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1. BETOETEEFOBMEK Effstage T &
DEMERY Table 1 iRT, V) v HEBOBVWEE
ERHPEOEENSTH B, c-mye, ps3Tii stage
HoBMHRCEEEZYRDIEM -7, Kras, erbB-2,
EGFR, EGF, TGFa @ stage 1 & II 72 XICOEB
MERCEBEYRDI, Lrl, stagell LT DOB
BRI EDOFHREFOWTLELRED LD o,
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Table 1 Positive rate of prognostic variables in gastric, bile duct, and pancreatic

carcinomas in each stage

Gastric carcinomas (n=120)

Variables I (n=54) II n=(18) Il n=045) IVn=(3) Chi-square
Nodal invol 0C 0%) 12(67%) 39(87%) 3(100%) p<0.0001
¢c-myc | 30056%) 13(72%) 33(73%) 1(33%) NS
p53 9(17%) 7(39%) 15(33%) 2(67%) NS
K-ras 15(28%) 11(61%) 29(64%) 1(33%) p<0.01
erbB-2 4C 7%) 7(39%) 21(47%) 1(33%) p<0.01
EGFR 11(20%) 11(61%) 21(47%) 2(67%) p<0.01
EGF 11(20%) 9(50%) 25(56%) 2(67%) p<0.01
TGFa 7(13%) 9(50%) 24(53%) 2067%) p<0.01
Bile duct carcinomas (n=60)

Variables | [(n=9) [I(n=1D Mn=20) V(n=20) Chi-square
Nodal invol 0C 0%) 3(27%) 9(45%) 16(80%) p<0.0001
c-myc 4(44%) 8(73%) 13(65%) 17(85%) NS
p53 4(44%) 8(73%) 14(70%) 17(85%) NS
K-ras 4(44%) 9(82%) 17(85%) 17(85%) NS
erbB-2 3(33%) 3(27%) 13(65%) 15(75%) p<0.05
EGFR 2(22%) I 8(73%) 12(60%) 15(75%) p<0.01
EGF 4(44%) | 3(27%) 10(50%) 8(40%) NS
TGFa 3(33%) 7(64%) 15(75%) 13(65%) NS
Pancreatic carcinomas (n=57)

Variables =11 (n=23) IV(n=23) Chi-square
Nodal invol 8(73%) 17(74%) 17(74%) NS
c-myc¢ 9(82%) 17(74%) 18(78%) NS
p53 7064%) 12(52%) 14(61%) NS
K-ras 9(82%) 20087%) 23(100%) NS
erbB-2 5(45%) 8(35%) 7(30%) NS
EGFR 7(64%) 14(61%) 16(70%) NS
EGF 5(45%) 10(43%) 12(52%) NS
TGFa 9(82%) 16(70%) 19(83%) NS
Nodal invol ; Nodal involvement, NS ; not significant

BRETOEFERTFI LOBEERT £ FHAT LEFRAFTH -, BEROMEBE, FRNURY

T ECBHR LR TEE BT % generalized
Wilcoxon ¥£CfT 5 &, BRI1200 T, TXTOFH
RTeHEEELRDI, 0k, X HBULWSiht
FETw, ETEESMI-oWT, EFBEFI LI
P54 B¢ & e BERS T univariate analysis #fT» 7. &
DT FEBOFI TIPS BRIET L Tz, F0K
R, Vv #ER, Kras, EGF T p<0.01, TGFa T
p<0.05% % » CRHUEFHOTESBUFCHERTR T
» -1 (Table 2).

BECTORETERT I 0L T EMEN | ETERES0
FIB3SFIOBRIEC I OVTIYZ L CHEEET S
FHREFEHRET S EWNT, 2EERIALT 7. %
DFER, Vv EEE (p=0.012) OLLEECHIL

EOWTHHRELLY, MY LEELRTHERTRY
v EHEBREFLMCIEFEEL 2h - 72 (Table 3),

2. BERTOETFHRETOBMEER | JEEE stage
T DOBEMERY Table 1 =T, Y v AHiEBICE-
BEEERROLEOLEMZ L S, cmye, p53, Keras,
EGF, TGFa Til stage M COBEMRIZEEZEL RS
fehy- 7o, erbB-20 stage I £1V (p<0.05), EGFR
o stagel LIV (p<0.01) TOBUEREEEYDR
DI,

