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Overexpression of c-erbB-2 oncoprotein has been shown to correlate with poor prognosis and
drug-resistance to the conventional chemotherapy with 5-fluorouracil in breast and gastric
cancers. To evaluate the clinical significance of c-erbB-2 overexpression in colorectal cancer,
immunohistochemical staining was performed with the paraffin-embedded tissues of 141 colo-
rectal cancer patients with curative surgery.

The follow-up duration ranged from 7 to 61 months{median 30 months). Two-year disease-
free and overall survival rate of the total patients were 77%, 91%, respectively, The c-erbB-2
positive rate was 24.8%, Even if patients with c-etbB-2 overexpression showed a tendency of

~ poor prognosis than c-erbB-2 negative patients, T-factor and the TNM stage were independent
prognostic factors in multivariate analysis. In subset analysis with c-erbB-2 negative patients,
there were no differences in recurrence rate and 2-year disease-free survival rate between pa-
tients with chemotherapy and without chemotherapy(20.0% versus 26.1%)80.0% versus 82.0%).
However, in c-erbB-2 positive patients, those subgroup with chemotherapy showed tendencies
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toward advantages in relapse rate and 2-year disease-free survival rate than those of subgroup
without chemotherapy(21.0% versus 50.0%; p=0.09X76.0% versus 50.0%; p=0.06). Also, there was
a tendency of increased time to relapse in patients with chemotherapy comparing to that of
the patients without chemotherapy(7.5 months versus 17.0 months; p=0.09). In stage III,
patients with c-erbB-2 overexpression showed increased 2-year disease-free survival rate with
chemotherapy as comparing to that of patients without chemotherapy(81.0% versus 29.0%; p=
0.003). Again, this survival benefit was not found in c-erbB-2 negative stage III patients regard-

less of chemotherapy.

In conclusion, c-erbB-2 overexpression might be a marker of relative drug resistance to 5-FU
which will be converted with the high dose treatment of modulation with leucovorin. A pro-
spective randomized trial is warrented to confirm this suggestion and for the clinical applica-

tion of ¢c-erbB-2 overexpression.
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SK-BR-3& AH48telz, S$AA22L T4 o4

Aol 12 FAF F432 g AR shq. o

HAEZ A Egte] s F4E FAHoR slgon, 7+ #7ke] winy= Fisher's exact test®l chi-
¥4l 7g-9] tIRESAM 50% o8] M xS ok A square test® slgteow, AJ¥&¢& Kaplan-Meier
o2 #asjo] 2Hs A grading system& A feR Fin H94 HAL log-rank test® 34
#5174 w9kt (Fig. 2). o},

