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1. ESARREHIRT RO

n (+) B n () BOFMYIREREB, RE
SR 2 SRR BRI E S EFML, n
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2. FUEHERBFRIRED

EMBEGEEIN10% IV~ ) VEE, ST 7 4
ATy 7 oEET HEBYIF 2E8L, UTo
Hefa it L7z,

1) PCNA : Bs5 7 4>, iy u—ntg, 3%8
bk EA G CHEE~VA VS —YOEL, <4
7av x—7HEFHRTIZ DAKO #3 EPOS-PCNA
(PC10) % F w604 B K It & ¥, 3+3-diamino-
benzidine - @E Lk EAKKIGHE (BAT, DAB) THf
%, ~?bMFYTEREAEL N (Fig. 1), HER,
SEHE T CRE M BES00ME th o BB M AE B & BB SR
(labeling index : DA, LI) %#3k®, 3 FrdOFEYE
THRRLT.
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Fig. 1 PC 10 immunostaining in early gastric
cancer (x100). PCNA staining was confined to
the nuclei of tumor cells.

Fig. 2 CHEMICON AB494 laminin immunostain-
ing in early gastric cancer (X 100). Laminin stain-
ing was confined to the basement membrane of
carcinoma gland and vessels.

2) laminin : B85 7 4 >, BiF ¥ o —%0.0IN
O HClTXT v AL, 0.3%1E8{bAkFEAkTHA
A A F ¥ — EHEEP laminin XY 7 u—+ 1
ik (CHEMICON #5! AB949) # M FRIGS ¥,
R, ABCi, DAB THAKBAT Y VT
L7 (Fig. 2). HIBRNEF CRBBRELERO
50% L b EEM I B anE» 5B b D% laminin
(BT, LN) B (n (+)), 50%FKim %24 (n (-))
L7z,

3) p53: ERABLTHEME RV F v 5 — PN
oA 7uy—7HBEL, Hip53® ./ 7 a—F i
# (DAKO-p53, DO-7) 2 T Kt & ¥, ABC ¥, DAB
THREE~T N FV ) O THERE LT (Fig. 3). H5E
T TR OKI30% LA E ORI A R ot s

9(9)

Fig. 3 DAKO-p53, DO7 immunostaining in early
gastric cancer (X100). p53 staining was confined

to the nuclei of tumor cells.
. e T

Fig. 4 Cambridge Reserch Biochemicals, nm23

0A-11-890A immunostaining in early gastric can-
cer (X100). nm23 staining was confined to the

cytoplasma and nuclei of carcinoma cells.

BAHoNDdbOEEM, 0%KEEEEE L,

4) nm23 : KENREME~VE ¥ v 5 — P, i
nm23R Y 7 a—F LHifE (Cambridge Research Bio-
chemicals &1t b nm23 (H1, H2) OA-11-830A) %*
W TFRE& e, ABC#, DAB THAa%~~vF+2 )
YTERE L (Fig. 4).

HF X YEHE T ¢ Nakayama 5 D FEICHEL T 5
BRECEL, 0, 1, 2% nm23eHEE, 3, 4 2B
TR KA 72,

5) c-erbB-2 ! EERAEM~NL I F v 5 — P ALER,
TRITON #: & pAbl® / 7 u— > LA 2 AT
RIn&+¥, ABCi#, DAB CHREH~AYFFY T
BRE L (Fig. 5). HEOEET CEMEES L O
Ml E el LTEmD o2 b0 2B, Tl
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Fig. 5 Triton, pAblc-erbB-2 immunostaining in
early gastric cancer (X100). c-erbB-2 staining
was confined to the cell membrane of carcinoma

cells.
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%5712 13 unpaired tRRE %, HUIOLZWH T T
U —ZHT & BT 2 RE AV, ERRER 5 YR
WA FRNEEEZD D LHEL .,
K &

