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A Comparative Study of Immunohistochemical Expression of p53, bel-2, c-erbB-2, and
MIB-1 in Polypoid and Infiltrative Colorectal Carcinomas

Jeong Seok Moon, Seong Hwan Park, Bong Kyong Shin, Ju Han Lee,
Joon Ho Shin', and Bom Woo Yeom

Department of Pathology, Korea University College of Medicine, Seoul 152-050, Korea
'Department of General Surgery, Kangbuk Samsung Hospital, Seoul, Korea

Almost all colorectal carcinomas have been thought to develop from pre-existing adenomas. However, some colorectal
carcinomas can arise directly from normal flat mucosa, and usually form infiltrative mass at the early stage. The carcinogenesis
of this infiltrative carcinoma may be different from the well-known adenoma-carcinoma sequence, which usually forms a
polypoid mass. The purpose of this study is to investigate the different expression of various oncogenes in polypoid carcinoma
and infiltrative carcinoma. We performed immunohistochemical staining on p33, bel-2, c-erbB-2 and MIB-1 in 29 polypoid
carcinomas arised from adenomas, and 21 infiltrative carcinomas. The average tumor size of infilirative carcinomas (5.5 cm)
was larger than that of polypoid carcinomas (3.1 ¢m), and the polypoid carcinomas were differentiated more than the infiltrative
carcinomas. The results of p53, bel-2, c-erbB-2, and MIB-1 antisera immunoreactivity in the polypoid carcinoma were 79%,
17%, 21%, and 100%, and those in the infiltrative carcinoma were 71%, 29%, 29%, and 100%, respectively. However the
diffuse positivities of p53 and MIB-1 antisera were slightly higher in the infiltraive carcinomas (62%, 76%) than in the polypoid
carcinomas (55%, 41%) (p=0.63, 0.01). And the results of p53 and c-erbB-2 immunoreactivity in the adenomas were 52%
and 17%, respectively, which is significantly lower than that in the polypoid carcinoma(p=0.03, 0.74), The immunoreactiviy
of bel-2 in the adenoma was 72%, which was significantly higher than that in the polypoid carcinoma (17%) (p<0.01). In
summary, we did not show the significant difference in expression of p53, bel-2, c-erbB-2, and MIB-1 proteins between
polypoid and infiltrative carcinomas. However, the tendency of infiltrative carcinomas having a more aggressive nature suggests
another carcinogenetic mechanism is involved in the colorectal carcinogenesis. (Korean J Pathol 1998; 32: 581 —589)

Key Words: Colorectal carcinoma, p53, bel-2, c-erbB-2, MIB-1
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o Hobit AR EEse 5 A4 5ol
3, FAE AEe T A4Y oA il e
& gfe] whale] fokih ¥ JAE HEHS Eoks
Holl ook’ 3 wia 7|#He] 4£39] “HFYE o
#| (adenoma-carcinoma s:equence}“aﬂl-l ste=dl ghae
HA el o] 82 5 ras, pi3, DCC (deleted in
colon carcinoma), APC (adenomatous polyposis coli)E-2]
Eolwe] Z2 digl AL Ale] Fgthalel A 5E
2+ Al 7|ulc} 2HEsle] clebAlAE ] A E AHH Hgdel
uklghehs Aok’

olg} <g] 19619 Sprange| HEE FhelA G
2w daels Bad ole 2oy HES 7
A ek Aabnteld = F shEog HElksle tiad
olo] HtE|at glu) o] FHHe] diabehd &89 <)
Zy} 2e] z7]d AFA AAS bl BEapgee
o7 ogkA|F el gHA} welE A7 ek} £ )
2 F5e FoF FAHATE P Alon 9 9
t;l_lh'
FF EE dlA@dgte] 7 7lAl 7 Aqte g sl A
2 opc), =87 abARE ek oz, Crobn W,
juvenile polyposis, Peutz-Jeghers syndrome 52| %54
e u A okA kel A o} ] Aol e o4
Wkt & 4 ek’

tabeke]  whebz]Hel] Fedales FHAEES psl,
bel-2, cerbB-2, ras So| Lea] gle}”

ps3 FAA wel= ela] Ao 28 Ar]e] el
mbA g5 27| whel oke] M ItehA| £ FlgnhaAle
st oz oA glek” ps3 §HA wole o
Actoll 4 dubH oz ook el FrgA
AFEe] et Aol Fojticha Ko gleou) FlsfchA
of| = Fhofsle] dialghe] Helel o Fellk diFE F
Aoz orajA g™ ps3 g wlal A Lo
Ax = glon) AEA A xE A pd3 FHA W
olg} Fabajch" bel-2 fAAE A EA el AHapoplosis) &
HE] AEE Pele] AErHE datgle 94F8E 5
o, targtell s 27] ugh] el fodles HosE ¢
#A gk bel2 whde Aol AlEe) #e) 4
Eaf gl nEFEcefole] whel] §]x%cl coerbB-2 FH
A} protein kinase S #4327 A Ake] s
epidermal growth factor receptor (EGFR)%} F=FHog
244} transmembrane receptor' "Colu] GulelE, $E
ol chbekE 5o] gkl welr FE|glch cerbB-2
chelof] o3t ekAdubS L TR AHEut] FRlkE]e] 1}F
Ao g el Yy ghaEell = A E} Euk oby
g} A EA N M= ekAdurES Bolch cerbB2x FE
Agkell el diztetel % of 4~-T7%7F 3k}
a1 dase] gjep! ™