6) BAIEE xa|

Tabie 1. Patient characteristics

Operation+ Operation-+ Operation+

Operation radiotherapy chemotherapy chemoradiotherapy Total
Number of patients 25 a3 26 57 141
Male: Female 1.1:103:12) 1.2:1{18:15) 0.9:1(12:14) 1.6:1(35:22) 1.3:1{78:63)
Age median(year) 64 50 57 54 55
range 43~84 26~178 30~82 22~84 22~84
Primary site
Colon 3 0 17 7 27
ascending 1 0 7 0 8
transverse 0 0 3 1 4
descending 0 0 2 0 2
sigmoid 2 0 5 6 13
Rectum 22 33 9 50 114
Differentiation
well 2 4 7 8 21
moderate 20 21 16 39 96
poor 2 1 1 6 i0
mucinous i 7 2 3 13
signet ring 0 0 0 1
Tumor size median{cm} 5 6 5 5
range 1~11 2~9 2~12 2~10 2~12
T stage T2 0 1 0 4 5
T3 24 29 25 53 131
T4 ’ 1 3 1 ] 5
Nstage NO 13 11 g 26 59
N1 9 4 9 14 46
N2 3 8 8 17 36
Stage I 13 i1 9 26 59
i1 12 22 17 31 82
Duke B 12 11 9 26 58
B2 12 10 8 26 56
B3 0 1 1 0 2
C 13 22 17 31 83
Cl 0 2 0 4 6
C2 12 17 17 27 73
C3 1 3 0 0 4
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Z did#a 14149 ddule 13:10d 78, o
63<f)olglon, Fobadale 554(22~84 4 )5c), W
Wis el 274 (49424 84, BAAA 44, &
g3 24, SHAEA 13«92, =27 1144 gk
AZ Welgx g¥e TEHAL 214, FIE £
A 964, ulEAet 104, 2 ¢ mucin® 134,
AFH4TY ldgcl Fokzr)e Fodgre scm(EH
1~12cm)elsict. THZ)14 T. 59d%), T 1314
(92%), T. 5A(4%)dx, $=dAe)r7l ¢ AF
{No)7} 594](42%), 47§ vizte] <lsAdAde|st sl
A (N7E 464 (33%), 471 o14b2) Ysbd "ozl gl
£ A$ N 364 (25%)vh. AR g=ae] Fof
2 3MCES 1~4570)58h. TNM 74 11 594
(43%), III 821(57%)4r. MACH 7|4 ¥~ B 58
N (42%: B, 56, By 2<), W) C 83+}(58%: C, 6
o, C. 73+, C; 4l )sit}. AEE &2 A7 A
Y= 7k 254(18%; tharet 34, st 224), ¢
=% b Asgt AgR «rr 334)(24%: WA
334}, ed EART AR o7} 26418
%: thaal 174, AAqk 96 )R, oFEA g efAbetel
# 5.-FU @557} |4, 5-FU2} levamisole®4
$=7} 34, 5-FU% leucovorin®-4-F97} 134 (8
4= AY9AE2 picibanil $7H)gct. ARt M
5.FU w55 oi7} 4o, 5-FUS levamisole H&%

<7} 29, 5-FU$} leucovorin®-45-47} 3« gc},
TE¥ PAFEARS) wWAHIARZ WYPHede 57
< (40%: =H4st 74, et 50<0)=, chged T =
T EAEE 5-FUs leucovorin®] 4542 4

HHRT, o|F 44 A8} FrpEAd. HA

el A G4l 53-FU =&5%4, 24l& 5-FU% leva-
misole W45, 424 5-FU%} leucovorine}
452284 WEAR $£71) F Xurl AHE
4ic}k(Table 1).

2) gday

A} F2F 274F 4o1(14.8%), At #2114
4% 3141(27.2%), 3 354(24.8%)e 4 Apura}gic)
Ag FYHRE £ OFARA] 264F 841(32.0
%) FEE B: WA A8A] 334F 104(30.3%),
FEF BE FEXEA 264F 34(11.5%), TEF
dhabg A gt kEAE HE4] 5745 149(24.5%)
oA Adstget. AL FeH HAA T4F 5
A(71.4%), FeF FAHA A8A 1045 24(20%),
hEAES AHARE 44 1449F 34 (21.4%)90
A FaAREe FARFI)AFE Awd AdEd
Aokl zhele HAHA st (Table 2). 3%
FHJEVL 30AML(HEE T~61A44) A4 A B
9 29 FHAZEL T7%, A Y2EL 91%%e
o, 44 FEAEEL 68% UAYEEL T2%=, 3
G AE7IZFL obA] =RA sk (Fig. 1). 4 %
A4 29 FHAEE umA T-H714 T2 100%,
T3 80%, T4 0%(p=0.0001), A Ae)7} e

Table 2. Recurrence pattern and rate acording to treatment modalities

Colon Rectum
Treatments . Total
L S L+8 N L S L+8 N

operation 2 0 0 3 3 2 | 22 8/ 25(32.0%)
operation +radiotherapy 0 0 0 0 2 5 3 33 10/ 33(30.3%)
operation-+chemotherapy 0 1 0 17 1 1 0 9 3/ 26(11.5%)
operation+chemoradioterapy 0 1 0 7 3 9 1 50 14/ 57(24.5%)

Total 2 2 0 4/27 9 17 5  31/114 35/141(24.8%)

(14.8%) (27.2%)

L: local, S systemie, N; subtotal number of patients in each group
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745 85%, Aot de A+ 72%(p=0.03), MAC
7] B 85%, C 72%(p=0.03), TNM 7|4 II 85
%, LI 72%(p=0.03)2, chdskixa] T-w7s}
TNM =717} 288 <% dAgcH(Table 3).

