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BREIC BT 5 BEE ORIENER & ps3EH
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PR RER S 1 S48t

SO RN T

mE & ERE EN

7z,

BRI BT 2 BB O RENER & po3% FIRIR & O MM & Rl A TR ST L7, 19894
~1993F E T HBTIR S h, ENEBORKELEEL 2 LR ERBI 2SR U, 81 F
IR RRE LIS 2 AL EOBEMEEREE 2D 2 b 013226 (6.4%) T, FECREL-E
BB BRSEENIC S o), FECGBBERE® 2 AL EE-S1081% A B, BREEAEE 1 A
Tol2fe BREL, 81 EIRECESEEORERE Y4 Ao 2 LB L KT 2 &, kR
HENRFICRHEOZE R Lo 7, BREABO/ T 7 4 BT %2 B v, p53&E, PCNA 5w
THREMBALFREEITD &, PCNA BT 3 BRI 134 5 Rie dn > T2 0%, po3 & IR MaliE A
HET80%, BETT% L A D38% I EANH B EHE Th - 72 (p<0.01). BRERZOD pS3EEOD
BRI, KRBT 2EHES, LQCBRONI ) A7BEENT 2 FTEEDL2LDOLELZON

Key words: gastric cancer, familial clustering of malignant neoplasms, p53 protein expression
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BREEEDVR 77 75— LT, BREOFRERE
PEF S T 3230, FIERNC B 3 B ES
DEBENERCET 2B ILIZ LA Aok
v, EEOBEEFHROESICE b 2V, EREED
RIENFE CBETRE L OBEVEESSE I TL
%79, Thor 5 BBHFERR E L THRE 3 1tz Li-
Fraumeni fEREEEEE OB IC B 1T 2 pS3BEHE
HHESEOLI EE2R/ELTHLE), 22 THL2EE
BEE L FRE LT 2 BEUEE O RENER/FICHO
&, BEABIC B2 pS3EAORE & Aty
REERHOTREL, b T PCNA EHE 5 H5E
& U7 FIBHETERE & DOBEEC D W TREF L 72,

PUE-Ray e 3

19894 1 A & V1993 12H % Tz YRhz 5L T HIk:
AT & M- RIF B HE4530 b, ISR O RIERE »
BERE L 2 723426l 2 05 & U 7-, LRSS O BN RS
DEFE %, Lynch #4218 L /- hereditary nonpolyposis
colorectal cancer (HNPCC) D& m# U8, &1 E
ITRE CRIRELSN 2 A Lo B EER SR 2

© <1996fF 3 F 6 BRE>SBRERE | A L
T FURIEAAS — 2 BHEERIASRS | AF

5D ET B E, NEEFF I EMEREORENE
HzRDIz b DE2261(6.4%) TH- Tz, D224,
BUHEEREARED 2 A EBERBRRETH 7210
Ble AR, EMEERBRED > - BBEEES 1A
PUFTh-ok 126 BEEE Lz, 81 BirdEcE R
BEREE 22 B RV3FIEBELL, 2h s
SHEMOBRREEN R 2 E Uk, Rz A0
B, BEE126, XHHEEED S bR v EERL S
& UIBREEA O (RS DS M B R P SR A ] & —
B 587 RINZ 121098 %% & LT, pS3BEAB &
U proliferating cell nuclear antigen (LAF, PCNA)
ZRIEHB G U, BRI O SE LhRat L 72,

EREBORKERE L T, AR IBESE
A RIEL DEERL, R SRARZZRDS 20T
BWERIC L DHER L 7o, BRI R I 120K 55
BB E T &, HEHERNER 1213 Student’s
T-test 8L U x? test 2V, GRES UK rEE
EZHY EHELI.

REHBCZRE | G B 81T i Stre-
ptoavidin biotin complex (SAB) method (=1 4
EXPMZ7748AB-PO (M] #v b) 2, ik
&L TIE24BFEID10% m v~ ) VB /ST 7 4 >4
W h i EEHBEARE vz, Sum QY1 2 1FRK
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L, ¥¥vy, ALY/ —NVIZTHINT 7 4 D&,
3%H,0,, IE¥ w7 ¥ F 1131 TR peroxidase &Y
ZIHEL, Xic 1 X¥ihE LTH ps3EHRT ./ 70—
F v Hifs (PAb1801 : Oncogene Science, Mineola,
NY), B8XUH PCNA =/ 7 o—F itk (PC10:
Dakopatts, Denmark) #ZhZHfw, 37°CT 2E
fE4 > % 2 ~— b U7, Phosphate-buffered saline iZ
THEDE, 2XPBEE LY ARE a7 v
Tz TI5 R4 > F 2 _— b L, #edtk, BERDUE
TH5450A v F 22—+ U7, FI21E diaminoben-
zidine Z AV, MHEPEBIZIZ 2% AFNVT ) — v &2
Bl

pPS3EH DY ML, A00fFHEEFIC THBL, B %
By ta s i EBMOESH 5 %BULoBE R
Bk HE LS. PCNA K DW TR ZORELRLE
VBRI B\ TH00f5 A5 CREEMAZS00{E LA b % st
L, BOEREMIBRI WL A EEAROHS 2HE
SHETEL, PCNAEHK - L1,

