Integrin Distributions in Gastric Carcinoma and
its Significance
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EERIT AL VTS VO HETDES

SRAFEFMRBELZE—ME (EFE  PEDIRED

&k H

BT

CPRL5 3 A 3 BHZAD

Kz, BEOBHE - RS T, MREESTFTHEI VT L) YORRANED LS TEILL, FEYF VT
pBNEZS—FY, Fi=v, 747042+ VOUBEPHERREBLNERET L EO LS CHEET L ERHLILEOTS
% . Periodate-lysine-paraformaldehyde (PLP) [&5E B #3451, » £ 2L BRI DT, SIRSHERE A A i T MR R IR
(proliferating cell nuclear antigen, PCNA) OBMe3CHM L, LEBRS OWFEREEVE =T -4V, Fi=v, ~STY
BT eTA 7YV AY, 747 ek FURERAT, AR ENLA VT FY Vv I3BED af (74 7TeEksFvVET
# — , fibronectin receptor, FNR), as(5 § = v L& 7 ¥ —+% 7 ==y b, laminin receptor subunit, LMRS), ayB:(¥' 4 F =%
73 L+ 7 & —, vitronectin receptor, VNR) ¥R IRE L N4 e BERATHRDHL, s L, Bt BT -
}-. ZORE, FNR O%BIL7 4 7 8% 7 5 VBHIEFIK, LMRS 125 ¢ = vOWEBHEACED bhic. VNRIEDWNT
i1, VNR BB B iziatt o hiz -~ e 2 & < (p<0.05), FLBMRECIRBK, o {EREREE B OEm %
%L.kﬂnmRmk?bMﬁ%@Kka¢éb@&H&MBE%@%HK%ELTbt@<MaﬁNRmUvﬂﬁ«®
R R LSBT & 7 L 72 2s (p<<0.05), MM & D RICIZAHC B I3 ek - 7o LMRS i2-p 5L ZVERIRIE T
BB R R L MO R T & ORI IZ—EOERIZRD b7 o k. NURER CREEEL M chbh T, A
vF sy oS EEREROEE L OMCREECMBERRD bR, o, oT, BROBKER M VT 7Y VORR
LA EMBHRBE, VNR ORBEANIMRERCEET, $THRMOBEEKEELTY2 2L, 320 FNR ZHE
ADRBAVHEELTEEL, B ) v A EHi~ER LETRCRRE LTV &2 mEL TV 5.

Key words integrin, gastric carcinoma,

immunohistochemistry

basement

membrane, cell proliferative rate,

BRI RS L ARG T BRI T ORE R
Ml E, $BREEPECRETHIZLBVHONDL LI
ROl BHRoRLEELHERRE - BBErET
AZLTHA. BHAO IO LSBT, MiagEE, M
Br@ERmy, Mgk X MRS L SR ON
FRAEMCRBIN TV LD EHEEIRTLE™. Z05%
ERROBE, BERCEETAESSFRICOVTL, MR
EOEZBIhdbhDd E-b F~) vORA" Eh, BREERL
DEBCH»bAMAAL T2 —ThbA vF 7y v OBEH
EREN, BAROBECHEE L TELTHIET I E MR
HEIhTws,

AVvF 7Y v, 1987 Hynes i X T, 74 7R R 7 FV
LeF 2 =AU T B a il B LR B IRE AR
AVt 7 2 -2 L TH&IhLDTHE". BE, ik
CELUBED a g, SBED BHEMNIBLATLBY. Fiz,
TOMEL D BEICHER LT, B B (very late activation
antigen, VLA #), B, B (leucocyte adhesion, B IMEREEETE),
By B (cytoadhesion, MIAEEEE) B I UL OMOFICHESH S
hTwa? Zos bERVELEETSI VTS ) VIZDOW

Tk, ETwiEHERMRTHCAERTAED bR TV, Ttk
W, 747 mx 2% v w7 x— (fibronectin receptor, FNR)
D a4 T 7Y VBB Lt TEORBRIFEIBET S
Z&E?, 5 1=V V47 & — (laminin receptor, LMR) T 2 5
J - <O EBETTORENMEMTHI LY, Y4 b E
7 # v L7 & — (vitronectin receptor, VNR) TH 5 ay B 1
VESY) ATEE - BREOE A 5/ — Il TECERT
B EWREaER - BEAhTCwA. —h, Thbh1vT Yy
VUOEEY AV FThHHEABEN WRA~ Y » 7 RE
B badl, BRIEPEBLCHF -7 TREI7FY
(fibronectin, FN) O ® 4, ¥ NVNEB =25 — % v (type V
collagen, NC), 5 3 = (laminin, LM), ~5 Vg7 = 7+
7'y # v (heparan sulfate proteoglycan, HSPG) X b B % X
BEOBE " i S, BEMRARC YT EERRROES
BEARA VT 7V v EEBHLTEL TV D EEbhTHA.

