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Backgroud : Alteration of p53 tumor suppressor genes is most frequently identified in human neoplasms, in-
cluding lung carcinoma. It is well known that bc/-2 oncoprotein protects cells from apoptosis. Recent studies
have demonstrated that bcl-2 expression is associated with favorable prognosis for patients with non-small cell
lung carcinoma. However, the precise biclogic role of &¢/-2 in the development of these tumors is still obscure.
p53 and bel-2 have important regulatory influence in the apoptotic pathway and thus their relationship is of in-
terest in tumorigenesis, especially lung cancer.

Purpose : The author investigated to know the prognostic significance of the expression of p53 and bc/-2 in
radically resected non-small cell hing cancer.

Method : 84 cases of formalin-fixed paraffin-embedded blocks from resected primary hon-small cell lung can-
cer from 1980 to 1994 at Hanyang University Hospital were available for both clinical follow-up and

. immunohistochemical staining using monoclonal antibodies for p53 and b¢cl-2.

R%ults The histologic classification of the tumor was based on WHO criteria, and the specimens included 45
squamous cell carcinomas(53.6% ), 28 adeonocarcinomas(33.3% ) and 11 large cell carcinomas(13.1% ). p53
immunoreactivity was noted in 47 cases of 84 cases (56.0% ). bcl-2 immunoreactivity was noted in 15 cases of
84 cases (17.9% ). The mean survival duration was 64.23 +10.73 months in bc/~2 positive group and 35.28 +4.
39 months in b¢l-2 negative group. The bc/-2 expression was significantly correlated with survival in radically
resected non—small cell lung cancer patienis(p=0.03). The mean survival duration was 34.71 +6.12 months in
p53 positive group and 45.35 +6.30 months in p53 negative group(p=0.21). The p53 expression was not pre-
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dictive for survival. There was no correlation between combination of the different status of p53 and bc/-2 ex-

pression in our study.

Conclusions : The interaction and the regulation of new biologic markers, such as those involved in the

apoptotic pathway, are complex. b¢/-2 overexpression is a good prognostic factor in non-small cell lung cancer

and p53 expression is not significantly associated with the prognostic factor in non-smali cell lung cancer. (Tu-

berculosis and Respiratory Diseases 1998, 45 : 962-974)
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Table 1. Pateints and Tumor Characteristics

; No %
Total no. of patients 84
Mean age (years) 56.8
Sex
Male 68 81
Female 16 19
Histologic type
Squamous cell carcinoma 45 53.6
Adenocarcinoma 28 33.3
Large cell carcinoma 11 13.1
Differentiation grade
Well differentiated 30 35.7
Moderately differentiated 18 214
Poorly differentiated 19 226
Unknow ' 17 20.3
Stage
1 A 21 250
I 13 15.5
Ma 37 440
mb 10 12.0
v 3 3.5
Tumor size
T1 5 6.0
T2 45 53.6
T3 25 29.8
T4 9 10.6
Nodal status
NO 30 35.7
N1 24 28.6
N2 29 345
N3 1 1.2

€9 TR AMT o8 AT BAe} o8
HAEA 24 F 844E MYyt ¥xie] A
EA3} ¢e] EAL Table 13} 2t} #2h= U2 o
d3 H=ZAf i3 P AAe(ddAe == A
AEAE) & AR e €1 oFFd A
BN Ev ¥ An)E A Gk €F
die Z4ze 2353 Wr)d e Bx 88 ¥

. B34z de 249 2934 S4& WHO &
2 Jled] REQT EE B AP W)
A TNM 27) 94 7o) 2390

2.4

(& A

ox} A 2F p53(Dako, Carpenteria, CA), bel-
2(Dako, Carpenteria, CA)d| % anti-mouse
monoclonal antibody& ARSI o B A tdlA
o]¢-5 p53°) th3} 844 (Dako, Carpenteria, CA)&
4R 2 40139 p53cl FFH o8 WA