o|o}3tm| b Feke] A9l 43 AELHE 4
dels MEZAFo] Ki-67TE o] f{ozd &l
glrl. MIB-12 Go7l9] HEE Aelgh B 4Ee] o

o] EAste Ki-67 ghilg Asls A=A Tk
HEZ4 52 wiedal= FA o]t MIB-1% o] &3t
E3 o AEFH5 delA EFAHLI AELEH
o7} gl Feokel W7} Rilies}l ofH A7)
Q=A, el s MESA EA| 2R} o E Fokghiie] o
the] gl #elalaal skgdch

wpebA] A A sheblel] Eelsl =HE o] dste] H
FollA 71N B4kt AFe] glel LT AFA
oS of4bo 2 ps3, bel2 W cerbB-2 ghufab A FES4
EAAC MIB-18 o] &alo] skabzhe] wiaiekibs AR
vl el a BapEQ Ueby) g shelbstaa sl
T ofjAglel A ol et PFA=le] vk A 4
HQl ol FQAE3} ZHzhe] chufo] JA7L gleA] &4l
sk R} shsich

Mz 3 2y
1. 85 JHE

1992 g 1997714 oot kel 1l
ZHlglelld Azl dalEn dA44 dAss Fot
of aloj Al ARz o 23F Y Este] AF9 oAl
Aol 23t &34 oF Mg} ool U= HFe] ¢
84 o 3 FAQHoR ole AL iR
she &l Feie] A% £ A4He R 5 ek
= el 252 AgAaes sk o o2 4
22 Edit 434 o 29¢f A Re} AFE FukslA
ol 54 gt 2168 slgn ARy A e
20619} A A Al 9o, A AEAD AAE 21
ol

2. Hatad G Ha|ZHEE A

tiers 10% 4 EEvgl 24y sl Fels
AX F3HY YHe s HEE 43 Algg selel=
£ AMHAsle] WHO el 2|7 dizehs 238 &
T sk A AgEe HANEer e
det. gae] JgrFa Wel EaMEs MR
o], AW, S, F<ke 22 E #Usie Aol
¢} FEZA He| W HH Hel {5l wheb WA
Dukes ®7]¥, & Astler-Coller BlZ|H]oll 2|73l A,
BL, B2, C1, C2, D ¥2.& vpoivt. 854 52 W
A7 A4 e $3es FEeta WeldH
AA4E 38 dez 45 HE2] S0 de 4F
ol Al 719sb A 9 =2Hor il AR S
o Aed gFS WA AAY [BREAY &
Feks Wolu WA o Fo HFe| gle] A&
ste 5= sl

3. Mo aEty g4y

10% T4 gl nAsta sl Eofdt =
2L 4 pm 5o dEHHE thEo] xylene 22 5ET
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23] esletHlela 100%, 95%, 75% <+ 2 Halgh ¥
2557 WA ohS ps3, bel-2, c-erbB-2, MIB-1 &}
wlo]] tfslo] labelled streptavidin biotin (LSAB) W &
o] &4 vl ==]3ehx] QA3 Al

1) p53, bel-2 3 MIB-1 CHEO) CHER 2344 sfeldle]
Tofjst =2g gdatepildh F gheAFl HHE auto-
claveS o] £5}ed 121°C2] F+ citrate buffer (pH 6.0)¢]]
1557h At & 3% bbbz el whabi ®

o] 82 oA Flck TBSE 554 33] 44 F 3
Aedy o v 5o Hel vhg-& HAAFHch 77 1
100, 1:50, 1: 10028 &4% p53 (Zymed, USA), bel-2
(DAKO, Denmark), MIB-1 (Zymed, USA)el| 2l 13
A4 gAE 7R o3 AdellA 1417 30F F9
Hl22] 71 =] TBSE sl biotind} A=l A3 o]
apakaof 524 38 vb3-A)7ch TBSe| S4lslar strep-
tavidin®} peroxidaser} s Bolfef] 1587 vkEA] 7]
#  3-amino-9-cthyl carbazole (AEC)Z wlaA]gl o}&
Mayer's hematoxyline. 2tz Ml 9] ebsdch