# =R

ABEBIUBE, v bbb BREERENERGIC
B LRBRIER A5 L, BLUHOEHALMES H
OBEHEEICEREL T OB SHERLE L A6
n, ThIZRWTR EEEOEAGHE2 64, g
DHADOHAEDLERAFlE S AoNT-. AR BEE
CHE LAY EDHEAGLERSVERIIZH -7
(80% vs. 25%). BHEBBEREAEEAORBKICHEE
Li-BHEBEONRE A5 &, BELS206] & EEINI
%L Aotz ZTRIZROTKEE, MEsE 4 5,
FreE 3, &3 - WHiEE, BENE 26, KER, B
Bz, iE, OkE, BRE, BB THs& 1HITH -
7z (Table 1), EMEHEERRECB VT, HLED
BB G O 2HERT0% TH - Tz,
RN AR, BE, RO 3FOM
TERERREENFR LR T2 &, ARBIUBE
Tidnt iR s U OB EEBR OEFI 2R R % 0
EREH o7 bDD, FERETIRhro7. Z0OM
MERERERE, FTEERE, U ooSHiERRE, R, BAEE
%, REBELZ LI HLERA SN b 72 (Table 2),
REHBLERE | pb3EH, PCNATHE & 10
ABRman, Mg, MERRGshir o7k,
P53E H I R H % 1T - 72 10950851 (45.9%)
CEBETH T, ABETIZI0614 8 $1(80.0%), BB
Ti212605R 9 B (75.0%) i< ps3BABHTH b, NE
BOBMEEIH87HIH335 (37.9%) TH-oTzDITENR

B B 2 BRERORENER

H#st=EE 29% 8%

Table 1 Malignant neoplasms found in the first
degree relatives of patients who underwent resec-
tions for gastric cancer

Malignant neoplasms No. of cases
Gastric cancer 29
Colorectal cancer 4
Lung cancer 4
Liver cancer 3
Esophageal and pharyngeal cancer 2
Pancreatic cancer 2
Others 6
Table 2 Clinicopathologic features
Group A Group B | Control
(n=10) (n=12) (n=239)
Sex
male : female 6:4 10: 2 155 : 84
Age 66.3+6.2 | 61.5+8.0 |59.1+12.7
Location of tumor |
C 1 (10 217 31 (13)
M 5 (50) 8 (67) 124 (52)
A 4 (40} 2 D 84 (35)
Histologic classification
differentiated 7 (70) 7 (58) 118 (49)
undifferentiated 3 (30) 5 (42) 121 (51)
Depth of invasion
t1 5 (50) 3 (25) 107 (45)
t2 4 (40) 2 (17 | 66 (28)
t3,4 1 (10) 7 (58) 66 (28)
Lymph node metastasis
nf 6 (60) 4 (33) 121 (51)
nl 2 (20 3 (25) 65 (27)
n2,3 2 (20) 5 (42) 53 (22)
Liver metastasis
negative 10(100) 12(100) 231 (97)
positive 0 (0) 0 (0 8 (3)
Peritoneal metastasis
negative 10(100) 10 (83} 222 (93)
positive ()} 2 (A7 17 (D
Stage
] 6 (60) 3 (25) 128 (54)
2 (20 1 (® 27 (11
i 2 (20) 3 (25) 46 (19
I [ (0] | 5 (42) 38 (16)
()%

Group A : Patients who had two or more first degree relatives
with gastric cancer Group B: Patients who had one or no first
degree relatives with gastric cancer Control : Patients who had
no first degree relatives with any malignant neoplasms

FRECEHEETH- T (Fig. 1),
PCNA Z#HE (%) OFfE (Mean+SD) ix A #f
41.8+15.0, B##35.0+14.5, XfHEEE37.0+:15.0%,
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Fig. 1 Percentage of the patients with positive
staining for the p53 protein

G * *p<0.01
— =
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Group A Group B Control
(n=10) (n=12) (n=87)

Fig. 2 Immunohistochemical staining for the
proliferating cell nuclear antigen (PCNA)