3) c-erbB-2 Wizl BEX| 2o ofE xUE

Qe 2§ c-erbB-2 w2 oiAgle] AL
27415 94 (32.3%), FAske] A% 11403 264 (22.8

A9d 9 194

%)= % 354(24.8%)14 f2Fc}. c-erbB-2 &
dql 3543 1191(31.4%)e| M, c-erbB-2544 106
A F 249 (22.6%)°04 Adstdctp=0.41). WA
ol c-erbB-2 ¥4l 94F 14(11.1%)4014, ¢-
erbB-2 £ 184% 34(16.7%)44 Aldsig=
{(p=0.59), AAgAE c-erbB-2 <FAdal 263
104 (38.5% ol 4, c-erbB-2 &4 4 88«3 21¢(23.
9% )l A Aukalgeb(p=0.22). 2 dAF A u)wA

A) 8) C}
g IOOw% 100, 1001
T g0
= 80- 80+
; m: t‘_‘—H‘_‘-‘_:ﬁ_“—\_\_
&a 60 60 60
o —DFS
2 4 40 -08 40
3
g 20 _ 204 204
= 0

0 r pomemmr —
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Months

0 v ey
D 6 12 18 24 30 36 42 48
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0 6 12 18 24 30 36 42 48
Months

Fig. 1. Disease-free survival and overall survival of the patients. A) total patients(n=141), B) c-erbB-2 nega-
tive patients(n=106), C) c-erbB-2 positive patients{n=35}

Fig. 2, Immunohistochemical staining of ¢-erbB-2 over expression( > 200).
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c-erbB-2 kAFeN A &ATFel vls] Ay-go] F715
€ A%o|ixn, B3 MAC W7 B 2 7%}
=3t (p=0.06)Table 4). c-erbB-2 <}AdFellr+=
datAd FHolrl sl ¥, MAC #7] C, TNM #7]
III5e] d=bd Aok g F(p=0.96), #7] Clp=
0.79), 477 Ill(p=0.44)2c} it-go] & AiFelgl

Table 8. Univariate and multivariate analysis of
prognostic factors )

Univariate Multivariate
T stage 0.0001 0.0001
N stage 0.0277 -
TNM stage 0.0277 0.0125
MAC stage 0.0323 -
c-erbB-2 0.3162 -

3, c-erbB-2 £AFol M= dskA Holsl Y
=0.02), 97 Clp=0.01), ¥~ II{p=0.03)4
wg Ae)rt ¢ie ¥, MAC #7) B, TNM #7] III
Br} Atgo] #7814t Table 4). c-erbB-27} %
4 #2bell A 5-FU F4] 2341 5<0(21.7%)el A,
5.-FU7 ¥odatx] gduwl 1260F 64(50.0%)0 4 A
WEl e =0.09). Wbsl whapAl X E0T AIME 269
% 109(38.5%)0H, wrabdxle7} A|H=A) 4L 9
4% 149(11.1%)44 A¢34ct(p=0.13). ¢c-erbB-
27} &4 #A}ell A 5-FU 54 6043 124(20.0
%)l 4, 5-FU7ZF Foi=#] ghud 464F 124)(26.1
%)l A AuralecH(p=0.61). ubd, whAld g7} A
B 644 1491(21.9%)90 4, WFAL4A @7} A
B2 gk 42603 109](23.8% )00 4 Adal g}
(p=0.10XTable 4).