2) c-erbB-20f CHSF 4. chzjepsigh & 4171 4
AL 3% Pt ie el Ikl e #ES
A A 1l TBSE 554 38 o4 & A4E8Ho = v
EolZF el wbg& alAzich 1:5023 248 bel-2
(Zymed, USA)ell that A7 ct=2 24 ahHlE 718 o
el 147 30 B¢t WSAIE] § TBSE A8t
S biotin®} HEHE A3 o] abakafel P4 33 w24
#Hch TBSe| A&} ar streptavidin®} peroxidase”} 7 ¢
¥ Heoflo)] 1527 k-4l F] & 3-amino-9-ethyl carbazole
(AEC)® “aA]7] o}-2 Mayer's hematoxyline. 2 o=
oJ dsta Elshurt.

4, MAZNESHMO 2d BE 3 Bt

p53 gkl 2] 7= ol 2] gl o R of s
AEE okeg IAsgR, bel2ehui HEA A
tow Gas = MES GAo g BAsiedch mt
MIB-12] #$+& #lof] Z+4]2] 3hglde] Heliz HEE
ok o 7 dhA3sglel. ps3, bel-2 B MIB-1of] o3 %19
zA i o] A FHrle 5 A2 ERsided,
okAel AFE7F A gle AF (0, 1% ok FHS5
(trace), 1% o]4F 25% vjutel 25 (1+), 25% o|-¢ 50%
plukel e (2+), 50% o]4F 75% w|gkel 5 (3+),
5% o|4el A4 (@492 ERelsch FADE JIES
I+ol4hel Flew ﬂ'ﬂﬂf.

c-erbB-25huf 2] 7] 9= M EehE whel zhae] wgl4t
£ Hel:= A E %M o 7 mAlstelch o YAz}l gt
P2 3 Al SRete e, ok A s gl
= A (0), A S (<25%) (1+), kel A
& (>25%) (202 EFakgh

5. ENEA 2
IEC I

TE chisquare test® XEAsls p el

005 o]2tel 52 ojujglt o BAsgth
A o
ILooAN AN OE 854 AN AL 29
HII? (Table 1)

Uels} Aol whE F ES] Aolt gldleh $34
ob2 3 vhel7} S5Allelsl HuA ke 614|e] 4l
=3k whdu)el] el A= £F4 ghe] 1d] 093, 3F4
Qo] 19] 06222 A4 SFol WAkl Bich T
AN F 4E 25 52} A4 9 Al wo} L2
otZo] 72%, Hu4 e 67%7F f1xeka qdelch
Zopel 27l £54 Mol 31 em, &4 HE]
55 cmE A 2F o8 AFA gkEFo] F Fch Asiler-
Coller ¥ 7)of] wle} v)zal] i =7 wlz]el AF T} Bl
ato]] 4 _g_i-ﬂ!r'l ﬂ'l-.:;1 1;_-" “_;:ﬂt} 2|3 o] %tﬂ:ﬁ =
7= AfA ko] 59 emelv] vzl 54 FE2 25
me 2 =77} B Askeh e wvlel A grEe]
S5 &5 ohFe| AFA el vldl £2 £EES

Table 1. Clinical findings of 29 polypoid carcinomas and 21
infiltrative carcinomas

Polypoid ca(%) Infiltrative ca{%) p value

Mean age (years) 54.5 605 N5
Sex (male:female) 12 093 1 : 0.62 NS
Location
Ascending 4 (14) 7 (33) NS
Descending 0 0
Transverse 4 (14) 0
Rectosigmond 21 (72) 14 (67)
Tumor size
< 3 cm 13 (45) J(14) NS
3~5 cm 12 (41) 11 (52
= 3 com 4 (14) T (33)
Histologic type
Well 200 (69 5 (24) < (101
Moderately 4 (31) 15 (71)
Poorly 0 0
Mucinous 0 1 ({5
Astler-Coller siage
A 10 {35) 0 001
Bl or B2 10 (35) 11 (52)
Cl or C2 B (27) h (29)
M L (3 4 (19)
LN metastasis
Positive 8 (28) 10 (48) NS
Negative 21 (72 11 (32)

ca: carcinoma, N5 not significant
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DL

2o HEdyel ps3, bel-2, c-erbB-2 5l

MIB- 1=+!l1 o wrsigrAt

M #H o2 ps3, bel-2, cerbB-2 9 MIB-1 chullof] o
g w2238 A 854 e &4 ¢ Aol
FAEH o2 v AelE Mol Ay glgdd
(Table 2). gh2] p53 chufje] ubd]okile]| 4+0]Ab wjubd

Table 2. Expression of p33, bel-2, c-erbB-2 and MIB-1 in the
polypoid carcinoma and infiltrative carcinoma