50+ ‘

PCNA 407
labeling ;4.
index

SEHMCERA o7 (Fig. 2). pS3BEDOH
e PCNA BRI E OBR % £ 5 &, pS3BEBERF
@ PCNA BEE%41340.2+14.8%, p53ZBHARMERITIZ
38.1+16.9% L MF W HELBE#EZIA SN o Te,

z =

BRHERID S 5, BEMEERENER T ER
CLEB LT, BREEENART ® PCNA EiF 12k
R Shier o7 H, BEBHEZD ps3EIBED
ERSERCE L o1, BESPRRELLEY, BB
MR BT 5 pA3EHFM & EMESEORBENER &
DEFEIZ DWW TOIRE T A SR\, SEER LT
PS3EHET / 7 u—F VHiA PADISOLIZ Bp4: R, TR
B pS3EAOME 2 T 278, FER pSIBHITE
BA L WARTHFERE b TRV D, Biao
KBS R ERBpS3EEFEPORBLEZ >
210 BB, SuEHEM LA I & B ph3EE OFE
EPBERTOEBEREREIHFET 8T
212 BIEHERBIC B 5 ps3E A MES DR X
40~60% & Wi O, k7R S 191 SR E LR
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DBETFRE T pOIBMETF OFEET 5 1THE RO SR
DA~60% I BEBTD o NI & LT w3, SHEON
KIEGIH, RFHEBLERE X D BRMEBRO p53E
HBBMETH b DIF6%THY, ThdDHs s
EIR—BT 2R TH- /2, pO3IBEMLTIE p2l1BEADE
#, PCNA ® mRNA @ down regulation 7z ¥, #if4
AR T7 R —Y AR BWTEELREE2EZ LT
5 MBS T E O, EHEEIC B W T
/¥, pOSEIRFHIES DOMEIE, TS L Tws &%
Zoh, AR, KGR, Bhe ESEHESR Y TR
PS3EH DR L EE QLY EESENEEY 2 &
3N B2 BRI BT b, ph3BH DO FEE I3 S
TELHEBET 2, brViRMTILEFPREFERDS
5 EDMENH SN 5220
SEOBRET TREIFENCFE L 7 BHEE 1 BEH
EfAE <, 2othoEREEZWIRb KT
Hote., ThbbEEEERENERGCOREER
Z, TNRERFTCHNERNERTHh, BF%
REZIFPLTWLOTH L., —FH, FEOGEREE
B2ANUEDOAFE 1 ALTOBEEOMIC p53&E
HBENPIOEBEOEN -7 2 8 h 6, pAIRIETF
EEIIBRLU The  OEMEES & b5 » o
EHETLbOLRENS, 5B, IREE, WERY
MEFE$ 2 Li-Fraumeni FEMEEEDZ 517 5 pS3#E
CFORBNOEEN LS 2, bhbhOBRIHER
WZDEFFUTRDLILEBTERLTHS S, 4
B o NI EBHE T O po3BE TR SELEEOK
BEAREDESEGSWHRIBEEPET 2052 »
9 5701213, SERIFEBELOTRBEHES germ-
line TORGFEEOREBILETH 5. pb3BLETR
EOBERNCEC DO THoE LT H, po3EH
VBED BIERTIk, RIS L TERER L <
BRONAVAZBELTAZ ) —=0 FBERITS
TERED, FVEMCRRTESWREESHD, B
BB B T 2 p3EARREIEREDLLIDLEER
5.
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Correlation between Familial Clustering of Malignant Neoplasms and
Expression of the p53 Protein in Gastric Cancer

Hironori Tsujimoto, Takashi Ichikura and Shoetsu Tamakuma
First Department of Surgery, National Defense Medical College

The purpose of this study was to determine the correlation between familial clustering of malignant
neoplasms and expression of the p53 protein in gastric cancer. We made a survey of the family history
of malignant neoplasms in 342 patients who underwent resections for gastric cancer from 1989 to 1993.
Twenty-two patients had two or more first degree relatives with malignant neoplasms. They were divided
into two groups: Group A consisting of 10 patients with two or more first degree relatives with gastric
cancer, and Group B consisting of 12 patients with one or no first degree relative with gastric cancer. Two
hundred and thirty-nine patients who had no relatives with any malignant neoplasms were used as the
control group. There were no significant differences in the clinicopathologic features among the three
groups. Formalin-fixed paraffin-embedded specimens of the tumor were stained immunohistochemically
for the pb3 protein and proliferating cell nuclear antigen (PCNA). Staining for the p53 protein was
positive in 80% of the patients in Group A, 75% in Group B and 38% in the control group. There were
statistically significant differences between Group A and the control group and between Group B and the
control group (p<0.01). We could not find any difference in the PCNA labeling index among the three
groups. In conclusion, immunohistochemical staining for the p53 protein of the tumor tissue in patients
with gastric cancer may be useful for detecting the risk for malignant neoplasms in their families.
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