(2) HY=XSIatA

Y 2 o)A p53, bel-29] W P& B A%
HezAsletd g4 ABC W (avidin-biotiny]
peroxidase complex method) & ©o]£3l3=r s}
W o 2HolA o Fo] A UL e AF
= hematoxyline-eosin(H-E) gdog o] &
72 AFAT F 249 EA7) E0d 2EE gy
o2 AYgzsist gag A SAUETL
=& p53E Fue] A4 ARIE olSHUT bel-2
o g A dz2ee T2 F&E B HZT=
3girt. ,

G4 e Festd, xadde) =] depd
of B3d 23 & 4ume) A= A § poly-L-
lysineo 2 GolE eglol=o] EQIt}. histoclear
£4& o83ty deie AAT o 100%, 95%,
75%, 50% ethanole] A&H oz 242k 1084 A
& F AFFAF. olF WAE ulEolA peroxi-
dase #8-& A3l7] f8 o 302 2 0.3% H.O.
9} 3 AHelsln £glol=e microwaved]A pH
6.0¢] 10-mmol/L citrate buffer 2943} 34 714
T H Holx A0 20487 gl H 1:100e=
329 0.05M Tris buffered saline(TBS) &0l
1084 39 A"t p53F} bel-290] ek u 5ol

Al GA& wA8)7) 98 £ele] =+ non-immune



— Prognostic value of the expression of p53 and bcl-2 in non-small cell lung cancer —

Fig. 1. p53 expression by immunohistochemistry in non-small cell lung cancer tissue.

Nuclear stain of cancer cells is prominent.

rabbit serum(5%, pH 7.6)3} 4] 1:50 A3}
o 1087 v-gAIZTh 38 thgd g3doz
HME Az Fo] FA o A 2HHH] U=
Zdlol= & 2A17+%<t 37°C humidified chamber
A wigstdom o]F TBSH AHE &
anti-mouse IgG(Dako, Carpenteria, CA)d| 30+
7t ¥r2-Aj7)aL o]o] peroxidase-antiperoxidase
conjugate(Dako, Carpenteria, CA)E ZX¥3}%
t}. o]% Diaminobenzidine tetrachloride(Dako,
Carpen-teria, CA)E A A7l & crystal mount
2 BYstd AAsan. oA dazddAs 44
A iAol phosphate-buffered saline(PBS)&
AH8-8F k.

WAz gag $4 wge ALAE
9] oA AA FF MEF TAHE AT b
&o] p53e A FIMEY 20%, bel-2F 5%
ooz Uehd kgoz Aosiglch

3. SAH £4

ZA8E 4 SPSS B4 #4 =23 o]8s}
[z fARe] 220 BEX = A 24E A3
cutoff point& ol&3}gct. AEE4L Kaplan
Meier methodZ& ©]83}9c}. AE curvei= log
rank test2 H|w3lgew Cox’s proportional
hazards A€ BANE olasie] Aot BHE
Algsidet. 28 Aol A4 pgkol 0.05 w|gk
Q1 A9 frolg Aolrh sl Aoz AHsct.

2 1
1. M &3

A% el QAE B4 BE BXY BF AFe
5684 9T dxt BA7t 681, oI FR} 167o)

— 965 —



~ 8.C. Yang, et al —

Fig. 2. bcl-2 expression by immunohistochemistry in non-small cell lung cancer tissue.
bcl-2 oncogene protein is present in the cytoplasm of most tumor cells.
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Fig- 3. Survival of patients with bcl-2(+) versus bcl-2(-) groups. (The mean survival
duration was 64.23+10.73. months in bel-2 positive group and 35.28+4.39

months in negative group . p=0.03)

(solid line : bcl-2 positive, dot line : bcl-2 negative)
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Fig. 4. Survival of patients with p53(+) versus p53(-) groups. (The mean survival dura-
tion was 34.71 £6.12 months in p53 positive group and 45.35 +6.30 months in neg-
ative group : p==0.21) (solid line . p53 negative, dot line : p53 positive)
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