1. H8RA7F

EHFOHEREF THIFEERE n (+) BH%60.9% & n
(—)56FF D56 AR ICILRE - 1o, BEERALNL
mhoiz, WRITREEOEE n (+) BETI2/25,
48.0% & n (=) EED18/56, 32.1%tE~xZE o7z,
BERFREENRR TR, BEORAREEn (+) Bl
4.51cm & n (—) BED3.03cm KHNEE (p<0.05)
WWAEL, BEEEn (+) BT sm B HIE23/25,
92.0% & n (=) BD12/56, 21 ARWH~NEE (p<
0.01) KEETHo%, Fi2, ly (+) Flidn (+) B
T18/206, n (=) BET5/5081TH Y, v (+) FlLET
FT3/2061, HBETO/S5PNCBEI N, n(+) #idn
() BrlrEBCEETH-> (p<0.01, p<
0.05), Zofh, MEETIX n(+)F T intermediate,
scirrhous DHFENHE (p<0.01) <, RHEEME

Table 1 Correlation between characteristics and lymph node metastases

positive (25 cases) negative (56 cases) p value
age | yearsold | 60.9+13.6 56.4+12.5 NS
sex | male 13 38 NS
female 12 18
tumor size em | 4.51+2.75 3.03+2.28 p<0.05
depth of invasion m 2 44 p<0.01
sm | 23 12
invasion into ly(+) | 18 5
lymph-vessels Iy (=) 9 50 p<0.001
unknown 5 1
invasion into v(+) 3 0
veins v(—) 17 55 p<0.05
unknown 5 1
medullary 10 44
Stiord intermediate 11 6 p<0.01
scirrhous 2 0
unknown 2 6
INF a 9 41
¥ij 10 6 p<0.01
y 4
unknown 2 8
histologic type *well 14 l 34 NS
**poorly 11 22

NS ; not significant
* ; well differentiated adenocarcinoma

*+ ; poorly differentiated adenocarcinoma
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BATERA#Cn (+) BTH, vy DUHESFE (p<
0.01) KEERTH D, BOHBE CImERcE
FERD I oiz (Table 1),

2. FIEHBREOBR

1) PCNA

PCNA Bi#Mao T LIfEIE, n (+) 49530+
20.0% & n (=) BED35.0+21 AR EE~EE (p<
0.001) & fE%RL7 (Table 2),

2) laminin

laminin AT, n (+) FEOBMEIE25B1H 176
(68.0%) & n (—) EEDs56HIrh466] (82.1%) wh
KETH-7:0, M TEEZERRDohb o
(Table 3).

3) p53

pO3 B TIE, n (+) B OB 256 5 F
(20.0%) T, n (=) BEOS6HIH1261 (21.4%) 1tk
NERHD stz (Table 4),

4) nm23

nm23RE TR, n (+) BEOBMEAE256H 7 5
(28.0%) & n (—) EED56HIH46f (82.1%) ik~

B (p<0.001) {E{ETH 7> (Table 5),

5) c-erbB-2

Table 2 Correlation between PCNA labeling
index and lymph node metastases

Lymph node metastases | PCNA labeling index | p value

positive (25 cases) ‘ 3, 0420.0 P, 001

negative (56 cases) | 35.0421.4

Table 3 Correlation between laminin and lymph
node metastases

laminin
Lymph node metastases | i p value
positive | negative
positive (25 cases) 17 8 NS
negative (56 cases) 46 10

NS ; not significant

Table 4 Correlation between p53 and lymph node

metastases
| D53
Lymph node metastases p value
| positive | negative
positive (25 cases) | 5 20 NS
negative (56 cases) 12 _ 44

NS ; not significant

11(1D)

c-erbB-2¥ T, n (+) BEOBMEEIZ25F1 1151
(44.0%) & n (=) BOS6HIH126] (21.4%) 2k~
EE (p<0.05) EfE%a L7 (Table 6).

=

WREZIZ U LT 2 ERZIEOES LD B
YIRRGlic B 2 RHBEROE &ML, HERE
MELTCEL, & 25, BERVLAKLE TR Y &~
NEEROEHIIAME T, BEEEDA T m, sm B
HURHE G INTw5, ZORHEETY,
mETL.4~3.1%129~7, smETI2.5~21.4% 2>~
Y U EERRRHHIBTEEL, S ORESITI R
BEVZELTRIART, BEEENCBURERHE
BEBQRETH 5.