BELL, AEATIR, BERRLLOEESTFORE - Bk
LXDYF Y FTHAEEEAOWE - AL L LB LA
b, HaRflaEssgr IR LECST T, BE - BBLV
SEBHBELZRLTVWA L AL, —F, BROEEYT

Abbreviations : AB, alcian blue ; ABC, avidin-biotin-peroxidase complex; BrdU, bromodeoxyuridine; BSA,
bovine serum albumin; CHO, Chinese hamster ovary; DAB, diaminobenzidine; EVG, elastica van Gieson ;
FG, fibrinogen ; FN, fibronectin; FNR, fibronectin receptor or as B, integrin; GRGDS, glycine-arginine-glycine-
aspartic acid-serine ; H-E, hematoxylin-eosin ; HSPG, heparan sulfate proteoglycan ; ICAM-1, intercellular
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BOME»HH5 E, Mo S {bic kS MRS, M, 3
EEORE, BIUHEGHREAGEEINTVW2EREDKEEC
BD. LhrLichh, £E»H I D EHLTTHROBER, &
BNOREL EIRBREZCFEONAFRENE - TV 5",
B, Cheresh i}, 2 3/ —~< (BHEAE) O TFHOE
Wi 7N —FRIBEHENRETL24 7ChHD, ZOBIKIX
AT —<HlIL av B A v 72 Y v (VNR) 2% L, RGD
(arginine-glycine-aspartic acid) @7 ¢ ) BE T2 S LABEEH
FEELTWABIZ ERBE LAY, ¥7-, Korhonen Hit, B
DEMEELA 770 vOREY RERGENCREL, o v
Tasy PAEGERE (G3) OBEC, ;v T2 =y FAEE
HE (G OBBCE<RRLTVBIE%RL, F1 VT2V
vORE L BUE S IEBCBEET A B AR L.
TIT, AR TR, BETHMACREL T3 BBk
D0, MREEEY L EEMAREE (proliferating cell
nuclear antigen, PCNA) T, f{FH 1 v F 710 v L LT
as i (FNR), as + 7 = = » } (laminin receptor subunit,
LMRS), av 8:;(VNR) O BEBENREY, 7o, REEFESR
DEEBEADHERELE « SEEBRENCIME LT, kD
MRFREPWERT L LBRE L. ZORE, abrtvF s
) v (VNR)Z, @l oEfisESAcRE S h, 2
g% & b, MlaBEEEYE . 5T, VNRIZ, F
BBEERTFELD 52LELBNIDT, ZIRBETS.

HRELUVHE
. %

19874 2 A 51990412 ¥ TR @HRELESRENBTF
WENCEIEk & h, AERMCETRE Bbhic BB44RERI%E k8
Ll BUIRBESICKERA M L2y (ER 05cm) I CH
BB O—H 2L, 34413 periodate-lysine-paraformalde-

Table 1.
methacarn-fixed tissues

Clinicopathological features and proliferative activity of tumor cells in

hyde (PLP) BE@E®K", 1060z 2 2 B0 v BEEHD I LT
BIE L. &0 OUREAIZI0%EE =L~ ) v iCTlz
L, SR CHEAY - TREMBEBZE I E LD g
DH L&V, BED457 4 VA, ~~ 3oy y .o
# v (hematoxylin-eosin,.H:E) $4fa &, BRE 8D K51
T FAFH « 7 vF— v (elastica van Gieson, EVG) Yufap
ot MEEFIOBRERIRBEHERC OV CXEBIE 4
Wi U CREESEL, £1, 2wRLE.

I. A *

1. IBEROKEIBIVHERGOBESR

PLP BEB LU 2 2 2 A VEEMRHIFIZ 57 4 VR
L, H-E®®, EVG ¥, periodic acid Schiff-alcian blue (p-
AS-AB, pH2.5) #f&, high iron diamine-alcian blue (HID-AB,
pH2.5) Yefs, 79V (azan) Jofs, PEPRPEEITIow, Fi, |
B, NE, VI, Illas -7 vEERARITu, Bk
DREZ, MARIGOBEXHE L.