Polypoid ca(%) Infilirative ca(%) p value
p33 positive 23 (79 15 ({71 NS
p33 strong

pasitive( > 44) 16 ( 33) 13 ( 62) NS
bel-2 postive 6 (29 NS
c-erbB-2 positive 6 29) NS
MIB-1 positive 29 (100) 21 (104} NS
MIB-1 strong
4
pasitive( > 44) 12 { 41) 16 ({ 76) 0.01

MNS: not significant, 4+: 73% of positive cells

o7 g = 7} A dollM = 62%, §F4
M 55%7F Ko )i %]-;:/é el A=A R}
(Fig. 1). =38k MIB-1 g2 4+0]4 A5 = o7} &
E4 el 41%, 44 dollA= 76%E FAEHH
ol Zo|E HojFglc} (Fig. 2). vpgoz ¢e] ARE
B ofefe} Fro] o el TA|x]o] 9l ASol
2 vhrelA Zhzh w4 eledoh

1) F42 27, E3tk, W7 9 JZAH Helq-el
W psS3 chalubae] o4k (Table 3) o] & A w
2 4F4 oty 354 kel ps3 whufubsE ko] o
= glglend A £F4 gelld Fokg] 277 S
5 p53 gl He| Frldle 7SS B

2) Foke] =7), HiE, 4] 9 fJ=E=A Hol {5
up bel2 ghebeba o] ok (Table 4) o] 5 ¢la}Sel] a}
2 aE4 etyt AfA oke] bel-2 ghauld okale] z)
o] @ladict.

3) Foke] =7, ¥R, Wy W gZA Aol
w2 cerbB-27F MIB-1 ghefdei 2] okl o] 5 glabEell
w2 254 T FE54 9] c-erbB-2 g} MIB-
chullblE 5 o] 5 Heo]A] gkokch

4) $-F4 orz} 24l ool MIB-1, p53, bel-2
c-crbB-2 gl 5 9] 3@ abAl= £54 qhef]A4] MIB-1 14
vl o] ZrlEha ps3 thi o] M Fre] Frhsled
MIB-1 ghefs} p53 cheffe] M2 {F2|gh vjadqtAlel] 3l
¢lch (Table 5).

Table 3. The relationship between p33 immunoreactivity and clinical factors

Polypoid ca{%) Infiltrative ca(%)
p value
Mo, P33 positive Mo, P33 positive
Tumor size
< 3 cm 13 9 (69 3 3 {100 NS
3—-5 cm 12 10 ( 83) 11 8 (73
2 5 cm 4 4 (100} 7 4 { 33)
Differentiation
Well 20 16 { 80) 5 3 (6 NS
Moderately 0 T{78) 15 11 { 73)
Poarly 0 0 0 0
Mucinous 0 0 1 0
Astler-Coller stage
A 10 9 90) 0 0 NS
Bl and B2 10 T (70 11 8 (73
C1 and C2 8 6 75) 6 5 ( 83)
D | 1 (100) 4 2 ( 50)
LN metastasis
Positive 8 5 63) 10 B (B0 NS
MNegative 21 17 ( 81)

11 T (64)

MNS: not sigmbicant
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Table 4. The relationship between bel-2 immunoreactivity and clinical factors

Polypoid ca({%) Infiltrative cal %)
p value
No. bel-2 positive Mo, bel-2 positive
Tumor size
< 3 cm 13 3(23) 3 1 (33) NS
3~3 em 12 3 (25) 11 4 (36)
> 5 cm 4 0 7 0
Ditferentiation
Well 20 3 (25) 5 2 (40 NS
Moderately 9 1 (11} 15 3200
Poorly 0 0 0 0
Mucinous 0 0 1 0
Astler-Coller stage
A 10 4 (40) 0 0 NS
Bl and B2 10 1 (1m 11 327
Cl and C2 8 1 (13) f 0
D 1 0 4 2 (50)
LN metastasis
Positive 8 1 (13) 10 2 (20) NS
Negative 21 5 (24) 11 327
NS: not significant
Tahle 5. The relationship between p53, bel-2, and c-erbB-2 and MIB-1 proteins
MIB-1
Total P value
0 Trace 1+ 2+ 3+ 4+
Polypoid ca
pa3 + 0 0 2 4 3 12 23 0.02
- 0 0 2 0 4 0 6
bel-2 + 0 0 0 4 5 4 13 M5
0 0 4 0 4 3 16
c-crbB-2 + 0 0 1 0 4 | 6 NS
- 0 0 3 3 5 11 23
Infiltrative ca
pa3 + 0 0 0 0 4 1 15 NS
— 0 0 2 0 1 5
bcl-2 t 0 0 0 0 1 5 NS
— 0 0 0 0 3 11 15
c-erbB-2 + 0 0 0 0 3 3 6 NS
— 0 0 0 ] 2 13 15

NS: not significant, trace: <1%, 1+: 1~24%, 2+ 15-49%, 3+: 50~T4%, 4+4: 75~ 100%
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Fig. 1. The immunohistochemical staiming for pd3 oncuprolein
It shows indense noclear brown postiive reaction in the malr-
ative adenocarcinoma in comirast o adjacent normal colomic
cpithe lum.

