.1%, 604+ BAEHERT
59.2%/17.8%Td V), Bel-2 HEAGEHITEBERICHE LAREIZA
FHRPRIFTH 272 (p<0.05) (15).

I. p53EARIBHIER & BERRERNE T OHRE

1. pS3&HEHOHE

R P B HERS AR ORI RETIE A & 0 45 & L 72 T I T L
123.620.44 (n=62) T&H » 7. [T ILE3.6200 1% bkt
(P53 ZEH), 3.625KiM % (B & HlaE L 720 SRSt (iR
S bR (126) B & UFCAS20012 & - THE & AL 7=p53 8 D Yetty
MEDOL A 7T 4 %RT (K7). pd3& [ ST MEH 1L 10561
(62.5%) (278w Hivsz,

2. FRRELEER KT & O

TR OB TIE T H154.2%, [114965.5%, MAR70.1%, M
B#162.5%, VI71.4% & WRHLEIT L & b2, AEREIh o7
DIHEEN LA EANH -7z, T, THEER &I, NVHEE
DT Y, BiEOREHRE8.0% (51/886]) L BE ORI

Fig.6. Immunohistochemical p53 staining in epidermoid
carcinoma. The nuclear of p53 protein positive cell was
stained strongly (A), X40; (B), X400.
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Fig.7. Histogram of % positive area of p53 staining. The cut off
point was defined as3.62, which is the average in negative
control study (arrow). The % positive area of less than 3.62
was regarded as p53 protein positive, and that of 3.62 or more
was regarded as p53 protein negative.
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Fig.8. Suvival curves of non-small cell lung cancer patients
with p53 protein positive and negative. , P53 protein
positive cases; - - - -, p53 protein negative cases. *p<0.05, by
Logrank test.

Table 2. Bcel-2 and p53 expression in lung cancers

No. of cases
Expression‘ of No. of Expression of Bcl-2 protein
p53 protein cases
Positive Negative
Positive 105 30 75
Negative 63 20 43

The X7 test showed that the difference was not significant.
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Fig.9.  Suvival curves of patients with adenocarcinoma patients
with p53 protein positive and negative. , p53 protein
positive cases; - - - -, p53 protein negative cases. *p<0.05, by
Logrank test.
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Fig.10. Suvival curves of patients with epidermoid carcinoma
patients with p53 protein positive and negative. , p53
protein positive cases; - - - -, p53 protein negative cases.
*p<0.05, by Logrank test.

Table 3. Results of Cox hazard model analyses of prognotic
factors on lung cancers

Variables X’ p value
Early stage (stage I + II) 34.497 <0.0001*
Bcl-2 expression-positive 3.457 ©0.6320
p33 expression-negative 10.656 0.0011*

In all patients, the disease stage and pS53 expression negative
were significant prognostic factors. *p<0.05.

Table 4. Results of Cox hazard model analyses of prognotic
factors on adenocarcinoma patients

Variables ‘ x* p value
Early stage (stage I + 1) 12.723 0.0004*
Bcl-2 expression-positive 0.249 0.6157
p53 expression-negative 7.043 0.0080*

In adenocarcinoma patients, the disease stage and p53
expression negative were significant prognostic factors.
#p<0.05.
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Table 5. Results of Cox hazard model analyses of prognotic
factors on epidermoid carcinoma patients

Variables X’ p value
Early stage (stage I -+ 1I') 22.095 <0.0001*<
Bcl-2 expression-positive 8.510 0.0350%*
p53 expression-negative 2.969 0.8490

In epidermoid carcinoma patients, the disease stage and bel-2
expression positive were significant prognostic factors.
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Abstract

To examine Bcl-2 and p53 protein expressions and their impacts on survival time in lung cancers, 168 resected non-small
cell lung cancer specimens were studied by the immunohistochemical method. The Bcl-2 protein expression was noted in
29.8% of all patients. The degree of the Bcl-2 protein in epidermoid carcinoma (38.4%) was higher than that in
adenocarcinoma (23.7%) (p<0.05). No relationship was observed between Bcl-2 protein expression and other
clinicopathological parameters such as sex, age, staging, tumor status, nodal metastasis and distal metastasis. However the
degree of the Bcl-2 protein expression in stages I + I was higher than that in stages M+1IV. In epidermoid carcinoma, a Bcl-2
protein expressing group showed a better survival rate than a non-expressing group. But this difference was not found in
adenocarcinoma patients. A p53 protein expression was noted in 62.5% of all patients, and no relationship was observed
between the degree of p53 protein expression and other clinicopathological parameters such as sex, age, histology, staging,
tumor status, nodal metastasis and distal metastasis. However the degree of the p53 protein expression in stages [ +1 was
lower than in stages II+IV. A p53 protein positive group showed a poorer survival rate than a negative group. These findings
suggest that Bcl-2 protein expression is histologically specific, and the Bcl-2 expression in epidermoid carcinoma patients is a
potentially valuable prognostic factor. In addition, p53 protein expression might be a potentially valuable prognostic factor in
non-small cell lung cancer, particularly in adenocarcinoma.