25— UREBRE (B2 5 -5 v ORBEBLENEE
BR7ECY - EdF v UbFdFF v —+ (avidin-biotin-pero-
xidase-complex, ABC) i CBE L7z, PLP BX U2 251
VEEAT T s VIR RBAT 7 4 v, 0.05% T RTFT —%
Type XXV (Sigma, St. Louis, MO, USA) T304 FAEL, »
U T0. 0326 BB LR RINE K 2 ¥ 7 — I T RHRIG X €,
HREMESV A F v & —Ex[HIE LI, —%EihE LTESIT
ER LB R b a5 -y v (1 #, I8, v
M, VE) 2BV, FUTHE, DA, VAL i, i
VENZ200CHFRLUCHER L., —kAEL2EE, —BRE
T, UV vEBEE &K (phosphate buffered saline,
PBS) wTI04M 3 [@EEH L, DTtk LT+ s+
by ¥, S » + [gG Hithk (Vector Laboratories, Burlingame,
CA, USA) Fizitet+ vibv £H 7 v+ 1gG #Hifk (Vector

10 cases of gastric carcinoma, in

Clinicopathological features

Case No . T PQNA labeling
- Age/Sex Histology Depth of Cell Condition of Lymph node Blood vessel Stage index (%)
subtype invasion  cluster stroma metastasis invasion
1 55/M por ss small D nl (+) v0 I 23.58
2 66/M por se small D n2 (+) vl il 49.84
3 59/M tubl sm large ND n (=) v0 I 39.78
4 73/M por se large ND n2 (+) v0 il 57.31
5 65/F muc ss large ND n (=) v0 I 25.33
8 71/M por ss small D n2 (+) v0 il 40.85
7 59/M por se small D n3 (+) v 0 N 61.18
8 76/M por ss small D nl (+) v0 I 55.32
9 55/M tub2 ss small D n2 () v0 m 77.57
10 67/F tub2 se small ND nl (+) v0 il 22.13

Abbreviations : PCNA, proliferating cell nuclear antigen; M, male ; F, female; por, poorly differentiated adenocarcinoma ; tubl,
tubular adenocarcinoma, well differentiated ; muc, mucinous adenocarcinoma; tub2, tubular adenocarcinoma, moderately
differentiated ; ss, tela subserosa; se, serosa exposed; sm, tela submucosa; n, lymph node; D, desmoplasia; ND,
non-desmoplasia ; v, venous invasion; according to the General Rules for the Gastric Cancer Study by Japanese Research

Society for Gastric Cancer.

adhesion molecule-1; IGSS, immunogold silver staining; LFA-1, leucocyte function antigen-1; LM, laminin;
LMR, laminin receptor ; LMRS, laminin receptor subunit or a; subunit ; MNNG, N-methyl-N"-nitro-N-nitrosogu-
anidine ; muc, mucinous adenocarcinoma ; OP, osteopontin ; PAS, periodic acid Schiff ; PBS, phosphate
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Laboratories) 200 HRL DRGSR, 7€0 v -
v 5 VA (Vector Laboratories) 12, 304 HRIG S ¥7c.
RENTOT I/ ~N v F v (diaminobenzidine, DAB) & T177%
L, ~T bR TR EET .

LEoREraEc, METECRE L REMENRED
kx XLy, AWML (arge cluster) & /MR KM
(small cluster) @ 25, MEDOLFE LD R E AR (desm-
oplasia, D) LB IERAERE (non-desmoplasia, ND) W RHIL,

%1, 2R LK.
9 . EREMIRIETE (PCNA) iR & 5 B S assiEee
DRFE

PCNA $Esufs ( PLP BEB XU A 2 AL vEZEHB OB
K574 VIR OE, 0.1 74 FE0.03% B L KEK
T RHFICEAE L. ®RIC, $. PCNA £/ 72 —F )t
itk (A Z AN YEEPDHECOWTR 19A2, = v A IgM,
American Biotech, Plantation, FL, USA; PLP EEA 21
iz PC10, =% & IgG, Dakopatts, Glostrup, Denmark) % %

HENS, 00065, 1,000 FHRLIc—kIBCAHZE T—HiIgHE
Lz, Wi e ki~ v R [gM, Fizet s it
Hi~ A IgG (Vector Laboratories) % 40051 &R L T304
BEEBDOVTAINLT IPTEYY - EFFV - R FF 8 —
¥ # & {& (streptoavidin-biotin-peroxidase complex, SBC,
Vector Laboratories) 12304 E1#2#% L, DAB THB I €. #%
PV AF LT Y — vEAW.