BERTOETFHRETF I L ORTEMHEN | IBERE60
FIF4SFIN BRI Lz, Z OEEEOFIIOWTH
FHRETF I L CBHEE LR T generalized Wil-
coxon WEXTTH &, V v EiE#B(p<0.01), erbB-2
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Table 2 Results of univariate analysis in each
prognostic variable in gastric, bile duct, and
pancreatic carcinomas

Advanced gastric carcinoma (n=80)

. Positive Generalized
Variables rates (%) wilcoxon
Nodal invol 53(66%) p<0.01
c-myc 54(68%) NS
p53 24(30%) NS
K-ras 47(58%) p<0.01
erbB-2 32(40%) NS
EGFR 38(48%) NS
EGF 40(50%) p<0.01
TGFa 41(51%) p<0.05
Bile duct carcinoma (n=60)
T s X
. Positive Generalized
Variables rates (% wilcoxon
Nodal invol 28(47%) p<0.05
c-myc 42(70%) NS
p53 45(75%) NS
K-ras 48(80%) NS
erbB-2 35(58%) p<0.01
EGFR 37(62%) p<0.01
EGF 25(42%) NS
TGFa | 40(67%) p<0.01
Pancreatic carcinoma (n=57)
. Positive Generalized
Variables rates (%) wilcoxon
Nodal invol 40(70%) p<0.05
c-myc 44C77%) NS
p53 34(60%) NS
K-ras 51(89%) NS
erbB-2 17(30%) NS
EGFR 36(63%) p<0.01
EGF 28(49%) NS
TGFa 43(75%) NS

Nodal invol ; Nodal involvement, NS ; not significant

(p<0.01), EGFR (p<0.01), TGFa (p<0.01)D 4
BFwowT, BEEOFRIBERCHEXERCAR
BT#®H -7 (Table 2,

JEERECORTFERTFZ LOLEBTERN RIET
DR R W TERIETEOWTEERMEIFT 2T
5 &, erbB-2 (p=0.005) D LM LI BEDO FHE
Fehoio, Rk, BHBRFECLLT, 2HEUA
FHHIFT 122\ T multivariate  analysis #47 5 &,
EGFR (p=0.015) &V vf#&R (p=0.019) »F
BT, MY LEFERFTH -7, erbB-2(p=0.116)
B2ELUAORHBRAECCRBEER o
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Table 3 Results of multiivariate analysis in prog-
nostic variables in patients with gastric, bile
duct, and pancreatic carcinomas

Recurrent death of patients
with advanced gastric carcinoma (n=80)

Variables | Hazard ratio p value
Nodal invol ' 2.57 0.012
K-ras 1.25 0.216
EGFR 1.18 0.244
Rapid recurrent death of patients

with bile duct carcinoma (n=60)

Variables Hazard ratio p value
EGFR 2.53 0.015
Nodal invol 2.42 0.019
erbB-2 1.60 0.116
Rapid recurrent death of patients

with pancreatic carcinoma (n=57)

Variables Hazard ratio p value
EGFR ' 3.50 0.001

Nodal invol 2.23 0.030

Nodal invol ; Nodal involvement

(Table 3),

3. MERCORTFHRETOBME | JKER stage
T L OBMERY Table 1 R, BEBTH i
stage [ EEFIX 1 FId o, V v HiEBEYEDHE
TORTFIL2T stage I TOBHRICEREYRD
b iz,

BEETOETFERTZ L 0BT ERN | BKERST
BIFS3FINBRIEC L, BEBEACSWTETFTHR
BF = & S & BRI T generalized Wilcox-
onREXTTH &, Vv HEE (p<0.05 & EGFR
(p<0.0D) D 2EBIOWTHBEROFHEIEHRRIC
HARABLCARRTH -7 (Table 2),

BERCOREFRRT I LOSEERN BREC
EOVCTEERBTEXTI L, Vv~ HER (p=
0.00DDHZAPEFRT, MILLTFERTFTH-7. |
iz, BUBRET LT, 2HELUABRECKSV
THEEEBITZ1T5 &, EGFR(DP=0.00D) & V v <
&% (p=0.030) PEETHI LAFHERTFTH-1-
(Table 3),
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tion, splicing 7c K X 2 EIAHEEEFORENEH
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pattern, bromodeoxyuridine (BrdU)?, proliferating
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BUTFEETFTHL ) vAHIERL, ChbOEEC
BT HRBRETEROLLLN L Y ENLTFHRET
THHrEE L,