Table 4. Comparison of recurrence rate hased on c-erbB-2 expression in each prognostic factors

Number of Number of

Number of Number of

recurrence c-erbB-2 positive p-value recurrence c-erbB-2 positive p-value

All patients 11/35(31.4%) 24/106{22.6%) 0.4t
Primary sites

colon 1/9(11.1%) 3/ 18(16.7%) 0.59

rectum 10/26(38.5%) 21/ 88(23.9%) 0.22
T stage

T2 0/ 00 0.0%) 8/ 5(0.0%) -

T3 10/33(30.3%) 21/ 98(21.4%) 0.41

T4 2/ 2(100%) 2/ 3(66.7%) 0.50
Node metastasis

without 5/15(33.3%} 5/ 44(11.4%) Q.12

with 8/20(40.0%) 20/ 62(32.3%) 0.72
‘Duke stage

B 5/16(31.3%) 4/ 420 95%) 0.06

C 9/22(40.9%) 17/ 61{27.9%) 0.39
TNM stage

II 4/15(26.7%) 5/ 44(11.4%) 0.16

I 7/20(35.0%) 19/ 62(30.6%) 0.93
Chemotherapy

with 5/23(21.7%) 12/ 60(20.0%) 0.90

without 6/12(50.0%) 0.09* 12/ 46(26.1%) 0.21
Radiotherapy

with 10/26(38.5%} 14/ 64(21.9%) 0.18

without 1/ 9(11.1%) 10/ 42(23.8%) 0.37

*comparison between with and without chemotherapy group
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Table 5. Comparison of survival based on c-erbB-2 expression and treatment

2-year disease-free

2-year overall

survival p-value survival p-value

Colon

c-erbB-2(+) (n= 9) 89% 86%

c-erbB-2(—) (n=18) 81% 0.79 100% 0.3
Rertum

c-erbB-2(+) (n=26) 61% " 84% 02

c-erbB-2(~) (n=26) 81% 00 92% 27
c-erbB-2(+

. ) 76% 95%

with chemotherapy {(n=23) 50% 0.06 64% 0.06

without chemotherapy (n=12)

with radictherapy {n=26) 60% 84%

without radiotherapy (n= 9) 88% 020 89% 08l
c-erbB-2(-) g 980

with chemotherapy (n=60) 0% 0.96 87 % 0.02

without chemotherapy (n=47) 82% %

with radiotherapy (n=64) 82% 94%

without radiotherapy (n=43)} 79% 0.79 929% 0.69

4) c-erbB-2 Wio| MR RYNER 5D

c-erbB-2 433 £479 24 TwAsge 7
Zt 67%, 81%(p=0.09)ge1, 24 A3 YHs& 7
2} 86%, 93% A Hp=0.15)Fig. 1). e} $alol) 4]
c-erbB-2 }4TH FA4FH 293 FyPEge 77
89%, 8l1%Hov{p=0.79), A}t Pl c-
erbB-2 AT SAFS 23 FHyEse Az
61%, 81%<ic}Hp=0.04).
c-erbB-2 AT A FEANES AYEUE 23 4]
YA Wk #o 2d YA 4 76%, 50
%52 (p=0.06), c-erbB-2 &AZAAE Rz
7 AN F3 A1) oty Fof 29 Sy
&L T 80%, 82% %t {p=0.96)(Fig. 3A).

c-erhB-2 FAFell 4 wabd Asrl Algsigdy 2
3 AASHA gl F9) 2y FHRASEL 77t 60
%, 88% % 2= (p=0.20), c-erbB-2 LAFeA] HkA}
A AR7L ARG F AR gsky 2o 29
THAZEL 27 82%, 79%%cHp=0.79)Table
5).

FUuz| vima TNM 971 IIZ+lA c-erbB-2
FAEE FEAES AYENE F9 2 FHA4EE
2 8l% et Ags= U T2 29%{(p=0.003)
Ak ubdd, W7] 19 c-erbB-2 S4FNME oE
A8 fiol BE FTHAEE alo|E FAE A R}
HAcH75% versus 75%, p=0.34)(Fig. 3B).

dg B A¥sse] GEA8Y 2AE 24}
7] s WAl 2 wmsl AgEdEd #2153 c-erbB-
2 }TNA GFEHE A4 29 FHYESo] 67
%, A=A YU FAME 50%(p=0.27)%2.9,
c-erbB-2 SAFoN 4 S EXBA 80%, BN}
A=A 4E A4 87%(p=0.82)9c}Fig. 3C).