PCNA it o RS, BHERSEN LEMRE i
) Vo0 B O AR A B THERB R R TS
ARPORITEHE L. LCBRREORERICOWTIR
BA—WE L TLEBEOAT Y FRETRDLAAL, BRICE
fRis BEH LSO THBE L HE L.

JEfifaD> PCNA BBUROEE | BETE~BELTV 5K
FIHEST OB MER 2 ED, PCNA BHfilazxdic{ L b
100 L) b %, BHERaRr EMoRBMki kL,
PCNA BMR (%) 2EHLL (FL1, 2).

3. EEEEEC B B REBBRO L E ORE

Table 2. Summary of clinicopathological features, proliferative activity of tumor cells, and immunohistochemistry in 34 cases of gastric carcinoma, in

PLP-fixed tissues

Clinicopathological features

Immunchistochemistry

PCNA
Case No. Ago/Sex Histology Depth of  Cell Condition Lymph node Blood vessel Stage ,I":]be“'(‘f/) Integrins Basemnt membrane
subtype invasion cluster of stroma  metastasis invasion index {76 VNR FNR LMRS FN LM IVC HSPG

1 18/F por se small ND nl (+) v2 i 38.19 + + + 4 + + +
2 73/M tub2 se small D nd (+) vl v 37.40 + x + * + + +
3 41/F por se small D n2 (+) v il 55.24 + + * + + + -
4 68/M tub2 ss small ND n3 (+) v0 v 22.52 + + + + + + +
5 59/M tubl ss large D nl () v I 19.41 - - - + = + +
6 69/M por se small D n2 (+) vO i} 27.51 + + + + + + -
7 61/M tub?2 si small D nl (+) vo 4 50.60 + x + = + + z
8 61/F muc sm large ND n2 (+) v ] 18.85 - - - + = + -
9 68/M tub2 ss small D nl () v i 57.50 + + + = + + +
10 54/M muc ss large ND n () v 1 0.68 - - - = - - -
11 65/M tub2 se small ND n2 (+) v 0 i 64.30 + + + + = + -
12 72/M pap se large ND n2 (+) v2 il 46.58 - + + + + + +
13 83/M pap se large D n (=) v0 ul 13.88 - - = = + 4 -
14 /M tub2 se small D n2 () vo ) 45.30 - + + - = - -
15 76/M tub2 se small D nl (+) v2 n 19.14 * + = = + =
16 34/M tubt ss large ND nl (+) v I 38.49 + + + - + + +
17 31/M pap ss large ND n (=) v 1 14.50 - + + + + + -
18 75/ F tub2 ss small D nl (+) vl ] 18.63 . = - = = = -
19 4¢/F tub? se large ND nl (+) v i} 19.60 * + * = + + -
20 70/F por pm small ND n2 (+) vl i} 14.28 + = - - - + -
21 50/M por ss small D nl () v0 1 31.86 - - - - - -
22 64/M tubl ss large ND nl (+) vO0 I 5.32 - - - B E + =
23 53/M pap se large ND n (=) vo [} 22.75 - + . = + + +
24 45/M muc se large ND n (=) vo o 0.93 - - - = + S -
25 56/M por se small D n2 (+) v0 i} 21.66 - * = - - -
26 80/F por se small D n () v0 I 6.25 - - - - - - -
27 61/M pap pm large ND al (+) v0 t 29.96 - - = = = + =
28 65/F pap se large ND nl {+) vo i 18.97 - = = = = * =
29 72/M por 8 small ND nl (+) vO0 ] 48.46 - + = -+ = - -
30 33/M tub2 se large ND n2 (+) v0 i} 6.87 - + = = = + -
3 79/F tub2 ss small ND nl (+) v0 1 60.95 + - - = = - -
32 33/M muc pm large ND nl (+) v0 I 1.47 . - = N -

33 63/M muc ss large ND n (=) v i 370 - - - - - -
34 61/M por ss small D n (=) v0 1 73.80 £+ * - = = + +

Abbrevia‘lions: PCNA, proliferating cell nuclear antigen: VNR, vitronectin receptor: FNR, fibronectin receptor; LMRS, laminin receptor subunit; FN,
fibronectin ; LM, laminin ; IVC, type IV collagen ; HSPG, heparan sulfate proteoglycan; F, female ; M, male; por, poorly differentiated adenocarcinoma: tub2,

tubular adenocarcinoma, moderately dilferentiated; tubl, tubular adenocarcinoma, well differentiated; muc, mucinous adenocarcinoma ;