¥, BBES208ITOR Y v HEBIEO 5 ER
344% T, &Y v HEBEO 5 ARIIBUTH Y,
HMOAEEZ (p<0.001) 2B, Bk, #TER
DHOOFTHH Y v HEBOF LK) v HEH
HMoLEFHREEEZ (p<0.01) @D, ¥k,
lBEE (p<0.05), BEME (p<0.05) TH Y v HiEkH
BHAIEERTFEABRATFTH -2, SEXNRELLE
¥, BEE, BEOWThTth U v 8i#&B3, univar-
iate analysis THELFERFTH - 7=,
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THETBEEZO TR AR CHE L EETEY
%, K-ras, EGF, TGFa T® - 7-. Ras family on-
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cogene DEEEER WV E LT SBEE IR T 7oA, 18
BEBEFRT V72 —RHOBRER BT 0T
WHEREYRIRT 2 EZ2bh5b, EGF, TGFa 115
BF¥Thy, #0ov+£72 -2 EGFRTHB, ohb
DHEERFHEEATR e FERCEET S Z &, LT
CHBE IR TVAY, Ihiil, BESERYAV
T, ThbHOMERT &L EGFR 05O mRNA OB
¥ I8 % 5EBH L T autocrine system DALY 58 { 7R~
BT AMENL IR T LAY,

R ¥k iz, HH%EJE )& #1604 < X erbB-2, EGFR,
TGFa »"EELFERTFTH -1, erbB20EHE RS
fLEOFHVGRECEHBECED LS, BEROMR
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erbB2BEHRILERICL B L E 2 bhi, erbB-2E&A
MIRE BEL T, EGFR &L ARCHEERT OV £
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NHEE X h T35, EGFR, TGFa ORBREBEHN%
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@ autocrine TH Y, T D autocrine system DEEIH
FHEARBCBEE TS - L ATRBE e,

Univariate analysis T, RO FH - BFBEEL
1B EBETF X EGFR DA TH - 7o, EGFR B X
1263% T, DOV v FTH5 TGFa ¥ 72 EGF &
DO FIREEHEERILI60% L Gdle, S b, BEmaEng
FRVC ZhLOEERT EEGFRO®A
mRNA OBFFH % L8 L T autocrine system D FF
ERERBT 2HES, LT bHEEh T3,

BRI L TERLEOBEY Cox DEFALZ AT
BERRSWT5 L, ETEREATOFRFEC 2L
LTEBECKEBTELOR) v ABBRBOLT, BE
BFREABEE TChb -1, COBBUENHERET
DB - BEOEBEEERLED D LELOND,
2%y, SEAEECOENEREZFREIEHE T
bbb, —H, AFAAREOESBTORBIIZL
V. FLT, ESMEEOFRITRTH B D, B
BFOREBIBREAECBEEL W5 BRI -
fcLE2bhf:, ETERTOY v HEGBIERE
REEREIRLV oD, RGN LI TFER
Fielestc bZE L bhi:, SEIOERRSITC, BE,
REED 2 FEUA O RIB R T4 EGFR BE2BAE
ATHs EHBLE ZhboERicit EGFR O
AT 27X REFE L T\ 7 DT autocrine system D5
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FEHRYE X utc, Autocrine system 2AMEE) L 7T
%, BE, EBLCL, FhBBoTEYZI RV
THETE, BKECORERES ORI auto-
crine system 23, BAfRT 3 LEZ bLht.
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Evaluation of Nodal Involvement and Expression of Oncoprotein as Prognostic Factors in
Gastric, Bile duct, and Pancreatic carcinomas

Koichi Motojima and Takashi Kanematsu
Second Department of Surgery, Nagasaki University School of Medicine

Recent studies have shown that oncoprotein expression is correlated with poor prognosis of cancer patient. To
evaluate the importance of nodal involvement and oncoprotein expressions as prognostic factors, we analyzed 80
patients with advanced gastric, 60 patients with pancreatic carcinomas by immunohistologic assay. Nodal
involvement was the most important prognostic indicator in gastric cancer. High incidences of EGFR expression
were shown in bile duct and pancreatic carcinoma. Survival of patients with EGFR-positive cancer was shorter
than those with EGFR-negative cancer. These results suggested that EGFR expression is of prognostic value in the
recurrence of bile duct and pancreatic carcinomas.
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