5) MuExtolfs c-erbB-2 ol ol 2ig7izt
|

At 35419 FFrIe ALY 2~
4570 90)e1 9}, c-erbB-2 <¥AiQ) 1148 Fo} 547
ZHe 1209089 3~23704)0)9len, o]F opEH
B A930R 59 FoF T 1749089
10~23744), FEAB7} AR Ystd 6419 F}
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Fig. 3. Comparison of disease-free survival based on
c-erbB-2 overexpression and chemotherapy
with 5-FU. A) total patients, B) patients with
radiotherapy, C) stage III patients.

718 7509089 3~22789 )0l (p=0.09).
c-erbB-27} 44 24018 FotFEsZE 1470¥
(8 2~45-449)e]3la, FEARZ} AAHAUGD 12

100 I
£ 801 i
[+]
ol
§ 60
‘s
> 40/
5 "
©
2 20 :t
[+
1] T T : T r -
0 6 12 18 24 30 36

Months
- c-erbB-2(+), 5-FU(—)
~+-c-erbB-2(—), 5-FU(—)

= c-arbB-2(+), 5-FU(+)
— c-erbB-2(—), 5-FU(+)

Fig. 4. Time to relapse based on c-erbB-2 overex-
pression and chemotherapy with 5-FU.

dieh A=A skl 12419 Fob TR 247
M504 (HH 8~28714), 12704 (9] 2~45714)
ol%Hp=0.52XFig. 4). WAHA=E7 Agg 144
g Fd FHE/IL 14509089 2~45714), A4
HA s 1049 FAFwrIZEe 95749489 5
~4571 4 )°l2i=H(p=0.69).

6) ¥ Xz

c-erbB-2akAde|dlat gl ghalE SoflelA) A
F o EHEST AlGEAG. A 34 eE whA}
A A57h 24E FEF $EARYG YA 2w}
AT E Y el 2404 5-FU+leucovorin,
14lell 4 5-FU +cisplatin, 24¢l4 5-FU+leucov-
orin+cisplatin®] %E 287} A|PEger} o] 7
5 AbEEe] ApEE Hof AEVIHE 13MYM0HS 1
~23714)015ic}. c-erbB-2 F4o)R Al Aa &
T 8oy ANbE FEAEST AEEge. A 3
A FE 45 AR, 29 % A4 A8, 29
E TEF GEAE, lde FEF A0 9 ES
27 AlgEddch 0)F 6elA 5-FU+leucovo-
rin, lejell4 5.-FU+cisplatin, <14 5-FU+
levamisoleo] F-e¥gleny, 547} Alutate, Qs
T4 OAETVINE 158 EE 1~20704)0)%00
(Table 6).
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Table 8. Treatment after relapse

Treatment

Previous treatment

Survival after Patient state

after relase relapse(months)
c-etbB-2(+)
1. radiotherapy BFU+LYV 11 dead
2. radiotherapy SFU+LV 17 dead
3. radiotherapy SFU+LV+DDP 12 dead
4, chemoradiotherapy SFU+LV+DDP 23 dead
5. chemoradiotherapy SFU+DDP 13 dead
c-erhB-2(-}
1. operation S5FU+LV 18 dead
2. operation 5FU+LV+DDP 18 dead
3. operation S5FU+LA 20 dead
4. radiotherapy S5FU+LV 12 dead
5. radiotherapy SFU+LV 1 alive
6. chemotherapy SFU+LV 10 alive
7. chemotherapy 5FU+LV 18 alive
8. chemoradiotherapy SFU+LV 4 dead