Fig. 3. The immunchistochemical staimng {for bel-2 encoprotein,
Thers is intracvioplasmic positive reaction in the adenwomsa,
whose staining pattern is decreased or absent in the adenocarci-
nom,

Fig. 2. The immuooohistochemical stiming for MIB-1 Il shows
intense nuclear saining in well differentiated adenocarcinoma
and adenoma with severe atypia.

1. =2=A ot ME9 ps3, hel-2, c-erhB-2 g4
MIB-1 CHHS0| SE A (Table &)

ps3 hefe LAl qho] 41l ulak ke ol
5| 257 whobm B 4+0]4k9] o|thA o] 4l4le] &T

4 Grela) | weith @ AR S el s o
#8540 gra] ATol Hlh 4 daALs nelg
1-

L4
bl ghele SEA Ghc QFeld ez oy
53z A9} LT Sl 4ve] 99 vITHA 4ol 4

HellA v gbgnd iFig 3.

c-cth3-2 gled e Agbelly efyb =2 abdEE E
o1} SAlEka o g el Al gkskel (Fig 4),

MIG-1 b b3 58 Zla #ol HFa) Agh7e] ol
gl o} geel4 mnbA o 2 oy = b Eol 4

Fig.4. The immunchistochemical staining for c-crhB-2 oneopro-
tein. It shows cytotoplasmic fine granular membrane staning

patlern in adenocarcinema.

Folli glle ubalel Hatela s 41%E BA e 2
Aol & Rair).

4. MEWMN ZEEE HElW OE ps3, bell,
c-erbB-2 3! MIB-1 CHEHSEO] SE QbA (Table 7)

A%E B44F FRAT 4 YL FRe

=4
of o] T | b4 shiSe] A A E e ofn|gl
L Aeld Held] ghstel

= &
5 ol Adsii AEals T4,

4 AFRch FEA AFdA AldHe] o £ e
= el ok ol Feke) 9tk ¢ ofi
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Table 6. Expression of p53, bcl-2, c-erbB-2 and MIB-1 in the
polypoid carcinoma and adenoma

Polypoid ca(%) Adenoma(%)  p value
ps3 23 (TN 15 (52) 0.03
bel-2 5017 21 (72) <0.01
c-erbB-2 6 ( 21) 5(17) NS
MIB-1 20 (100) 26 (90) NS

NS: not significant

w32k F APC, ras, DCC, p53 F-33452 Ede]| &
+ gl ake] A4 Fe] il e vieh} whasl
3 dhch o] Well% c-mye, c-erbB-2, bel-2 §344 &
= oAl wbadol] #ofghrlar k@A gl

iaehe] of & AU e dF, Fge] 2
7], Waze] ==gkE B3, A A, A JE
A He|d5 Edksl= Astler-Coller ¥7), =283 434
A e O AR R Fol gzl o] & #HA] ol
el #ZHAH Y deE 75 YAEE Astler-Coller ¥ 7],
2z 43 o 5F, Az} ot e 2o
FolAE o) ARSI} clEste) DAY HAY F
v Wsled FFA o HaA shellA zfelE Y
T glch =, =7 @7 AL Bldelle 54 ¢
Zol o whakar of wi Feke 27|= AFA Eel HE
5.9 emgld| qhal] BFA HEE 2.5 eme]glv).
a2 Wolell A E54Y oFFel HaA Gl v F2
T8RS vhebdch wieks w4 shol BFA gl
ozl =7]el o szl AE dosE 2ls 4 5 U
gieh.

woololl A= olgl o] EQ12 2 4 7hA 9] qFAH
AF, 2 pS3, bel-2, cerbB-2 TH ST} A EZA] EA|Ze)
MIB-1 shflate] 3k S #halejaral afglcl,

Mucller 5%l 2]abul p33 ghuflele] B4 =7]u)
aAgtel] wiel AFA z7|dzstl A 2o glA A o
$E3L bel-2 ghefubd 2 dbf 2 B354 =7kl A&
A z7Iekell vl FA vhehds el ki w6l
ch. o]dl A2 Fggshel 534S vl o 32|
#Hol 7gks Heolchs ZHo|c}. #HE Hemmings ol 2|
#HH c-erbB-2 9} #-4H4F EGFR g 2] ubgio] ofzlqte]
Dukes ¥ 7)el| v]@dlghctr Raslgich 52 cerbB-2
il e] 7|9} o o} Faflelrlm Bk A4 R
AAwr RgHo g qre] FgPclAlel Pojdls Ao
solek. weld glollA dAgst Al 7hA] Eekghlls o
fspr 234 o3t &4 g EAH AT HE
stebst=dl B8 & 2R Asdo

p53 whellg ZhE A9 FokdlA REEHT FYE
SH7 dztsle] 9l A5 Webd 7 Feke] o 34
ko] st ol 4 Elm glc}. wild-type ps3 ghl e B