FERBE» S, BHEICBT 5 Y v HERE R
DEEFREEMNERAETORRSBLEAA SN T
fo. bbb, FEOVIWNERATI, Ha+til, Het
I, BERAET3em ML, BEETsmiE, B3
TESERIRE 2 ERAT & L TEBIFTWw5, FES
DORET T HIEFIS V70, n (+) BREERAR
EHBAIT 0 () B AR ETADS L, 3
BRFRREZETWS, £/, HZEOEN Y2 L 5 sm
BREOBAREENREORETIE, )/ Eiimgi
SMy ;s D ETHE TFEAOBEINGEL k21 EFE
T, AR TREESH L BRE Tsm, ;DEENE
Dot bMEL TS, ZASDFBRIT, BOETE
WZRTEL TY VNEEEEINT 2 &V 5 BRDFR
TH5H, FEECREEBRPICGETESRER T
b BEGI AR & U FH e 1z,

FEOWTE « 2B - REEEIEEMORERT LE
FHOEEKIG L DHEEN TS, ZThsOK

Table 5 Correlation between nm23 and lymph
node metastases

nm23
Lymph node metastases T | p value
positive | negative
positive (25 cases) 7 18 p<0.001
negative (56 cases) 46 | 10

Table 6 Correlation between c-erbB-2 and lymph
node metastases

c-erbB-2

vinph node metastases - 1 pvalue

positive | negative
positive (25 cases) 11 14 p<0.05
negative (56 cases) 12 44
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FRBRSSTEIENFEOBAC L D EETFERED
BEAT 4 =9 OHER CHUTEERBR 2 O» LT
VW3, ZOHTY UoSHIERE, ENHEE T, W
BETF, BEBIEEET R EBSHAEIKBAB TR
BHELHEL, TRCKMT O LHEIATL
21010 SR DAY FHIESE D SRl T 2 Ak k
LTHEMSP KN OWIEARENZDNAED
ploidy pattern 7% aneuploidy & %, #7 H 5'9i%
PCNABBRENBETHLEEL ) v\ HEBERR
EFELTET W5, £E5 b YRR BEES O
U RER 23U L 72 REENRTB8 L T
& DNA ploidy pattern, PCNA, laminin, p53, nm23
BREDNT A EOBBERRIZ OV THRE L
7o SEFEE S X, FHBETY Vo HEE LS
M &7 5 ER % PCNA, laminin, p53, nm23, c-erbB-
20 TR IR B S FHE L, BEERER OFER
AT,

PCNA i, DNA 881 WA 5 ¥ FERRE B L O
1 o7T, FEHREE W XU EEIEEER O il 23 nlfE & &
Zo6NTnwa, fv= Y YEEERTHRHEATEED
®, BRI OEER, & U TERE A B
ENTBZI EES &, REFREFO R L) VEH
ENT T 4 AER D S B R, ERE
A 7ayr— 7R EHET S iz & D HEA
XM R R B L 2 LT, BHSW
RMTETNHEEC L 2 £ 2 B i-RE T, PCNA.
LI 2330% LA T DFEHICIE ) > N EER B FI 3 4 5
hWabrolel o, REERERTY o §EED
THIE & NFAEIBIE : LT, PCNA LIRED
BEREZ2RBL, EEHS5On (+) B4 n (—) Bick
NEBECEEE R BRE KLU,

laminin i fibronectin, proteoglycan, entactin,
type IV collagen % £ & S BEEBOMRES D 1D
T, BEMRETORERERS OELIEORE - &5
WES T AAREESER I T 3192, SEEE S
Y SHERGER IR R B 2 EREEERD
laminin B 28E U225, n (<) B OflicER
HONZ o, —RCEMEIET laminin @it
DR & 3R, BOLEERREIC > TRREEER
DRIRLHEL T B, FIETREE COFRE T 2 3R
KEBALNZPoIBDEEZT NS,