pap, papillary

adenocarci‘noma: se, serosa exposed ; ss, tela subserosa; si, serosa infiltrating ; sm, tela submucosa ; pm, tunica muscularis propria ; ND, non-desmoplasia : D,
desmoplasia ; n, lymph node; v, venous invasion. Symbols: <. distinctly or continuously positive ; =, faintly or discontinuously positive: —. negative,

buffered saline; PCNA, proliferating cell nuclear antigen; PLP, periodate-lysine-paraformaldehyde ; pap,

papillary adenocarcinoma; por, poorly differentiated adenocarcinoma; RGD, arginine-glycine-aspartic acid ;
SBC, streptoavidin-biotin-peroxidase complex ; TGFB, transforming growth factor B; TSP, thrombospondin ;
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PLP BEEstiicsr LT FN, LM, VC, HSPG o R#E%x i
Bmc B L, — ke LT, Hiv s T eF2F VR
7 v — LHifk (7 %, Dakopatts, Glostrup, Denmark), 1%
: =vE ) 7 v—J Atk Immunotech, Marceille, France),
AVE =7 —rvEs 7ed -k BEE, ®BR), i~
SVEBT e TA 7Y hvE/ 7 a—FfifE (Chemicon, EL
Segundo, CA, USA) #H\, Fh £h8,0001%, 300f%, 8,000
&, 20fE HRUCHEHE, SBC i ThRERBRT 1. Hb,
Bt 7 4 vEI A% 00IN HEE» L0 4% ~7 > v
(Sigma) 205 IRTAE L, 0.1% 7 ¥4 F &£0.03%BE L KE
KZ3TCLOFEIRE L, FFERORIEHIE Lz, RIZE—K
i 4 CAE, — BRI &S, R A F LY
+¥ 1gG, ¥zt F v{kHi< v R IgG (Vector Laborator-
ies) % 200210 F MR L3045/, o\ SBC w304 B ER,
DAB THEI L. BRBEAFAZY —VERW.

Ll bogaiERnrs, FEERENSOUEREY BRMRE
DHEEBBRC BV TRRICHE R EDRE X B+, Wi
CHRHEIESYHEEY L, RpoBLSREE I, &
2WR L.

4. BEMARCETEA YT 70 vORR - SHORER

PLP BEMBEH L, afsf »F 7V Vv (VNR), 74 7B %
PFUVETE—THB asfpA V77V Vv (FNR), LU T 3
=vvre7Rx— (LMR) Ths ashA VF 7YV R asbid VT
ZYvD a7 2=y (LMRS) DR#EY REHABLENT
BELE. —®RHEELT, Bl ayB K Y 2 8 —FAHHIR
Bruce Vogel 4 (LaJolla Cancer Research Institute, CA,
USAYX b, #l as &/ 7 & — F A H {6 (GOH: )™ 1 Arnoud
Sonnenberg {84 (Netherland Red Cross, Amsterdam) & hFE
E# 5 . Hl as B K Y 7 v —F A dtkiL Telios £t (Telios,
San Diego, CA, USA) & hEEA L7z. FNR DOREREIIER
HAE 4T T, 1,000 R T SBC & Cail O FEEBE S
DYEDFIFETIT 7. VNR 8 X 0 LMRS SEFEIZOWT
3, LA FoRiALES, immunogold silver staining (IGSS) &*'¢
g L. BIBRBEC5 7 4 vEIFIE2&, VNR DTk
0.05M F V) R - SRERRRHEIHE (PHT.6) KB L720.04% + VU 7
v (Sigma), LMRS iz T, 0.01%7 7 5+ —+ E (B %
3, W) w37C, 105MThEhiigByfT-7. KWT7
"y v EER [0 FROEME, 0.8%FME7 V7 ¢
v (bovine serum albumin, BSA), 0.1% €35 v, 2mM Z{t
+ b Y v akais PBS, pHT.4 ] 12304, BiR, S\ THEE
7% (0.8% BSA, 0.1% €5+ v, 2mM L7+ + UV v A% &L
PBS, pH7.4) 2104 3[@, ERWBKL, TO%K, —KkHHED
VNR 21,0004%, LMRS X 1 f5HRTL4C, AR -G
&, R, oo g FEB Y ¥ g6 £il&an g FE
i~ v A 1gG (5nm kX, Amersham, Buckinghamshire,
UK) #5051 ML TO0D R, KT2H IV E—NT AT
e FCI0OMHEETEY L, AMEE % silver enhancing kit
(Intense M, Amersham) % i\ T4 HIfEfE X 1. BB
~7FFV) VT

UEDfBEgEoRECDOWT, VNR RFEHEE,

FNR & MEME, LMRS IEF L EMROMAECY
THBEL R TR RERFLHUEL, S£EHADEEME:
BFBA VTSV VORBEEYBYE L, SBEL, Bl-r
SrE 2R L.