5F1J: 5-fluorouracil, LV: leucovoerin, LA: levamisole

I ol

=

Aohe Fal o ANl e s Fojsle SAE dAES
F7FA)717] 18 w2 AGEe] AmHgle o 3A=
S48 Asads deblle A7 AEa] Esin
Ak w2t BT AbgelA sl ge] Al4EHE 5-
fluorouracil(5-FU)2| 4583 #4& =43 &
Ao a9F %elzi= A=Z N-(phosphonacetyl)-
L-aspartic acid(PALAY®, interferon®™, leucov-
orin5e| W4 sgiew, 7 Az 5.FU2 leucovo-
rin?} Wge] 5.-FU @5 Fovr} ixlyes Ay
A diaeteld FgEgdcl, datdAe et 22
GEael 5.FUY levami-sole #44, 87| IIT
o4 levamisol }E5FATH} 4EE2 Fgo|
E5edx®, 5.FU% leucovorin #&4] 5-FU &
THet dasllo ot HAgd e fEF PaArd
Aot 5-FUS #H4For ZFEAERA Ajldyn
kY. A FAlE s 199298 gt #x)
£ 5-FU% leucovorin®] #H&a4E, Agdgzis
vt A g e} A, 5-FU2 leucovoring] #8449
3 HAafE 2 AHde] o, B g7 g

" #Fxti= 92 olAel A&} A|WHUW HASE
FEgtxlo] peF BzA syl ekt o} GEH
BE 5-FU7 3 444 levamisole & leu-
covorine] ¥4 Foxgir}. Agdse o}d 7]
7] Feokgte] 30/0K(HS T~6l K)E wimA F
of A& WA T gov 2d FHAER 7TT%, A
A AEE 91%E AAGelA(27.2%), HAE (148
%)l dlE Auge] & Aok p=0.14). A&
Frod Adge B A7l 34 A7 bl £E
JPEAZZAA @77l de @ar) g Agelde
vh WAl A7 A peF RzfEA R} Wab4]
A& W47l (24.5%), FEIE(32.0%) & FeF
HAbd 287 AME F(30.3%)F & Aelr) sigix
(ZzF p=0.67, 0.73), FaA4 AL ££8 A2
A" FR20.0%)M4] F2F AR E(6.1%) T&
oFEH HwhAbd WEAET(5.3%)h s Ee Aol
Achp=0.11, p=0.05}Table 2). ¥ Wy
£ Apdge Wshel F-wsl gt (data not shown).
cerbB-2 FA&E oAt 32.3%, 2t 22.8%,
F 248%= ot % el AeT fArEl g
W, A& c-erbB-2 FAF(31.4%)0] SA43F(22.4
%)Rel & Ao 2(p=041), hPd& c-erbB-2
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W AUEToE 2 Aol ek (111%9) 167
%, p=0.59), A2 c.erbB-2 YHZ Aggol
(38.5%) 34T AW&(23.9%)8c) FL& Ztke|qdc}
(p=0.22). 7 AFANYUE A& v ZA T-971¢}
TNM 717} 713 28¢ dF.4712 421=5000,
T-471% T2t T4= 74 542 it Sa7 g7 o
af TNM €77} 714 =gk FAxdz, c-
erbB-2= =304 o fqzlZ gAHA odgbch, 28
v Y WrlelA c-erbB-2 8Fe] ¥ BPFH}
ol £r} Bapgt 7dke] $¥EHUT, 53 MAC B o
7ol 4] A %o] EShvH(p=0.06)(Tahle 4). c-erbB-2
Uide] i}E FEARRAZ ZAE v}, cerbB-2 2
A oA FERARZ AYEHUD T2 Aikge] 20.0
%, FEAE7F AW A gkl Fo) Aol 26.1%
2 5 FAbelel & 3elrt g (p=061) W, c-
erbB-2 34 ¥4 FEFXE7} AR g A
+ 50% 4 Audtgodt, FEHRA} AU Z
d M ALgo] c-erbB-2 $4F Y At $FoR
ZFaske Ago] FHHNN(21.7%, p=0.09). FE3
8 F9E2E 5-FUs} leucovorin H-4x8 kg
(16.9%)°], 5-FU 45592 A& (27.3%, p=
0.33), 5-FU <} levamisol W& % FZ 2 Akt &
(42.9%, p=0.13)2c} F& A¥Felsiti(data not
shown). 28y} W HdAE A)Y ¥ c-erbB-2
34 2 Y TP LR Qg ghire Ty
gicH(Table 4).