POJEETFIXEITHR AN L1 b 2 i &G
T, HMREREECBA D 28R % B G T R E R - R
FET 5wk D MFEERRHAL, BITaAkE

Be DR, SR T OHERERIC LD IEF p53ds
FELENZ EHZ ST WD, FElBfa Tl
heat shock protein (Hsc70) & D& & 0 2EEEAH
ERT 2 pS3OERBEFREL TR EEZ LA TY
2%, ph3LRIZRIAR T, o HBI U, BT R
D OEBL S SN, FERR LWL ST 32220,
EEOSORRTRY V  HEBENT L BYE TR S
shkdrolz, KB, SO FEI I ITI566 P25,

44.6% T, fioE L IbNBEOR A SRR o Tz,

nm23E AT RERMEHERT L L TEE S H 1
EH20 2085 shTw5®, ThiTCRAET
nm23FEBHET NI Y > HEBOHENFG S BER
FHRART?, BETIIEFEDO0%LA Lo BRI
BfR CIERRE L D SR E2R L, MicERE (I
WHTEESR) TREFRICHEANEHLE T4 507
EDOW|EIDD L, EHEOLETEEESOERT
nm23B SO FRBGHSNCHLARR T, U o/ EilR
BOEELVERECE VI L 2RE L1229 HE S
nm23BRIBIC B2 ) Y NEEE TR L U TEH
RICHOWEEM 2 RB L TH D, EHESH IhEIER
TOIRERTHo .

c-erbB2EE T O EY T b 5 cerbB-2&E H i3,
epidermal growth factor receptor (EGFR) & #&x&
HEPLF oy ¥ —CEREET 2 2EGEE
B30T H 3, c-erbB-2i8EF OHEIES c-erbB-2EH
DFEBUZ, AIEO ) >/ EHERPS P & OBEY, 5k
WERTOREL TR L OB HEI N T
%, —RECIE, c-erbB2EEGETFORBRITFHE IR TR
BwZ ehrs BEERAE COBGSEES AT
%, EBOOREROVEIERR > SBOREP ) > o8
HEE L Y cEE L TuA L RELTED, n(+) #
D30 (=) BRI RSB R ICE > - 0 EE S5 O
RE—HU T, cerbB2EADHEB I, EHIEETOY
YREEEE S EYENEREO—HBIEE L THH
THLAREESTRE SN EFEZ T3,

P EORER, FEEBERTHWNRINGERERD 2
WIRVIBRER OME T, PCNA 353035 <, nm230D
FIRIMEMET, c-erbB-2IGM & e 2ERITIX Y >
EBSEYE & s 2SR RSN, FAW
Z, T8 S OEGITIIHE N OB LR RS
DEFUC Y VEBICER T REIEETHD LE 2
shie.

X &
1) BFERE  SECLGERR O R SFHE L /- 8
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Significance of Immunohistochemical Findings of PCNA, Laminin, p53,
nm23 and c-erbB-2 for High Risk Factors in Lymph Node
Metastases in Early Gastric Cancer

Takashi Shiroko, Shigetoyo Saji, Daizou Hukada, Kiichi Miya, Takao Umemoto,
Katsuyuki Kunieda, Yasuyuki Sugiyama, Hiroshi Takao,
Motohisa Kato and Midori Nagata
Second Department of Surgery, Gifu University School of Medicine

The expression of PCNA, laminin (LN), p53, nm23 and c-erbB-2 detected by immunohistochemical
staining was investigated by using paraffin-embedded specimens obtained from 25 (m, 2; sm, 23) early
gastric cancer patients with lymph node metastasis (n+) for 16 years starting in 1977 and compared with
those of 56 (m, 44; sm, 12) early gastric cancer patients without lymph node metastasis n(—) for 3 years
starting in 1982. The PCNA labeling index of n(+) was 53.0+20.09% on average, which was significantly
higher than that of n(—), 35.0 = 21.49. The rates of positive nm23 and c-erbB-2 of n(-) were significant-
ly higher than those of n(—), while, there was no significant difference in the rates of positive laminin and
p53 between n(+) and n(—). As a conclusion, it is suggested that the investigation of PCNA, nm23 and
c-erbB-2 in early gastric cancer might be important in predicting tumor behavior and screening of the
patients as a higher risk factor in lymph node metastases.

Reprint requests: Takashi Shircko Second Department of Surgery, Gifu University School of Medi-
cine
40 Tsukasa-machi, Gifu-city, 500 JAPAN