Table 7. The relationship of immunoreactivity between histo-
logic types of adenoma

Tubular{%)  Villous({ %) Mixed(%) p value

p53 11 (61) 2 (33) 2 (40) NS
bel-2 11 (61) 4 (67) 5 (100) NS
c-erbB-2 4 (22) 0 {200 NS
MIB-1 17 (94) 4 (67) 4 ( BO) NS

MS: not significant

HE7) 7 W B o gke] o - Ho] we A sl
A4 A ko wlozzgel of Mo ¥
= p53 shull2 oA mutant-typeo|ch. oo A F
ckol] 4] p53 thuo] Wl {2 H3aielc} A7} 9=
Ao 2L Hamama s 9-71%, Ao 4559,
Purdie 59 8.7%, o] e mlabalFEoll 4] 13%, §54
Eold 11557 Baslas gla A5k A= Purdies”
o] 46.5%, Bosaris ‘o] 59% 2 M aalar gloh B oedjlo|
Ao AT A 61%, FEAT A 33%2] 4 ES
Bolch g HEelA] 7] AL Hdel A 79% ] kA
F& 2o F9 HEEc} 52 v Ee) FANS-S B9
B AT o T ohA|Eoll A HIT-H|Eel| vl ab
Ao et aela §F4 ¥l r] st
AAE we &4 ool s AFa FU8 HelE B
o] Fglch ey E54 bk FH4 S vl s
o] pS3 chefubdlel] glef ] &5 ohE 79%, &4 ¢
2 71%e] ¢kAES Mol 5 okRihe] fEgh Aol
Kol gkele}. o] 712 o|u] obe] FitichA|el| A= p33
FAA wo|7} F okEe] Aol ZA| A EalA] 9E
Holgls #2355 71k dhoh abAgh =79k Ao
A olebetal AHA gho] o] E8 ps3 ghululE S W
oli= Ao odefA ek’ B ol FoldtellE 1 cmols}
o] =7 Hf4 o] glo] ofF Heldl 4= glgld) 4hH
p33 ghefuld vl obEwl dwlE of FolabEale Ak
o] glo]A dlxd] 42 SyPHer == Zloz A
ZHshel},

bel-2 ghef 2 dobapgell ] HEe] SA4E 484
F|7| Bk AEe sHS AT A Ee] el A
 Aalgtezy Feoktalel] edgict ubeba] etz
Mol Z7|ghAelA] bel-2 ghwje] Ip# E|e] whekn)i
Lol 4o g4 o] 50 fHA el 4
o s Fokutale] =S utgo] Foh g &R
Bosaris"e A1E3 HAgte 4o @ 3 bel2 ghulol
AEol|A] 100%, Agtella] 50%ol|4] wbE ol &)e
bel-2 ghujuldio] wiolmlae] 7)o Fteddhch=i &)
duh. B dFedAE AFell4 T2%, £F4 el
17%2] okl g Ko dFella] U4 A g E o
4 qleleh, ik ASA el 9% 2 Y IH &S



588 ojjgbeio| b a] o A a2 H) 8 E 1998

Hel cjRie] = Aabaet 7)A KellA] bel2 vyl
Ho| =74 3= = A} HRE o] Foon &F4 <
#F A FA gke] vlid] glol A= F2E el & Mol
arokch, bel2 E I} of 2 o 902539 fAE ps3
chull o oyl 2 4ikde] gle 7oz ghyx i)

c-erbB-2 b2 EGFRI} 50%2] 4HEA15 7FAH A
Foutbof| $]2)%hek” cerbB-2 A A2 FELS A4 AT
Z4 59 A4E A9 F4E YodE Aoz 9y
A glxm HHAdngdeld 25 DR AT HIEF]
Whel’ ml dalelell A £ c-erbB-2 ghufuldlo] ¥ rx|o]
ek 2 edFol A= cerbB-2 ghuekAd Fo| HF oA
10%, &34 abel]4] 21%E Ko Ex|txcl oo g
Ak elelly wEFe] Fro ok i HF4
el A= 29% 2 B854 oknl 2|8 2je]E HelA] 9
ereh. g3 ¢he] == e Wy St 4akae
Ho|Z gko} cerbB-2 ghwlo] gle] AafckAle] F2 I
of st A= Fo 7 77} ok gkAubEE F2
AEakel] F3ksle] Hel4der et A5 ¢HAE
of| Al &= AEe gk ofya} AEAeHE akgdutSs
£ Ho|zdl o] ha4A AEa Ayl AAelae
HE N o] F B AAFHE Fo]7] o Foll el £
Holeta Pzl