¥ A7 c-erbB-2 Fofehy Lae] 5%
2z Xa2A 5-FUs F2o|sle GEAjg vix|
t SYEHd 3HE T gJon® AranEg Ly
AEEE wjEstgcy. A4 FEA R ¢ c-erbB-
29 4%¢ A7) Ao G} AHEYR
F3 AMyA] 94wl FellA c-erbB-2 e o g
29 FEAEEE ZAY v, GEA8I} AYHA] g
Ge FAHde c-erbB-2 4] &F7F Eeky A%
o]l e} (82% versus 50%; p=0.10), YEXE7} A
YUY FAAE c-erbB-2 wale) o %s} Taag
cHFA 75% versus 24 80%; =0.91)data not
shown). & GEXar APHA ¢& FelMie c
erbB-27} LEg e 2 o7 B Aol B
v GEASE AYgezH o2t Aol 2AUFe]
BAF U4 FAEE Boh HEH e v Zalgc

c-erbB-27} &4 FedE AEH &5} YA 2
S A=A slw el 2 BYASE vlTA 2
80%, 82%Z zlelr} 919l e™(p=0.96), c-erbB-2
4 FelMEe dEAer)t Ag=R] gty As- 29 F
HAEE] 50%el B35t FEAE AP N
234 FgEEo] T6%E, c-erhB-2 €4 F9 £3
22 F7Mee Aol FRHUT (p~0.06)Fig. 3A).
=g o] ARE B} Haldtr] HA FY HIA4
vl ], |7] [IIAA% c-erbB-2 24 A% o
38 E7F FARA Fi g o) c-erbB-2 44
T AL HEABE NPT FHASEo] 4
=913 (p=0.003)(Fig. 3B), MAC ®~2 A&slo
Hlwet® Tt Ak data not shown). ¥}
7t BA Wel Y wWr|dAd g gs AEE
#7245 c-erbB-2 HH W GEAHEY L =
At Eabges, @2 $Ad Agr) Ad=Eyg9
A #AlollA c-erbB-2 A G Huof| od $
HAEdel o8te A%d H¥sUT, c-erbB-2
SF4TAAE FEHNE FF B2 AolF BHER
Eatedch(Fig. 3C). 19| R uxpge] 2lsimd fube)
#ajed B2E CMF GEAEA] c-erbB-29) waa
oA WG A7 9z, A4 Y4 AR c-erbB-
2 4 I8 A0t A FoF ulE BapsigopE,
EY £ A AT 2o A AZF dYPdiE
c-erbB-2 %4 el M EF7} 5-FUel ekl deo] ol
& VAP, o)k fuistel Asist g AT
Axzl Aelgt A vhebd S 8.8 o) Atela] B
¥ 5-FU9| &ake] fustely Foi9 5-FUS 43
Hrl ¥3, o}&2 leucovorine] W Tago sy
ddlde 2 g9 5-FU Fogos Az, I,
c-erbB-29] W¥o| wd# 5.-FUe| oigh Al %A
Aol Eeelelr] Bk AdiE yAE Yojste
22 c-erbB-2 W 24 Z& Mpae 6.
FU Asoll= 2t gov 4% FARgA] Fo
5-FU2| fAHFAl A ads e 714Y
4 94 & 4FA4% 5-FUS leucovorin W&
T4 5-FU d55onr} Atge) & Hgel 4
& HAHE ANsgel ol ® A7 #Hh
of ob-gel AAl hAElA Alge Hst A7 ANy
c-erbB-2 oFAAlel|l 5.FU9 adriamycing #H4%
¢ AY 5-FU 95 Fo30c 4840 7%
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B, AP el d c-erbB-2 oFAA] mgafe)