5. BUETEAERLT
ZIEFIOBKRBLWESRE, 705 OIS REERENGRCE
L, &M PCNA BHROZEDOKEIZIL Welch #:%, ¥
177 ) vRARE, XERBS OWERE, SEARCER
REXNEEORBEMOBEEZOREWIZ Fischer DEERR
HEEL LR M ZFEREELAV, p<0.05 2 FEEHY
e L.

B -

1. BEOMIEERE

1. PCNA BHEOZBKFEFNE B BT 2 8IH

AR AN VETEEEEBICE TS PCNA BHRIT22.13%~
T7.57%, ¥945.29% +17.37, *7, PLP BEEERC RT3
PCNA FBM:3R120.68%~T73.80%, F1528.10% +£19.82TH
h, Z05b, ECBRRES Flo PCNA BERIAELL
EETH -7z, REMEMIT IS5 PCNA FREY H-E 3
EBHEEHELT, K1 Mab tESLBEEREBE (tubular
adenocarcinoma, well differentiated type, tub,) (FEfI3, # %
AN VEE), B 1 Mcd LB ERIEB (tubular
adenocarcinoma, moderately differentiated type, tub,) (FE#l
10, #2324 vEE), M1 Mef {ED{LEEME (poorly
differentiated adenocarcinoma, por) (FE@I 7, #* 2 A AV EH
), M1 PLPa-b BB (mucinous adenocarcinoma,
muc) (E#l 8, PLP B &), K 1 PLPcd I ERE
(papillary adenocarcinoma, pap) (FE/12, PLP EE), 1
PLPe-f IC{E5{LBUBRAE (por) (FEFI34, PLP BE®)Z R L. &
FERREYNEBO S bRLEEShAHEE (FROAMRE,
BE¥ENY v HEBRE n, ARNETEE) €210
PCNA MM RO EHE L EHREIL 2 x v vEE, PLP B
EHE IR Lic. AEARITIE PLP BIEEAR BT
BRI (muc, n=5) ® PCNA B3R (5.12%+6.92) 2o
DB (n=29, 32.06%+18.59) X h{EMTH -7 (p<0.01). &
Sz, BRI (muc) & FLEEIRE (pap) O, BRIEE
(muc) &b (LRI IRIRAE (tub,) & DR L HREESRZ DAL
(p<0.01). FHABEOETHb b FEMT LD PCNA
BHEREOFLOEAKE L, BERORAR, THEi My
Simaihhic. ) v ASEBBE (n) 3T 2 & H ) VEEIE
Bliz 3\ T, EHECE 2B DY v B BB REDH
hic) v AEEBEERE n(+H)+n(+) i, Thiistoy v
SEEBEERE n(—)+n (+) K, PCNA BHEHH
B o fo (p<0.05). LA LESTHRE (Stage) Flicth~2 &,
Stage Il + VB PCNA BEM:SRi2 Stage [ + 18 L h b&EfE
DEEYTT L OOMBHCERER R Sh o, ¥, BRE
& (muc) 5 FlR B\ PLP BEE29FEHIC O\ CRBOREE
fFotedt, VvV AMEBEENTLEMRHITI—EOHA
REDLhish o7,

tub,, tubular adenocarcinoma, well differentiated type; tub,, tubular adenocarcinoma, moderately differentiated
type; VLA, very late activation antigen ; VN, vitronectin; VNR, vitronectin receptor or a, S integrin; VWF,

von Willebrand factor; NVC, type N collagen
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9. AV vORREBEL BEMIRD PCNA Btk FNR O#H, LMRS D05 & HEBERS OREUORAHE

DI D 5%, VNR BB VNR BHBI H-< PCNA Btk

PLP EIEE&GD 55, BREE (muc) 5Pl RERRES BETH - (p<0.05). FOMOEEE, ok 2i¥ FNR B%

341 (FEFI22, 26, 30) EERWA26EESICOE, VNR DRH, T PN BBiE8 & FNR §385tE © FN SBBECHORMICIZEILE
g

Fig.1. Representative photomicrographs showing cell proliferative activity by immunchistochemistry of proliferating cell nuclear
antigen (PCNA) in methacarn (M)-fixed and periodate-lysine-paraformaldehyde (PLP)-fixed tissues of gastric carcinoma. M-a
and b are tubular adenocarcinoma, well differentiated (TUB 1) in methacarn (M)-fixed tissues (Case 3); M-c and d, tubular
adenocarcinoma, moderately differentiated (TUB 2) (Case 10); M-e and {, poorly differentiated adenocarcinoma (POR) (Case 7);
PLP-a and b are mucinous carcinoma (MUC) in periodate-lysine-paraformaldehyde (PLP)-fixed tissue (Case 8); PLP-c and d,
gapillary adenocarcinoma (PAP) (Case 12); PLP-e and f, poorly differentiated adenocarcinoma (POR) in PLP-fixed tissue (Case

4). x162.5
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BHhREh Tz (FE4).