Go7]9] MEE o4 v 4o Ao FEallsl=
Ki-67chel-5 sha}al Fol®l z2 ey elA]sl MIB-
2 Foktut ope} FoF F59 AL diabg] 42 7
ARl gl AEEL] Hellx o AEglc) MIB-1 ol
2 HAEFL 97%, 254 <3 &4 gl e 7z 29
of| ¢} 21ef] RAroll4 b AAE B 2eju 4+e)4t
2] vlgbd ekd S Wl A$E A H4 olo] T6%E &
FAeke] 41%< vlal] EAEH T =4 skl o)
A4 she| o] W F45E HeoldA v % sha)# gl
A& dele g 2ot #2ch MIB-1 gk o}
£ Fobchizle] A AE vz 2 ps3 ghwa)
AR fo03 vHAE Kol glo] Foks
HLsas B oz} ol Elzz o] it A3t o
T5 " asctn AgEch

ol M7l &34 gkz} AFA ko] ps3, bel-2, c-erbB-2
off et wH =23 A= F2lg Aol & HelA] &
otch et HEA efly ps3 ghio] ojgkA o o
A5 = 7Agke] glal MIB-1 ghi 2] njuba of o] 52
ahA =4 L ges <4 o glsid

TH A5 a2 5e A8 4gke] Aol vzF
sl el

p53 whioll ot okAd Fo] HFof|4 52%9ld Hl
Aebell A= 9% 5 Ko 2% o] E ¥y} o] &= of
o] erejAl wh] 2w el ps3 chijubl o] djzlet
o] ukekely F F7loll ZHEsl= A 2u)sls £ o
ghal AJzhEic) bel-2 ghefE Aetell A 17%0d] Hhal A
Foll A= 2% % =ol bel-2 wh]2 ps3 chwlab= dibol
2 ofatel uhelapA o] 7)ol ZHEsl= Ao Aas

th. o] uko] cerbB-2 gl AlgtollA <f7F F2 oA
5 Heleg BAgtE o w Folabals ghelth MIB-
chufulbs] 52 A a3l HEx Hdsizhke] 2le|= gl
o1} 4+o]4t minkd o g saux]= okdFe] HF el
gl dhdel] Aot 41% 2 =4 e dl=E By
oh. wbebA] AEFAFl delAx Aghe] Hal E=E
ZA % ¥y S o4 = dgich #H o] F wE
o] wrél go| Ao zAH dHeloh A7l gl
e Aoz vpebytc)

e =

tggtell 4 AFE ke 234 & 29499 HEFE
TubslA] oka HAst P9EE S4E Hele AR
A oql 210l E i eg o4 gl Wy £ASE A
3 A Fofe] fAe 5 oF 2 sA A E A
Aoll TEokaL Foke] Aol gl &4 el 5.5 cm,
24 ote] 31 em & AHFA ol F o gk =
z7] W7)el AFF Bl = a4 ¢5e] 59 em
2 oaEA okdo] 25 emioh & A 7R glgla
Z# 83 2iss o A Jelsd

ZrE]a ps3, bel-2, cerbB-2 2 MIB-1 sheld]] o2k o
oz AAE AL AN 454 o H54
2}o] p33, bel-2, c-erbB-2 W MIB-1 whull5 2] dbE ki)
of YA FAGH oz Fejgh ateo]= gloch e
p33 vhufe] wr¥ickito] A FA <ollH FH FE ot
o2 vlepgba (p=0.63), MIB-1 thijx of 4] 354
HellA FAEHLE Fo3lA vz eyt
(p=0.01). X%} o] 5 g3} 45l of|Fel5 1}
Al gl Ao gelsle] Hu SgHew o
Fof] kS vjd Aeg A5

3k p53 gl 2 E2A41 qF (79%)e] 4F (52%)Ech
o p53 ohfdbE g8 Rt (p=0.027). kel bel-2
g2 AFE (12%)e] &F4 o (17%)E} o] =2 9
A Halch (p=0.000024). o|2]gt A2 ps3E Fof
2] F7)ell, bel-2= Foke] x7)el flodulye Aoz 4
aslc},

& = 9

d!

I BASAL $FQ FEE z4AE LHNRY AE,

19935,

Bedenne L, Faivee ], Boutron MC, Piard F, Cauvin IM,

Hillen P. Adenoma-carcinoma sequence or de novo carcino-

genesis? Cancer 1992; 15: 333-8

3. Cotran RS, Kumar V, Robbins SL. Robbins pathologic basis
of disease. 5th ed. Philadelphia: WB Saunders, 1994; 219,

4, Cho KR, Vogelsiein B. Genetic alterations in the adenoma
-carcinoma sequence. Cancer 1992; 70: 1727-31,

5. Spratt IS, Ackerman LV. The growth of a colonic adeno-

(e



10.