5-FUs} adriamycing Fo3tez W 4289 ¥4
o] 28 ByEMg F¢gl, c-erbB-2 F4 FT
F3 dfrt BHG Fo® AYsir|nvie g
2 FATH7) g3 FoE Y 5 gl A7
AN c-erbB-2 ST & GEARI} dags 2
2 X fd=eise hEA, n4ey A Rdr}
gagle To8 EFYel Bt b stAct 49
d, £ 97 HE c-erbB-2 H¥e a2 whal4d =
B Aol RYEA] R c-erbB-27}1 whal4
Ao gt AFAL onAE g+ Aoz 449
o}
A fapell A L7tz 2) 7)3ke c-erbB-2 A4
Fellde 2% 2ydoluigd, c-erbB-2 ckAje]w A o}
AR AWHA edskd Fel4 2 7)ze) AR #
sten, FEAXEs ANYHUD FolAi: c-erbB-2
TR 71212 o)zt @el, c-erbB-2 FAAFA
t 5-FUJ #%e¢] 5HE 4F A5d AugFosy
Akg ghae) @) A AQA e EH45T 9lee
A £ AU Fig. 4). 2ot BB R o
£ g Aexp 99}, c-erbB-2 A FellA]
w57t Ao] w2 Edger, cerbB-2 £4F
dlde wAtd AE A YA) Foale] st A
o]¢ick(Table 5). c-erbB.2 &A4F«i4 FEXgE
AFo 2 AjsA] e Fo ujs FEAEE
€ Aelzt glent, AAM 4E24L EAskdodp=
0.02)(Table 5), &Aggt FAbol A Agis B&7)70
o] c-erbB-2 &4 ZelM A Zd HEH FrlEls
%ol #A = o|(Table 6), c-erbB-27} UH Mz
A4z A2 o] 4" = glfe) A}
ot GEAEY AFHE F7)14)7]71 Y8 As)E
T ool mgg AR, T FL4HH Zacla
Fojo} ngat GAFHE whyo] AYPEw 9o,
TEFFAA st Halgo] Fuignz2 wgs)
FoAE 297 Zivi=Ele 2& A#HdE AL ol 2
8% FHAolct, £ dFHs} Bet AN c-erbB-2
= 4%k AS7 "adt 7o Az e )
AT A=, o):¥ AAE fHalslr) Y AP
A 477t "pAele} 3. 2@y c-erbB-29] ¥
e S Wiel o2zt 382855 AdA o
of, ¥ A7ellM Al dgzalsiaty g ne

YA ¥ 194

H 2o =3]e] Su|F7)7A] go Azle] AaXcE
H, 2AAH P9} Holo uiel A 4
ol vehd = ok e YN $49 A
Hog AA=a Aot HE Aty AAERH e} ¥
Holl 4] c-erbB-2 $Fd e HHARE A o
Hel AiEL gleng FFuc) ¥F3Ew A
Q) c-erbB-2 w4 @AR]E AlgdE Ax T F
o2 AAFHA.

| &

HAFzastd gl 28 g f319] 24.8%
ol 4] c-erbB-29] Wdle] FFEH on, WA 9
A47AdE c-erbB-2 ST RT Fakgr AL Jehy
dovt 3 sz AFAE g4l o
erbB-2 o4l Agtelld 5-FU7F F50]9 GEAE
A kg, TRz FHAAEEo] HEHNEE A3l
A @eTET e Aoz, WrE FUsA
W7 IR FERER 2543l F4E It ¢
BT AFE A Ao} vl c-erbB-29)
Hie} gt dAMNAE #iusiridc: ngeke)
FEAES Hayg F& Astes FANEY sFEe
AHE-E e rMeAE ANSER By AR o
Feolf 23 Zqle] "o
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