1. 475 EREBERS

1. 4 v5 270 vORBLEERES>OWE, FH0RER

PLP o RENEROEERFERC BT 5 VNR,
FNR, LMRS #&%ts H-E R il T, K2 ad i
B CEERIZRE (tub) (EAILE), B 2 e-h i {LBERIR
5 (tub,) (FEGI 7), ®2 i-L{ES{LEURRRE (por) (FEFUE) R L
# A&z FN, LM, VC, HSPG st % X3 a-d (I FLIARE
(pap) (FE12), K3 e-hicEA{LEERIZRE (tub) HEFILE),
3 il W { LR IRERE (tub,) (FEF 7), B3 m-p IT(ESH
{LRIREE (por) (EHI6) R L. EEBERS D > b LM,
NC, HSPG o#iaiidiz b A X —& L. s, LM, VC,

HSPG Dt EREER—CEH L. FN & R 354
DRI OWTIE, LM, NVC, HSPG D E X T HEE B ar
1 FN & EEBEE csuBk% R L (p<0.05).

AVFZY vORBELTOERERYF Y FTHEEEERS
wE L OBk, FNR & FN, LMRS & LM iz
T, FRAEFNEEERAEORE L W BURLBBERCST, &
B OE% Fischer OEHERRTEEYAWTRE LK.
FNR BB FN 2\BBM:<H b, FNR 5B CIX FN 18
BMxRTZE (p<001), ¥IO, LMRS BHHTIZ LM i3
A mL, LMRS $SBHHE T LM REBETH -1
(p<0.05) (##5). L»L, VNR & LM, NC, HSPG ® FN ¢
O —ECEBEIZAbRIEh -T2,

Table 3. Correlation of PCNA labeling index with clinicopathological variables of gastric
carcinoma, in both methacarn-fixed and PLP-fixed tissues

Clinicopathological variables

PCNA labeling index
(mean=+S.D.)

Methacarn-fixed tissue
n; (+) +n; (+) group (n="5)

n (—) +n, (+) group (n=5)
Stage M+ group (n=6)
Stage 1+ 1 group (n=4)

57.35%+12.27
33;23i12.72:' )
48.87+17.44
36.00+12.80

PLP-fixed tissue
mucinous carcinoma (n=5)

non-mucinous carcinoma (n==29)
papillary carcinoma (n=6)

tubular adenocarcinoma,
well differentiated (n=3)

tubular adenocarcinoma
moderately differentiated (n=11)

poorly differentiated
adenocarcinoma (n=9)

m (+) +ns (+) group (n=10)
m (+) +n (=) group (n=19)
Stage I+ N group (n=18)

Stage | + 1 group (n=11)

5.12+ 6.92 -
] Kk
32.06£18.59

24.44+11.28

*%k

%%

21.07+13.59

36.61£19.23 -

27.05%+21.63
34.16+17.65
30.96+18.97
29.50+16.58
36.26+20.68

Abbreviations : PCNA, proliferating cell nuclear antigen; PLP, periodate-lysine-paraformal-
dehehyde; n, lymph node; *, significant difference by t test with Welch's correction

(P<0.05); **, (P<0.01).

Table 4. Correlation between proliferative activity of tumor cells and immgnohistpchemic-
al stainings of integrins or basement membrane components in PLP-fixed tissues of

gastric carcinoma

Stainability of
integrins and basement membrane

PCNA labeling index
(mean=+S.D.)

VNR (%, +) group (n=13)

VNR (—) group (n=13)

FNR (+) and FN (+) group (n=8)
FNR (%) and FN (%) group (n=14)

43.10+18.07
271]0:!:11.89:l :
39.79:+:14.50
32.83+16.50

Abbreviations : PLP, beriodate—lysine—paraformaldehyde ;. VNR, vitronectin receptor; FNR,

fibronectin receptor ; FN, fibronectin.