. shimoda T, Tkegami M, Fujisaki J, Matsui T, Aizawa §

=84 2 5 e BEA b HaAd fhell4 ps3, bel2, cerbB-2 W MIB-1 ghaidbg o] by

carcinoma. Am Surg 1961; 27: 23-8

. Kuramoto 5, Oochara T. Flat early cancers of the large

intestine. Cancer 1989, 64: 950-5.

Ishikawa E. Early colorectal carcinoma with special refer-
ence to its development de novo, Cancer 1989; 64: 1138-46.

. Mueller J, Mueller E, Hoepner I, et al. Expression of bel-2

and p33 in de novo and ex-adenoma colon carcinoma: a
comparative immunohistochemical study. J Pathol 1996;
180: 259-65.

- Jass JR. Do all colorectal carcinomas arise in preexisting

adenomas? World J Surg 1989; 13: 45-51.

Pascal RR. Dysplasia and early carcinoma in inflammatory
bowel disease and colorectal adenoma. Hum Pathol 1994;
25 1160-71.

. Melizer 8J, Ahnen DI, Battifora H, Yokota 1, Cline MIJ.

Protooncogene abnormalities in colon cancers and adeno-
matous polyps. Gastroenterology 1987, 92: 1174-80.
CGreenblatt M5, Bennett WP, Hollstein M, Harris CC. Muia-
tions in the p33 tumor suppressor gene: clues to cancer
etiology and molecular pathogenesis, Cancer Res 1994; 54:
4855-78.

. Bertorelle R, Esposito G, Del Mistro A, et al. Association

of p53 gene and protein alterations with metastases in
colorectal carcinoma. Am J Surg Pathol 1995; 19: 463-T1.

. Bosari 8, Viale G, Roncalli M, et al. p53 pene mutations,

p53 protein accumulation and companmentalization in
colorectal adenocarcinoma. Am J Pathol 1995; 147; 790-8.

. Bosan 5, Moneghini L, Graziani I, et al. bel-2 oncoprotein

in colorectal hyperplastic polyps, adenomas, and adenocar-
cinomas. Hum Pathol 1995; 26: 534-40.

Coussens L, Yang-Feng TL, Liao YC, et al. Tyrosine kinase
receptor with extensive homology to EGF receptor shares

chromosomal location with neu oncogene, Science 1985;
230: 1132-9,

Z) % A%, GIAL, REE, A5, 276, o 2 43

15.

19,

20

21,

22,

23,

24,

25.

26.

27

589

QFE2] cerbB-2 Sh§ 2} Wk oll ol THeh ol ohab
el ¥ =] 1993; 27: 217-25.
Mccann A, Mod BA, Peter A, et al. c-erbB-2 oncoprotein
expression in primary human tumors. Cancer 1990; 65: 88-
92.
Gerdes ], Lemke H, Baisch H, Wacker HH, Schwab V, Stein
H. Cell cycle analysis of a cell proliferation-associated
human nuclear antigen defined by the monoclonal antibody
ki-67. J Immunol 1984; 133: 1710-5.
Muto T, Bussey R, Morson BC., The evolution of cancer
of the colon and rectum. Cancer 1975%; 36: 2251-70.
Griffin MP, Bergstralh EJ, Coffey RJ, Beart RW, Melton
L]. Predictors of survival afier curative resection of carci-
noma of colon and rectum. Cancer 1987; 60: 2318-24.
Hemming AW, Davis NL, Kloftinger A, et al. Prognosiic
markers of colorectal cancer: an evaluation of DNA content,
epidermal growth factor receptor, and Ki-67. ] Surg Oncol
1992, 51: 147-52.
Hamana T, Kawa1 K, Senzawa A, Tsutsumi Y, Watanabe
K. Immunohistochemical demonstration of p33 protein in
colorectal adenoma and adenocarcinomas. Reliable appli-
cation of the heat-induced antigen retrieval method to
formalin-fixed, paraffin-embedded material. Pathol Int 1994;
44: 765-70.
e, A, o gl ftE U HFollA p53 ghla}
HSPT02] whadof] 3ot of 5 ojgbd 2] 23 =] 1997; 31: 201-
10,
Purdie CA, O'Grady J, Pins J, Wyllie AH, Bird CC. p53
expression in colorectal tumors, Am J Pathol 1991; 138
BOT-13.
olu| =, A%, 43 A FafellH 2] ps3 ghufe] o
b b ofah el T ) 1996; 300 595-603.
. Tal M, Wetzler M, Josetberg Z, et al. An erb-B-related gene,
c-erbB-2, encodes a possible receptor protein similar to the
epidermoid growth factor receptor. Nature 1988; 319

230-34.