Symbols: +, distinctly or continuously positive ; %, faintly or discontinuously positive ; —

*

negative ; *, significant difference by t test with Welch's correction (P<0.05).
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9. BRI ETEA VT 7Y v ORE L KERR S O
sBEOKE

VNR, FNR, LMRS, FN, LM, VC, HSPG D #iz oL,
T, EOWRT LKA 2HICHT, ThEhOoEBIET
Fischer PEZHRIBEERTRELTRS &, ALERE (pap)
<1t VNR ¥, o {bBERRRE (tub)TIZ VNR [BHETH

n, it' LMRS $ B TH -7 (p<0.05). T, BRERET
1z LM, NC, HSPG % FN 0##E, 1 v7 7 ) v ORBIL&H
"C‘%ﬁtﬁ‘ofi.

3. 4vT 7Y vORE L EEERS OWERE OSBRI
HAEMTE BT B0 5 f#HT
BHERRRE (muc) 5 fl%ER< PLP ElEB®MMESCSWT,

Fig.2. Representative photomicrographs showing the expression of integrins in various histological subtypes of gastric
carcinoma. a to b are tubular adenocarcinoma, well differentiated (TUB 1) in Case 16 of periodate-lysine-paraformaldehyde
(PLP)-fixed tissue; e to h are tubular adenocarcinoma, moderately differentiated (TUB 2) in Case 7 of PLP-fixed tissue; i to h
are poorly differentiated adenocarcinoma (POR) in Case 6 of PLP-fixed tissue. Abbreviations are VNR for vitronectin
receptor ; FNR, fibronectin receptor ; LMRS, laminin receptor subunit. X162.5 '
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HZREGI% REAMERH (arge cluster) &/ BUHH B 48 B 8%
(small cluster), B IM 4B (desmoplasia) & M E M AR
(non-desmoplasia), ¥ ¥ _EHEBEERRE n(—)+n(+) &Y v
AMEREERE n.(H)+n (+), BRE|EOHEDOSE 2 B
P, AT 7Y vORRRELEEERSOLEREY, &
BBz 31T IR & AR 2B 5T, Thith 2 X 2458

s
.

Fig. 3.

ERFR LY A ZRBRELXT -2, TOKR, JMhEnn
(small cluster) TD NC A5 LY, REBRERR
(large cluster) T® VNR [&¥:, HE B 4ER (desmoplasia) ¢
O FN BEMT G LEYE, Vv HiEBRERR n(+)+
n;(+) €D FNR B0 E% = Lic (p<0.05) (7). Lo
Z &%, VNR /P WEBEIERIh2$L, #Hic NC LGN

.

Representative photomicrographs showing immunohistochemical stainings of fibronectin (FN), laminin (LM), type ¥

collagen (IVC) and heparan sulfate proteoglycan (HSPG). a to d are papillary adenocarcinoma (PAP) in Case 12 of PLP-fixed
tissue; e to h are tubular adenocarcinoma, well differentiated (TUB 1) in Case 16; i to | are tubular adenocarcinoma,
moderately differentiated (TUB 2) in Case 7; m to p are poorly differentiated adenocarcinoma (POR) in Case 6. X162.5




BELALTFS)

K CEETRREEYRT I &, B0 FN OMfEs
SEBEERIC I, ) v EES 0L EAIE FNR ©
REEABEVIZEEREERLTG S, ¥, NENIRER
(small cluster) DEBRTRMARECEANBD LA
(p<0.05).

% =
AvF 7Y vidiRs s T omiaimiast=r v v 2

Table 5. Immunohistochemical correlations between
FNR and FN (A), and between LMRS and LM (B}
expressions in PLP-fixed gastric carcinoma tissues

A
FN (+) FN (%) Total
FNR (+) 8 * 0 8
FNR (&) 1 14* 15
Total 9 14 23 cases

* significant difference by Fischer's exact probability
test (P<0.01).

B

LM (+) LM (&) Total
LMRS (+) 5% 0 5
LMRS (&) 4 10* 14
Total 9 10 19 cases

* significant difference by Fischer's exact probability
test (P<0.05).

Abbreviations and symbols :

FN, fibronectin; FNR, fibronectin receptor; LMRS,
laminin receptor subunit; LM, laminin; <+, distinctly or
continuously positive; =, faintly or discontinuously
positive.
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ARG EDEFCHET ORIV £ 72 - THBH™. Z0
BESTFRELERBED afil BEMLHLE~TRFA7—T
Bh, B¥ 7=y  OBET By, B B, BLIVCXDMD LER
B HEEIRATWS., B BICE a b, & B @B, By as by
B @B, av By, /I BEERTED, ZTALDI VTV Y
AR L HE - REBRS & oBER I TERBEE LT
D, BB aL By au By ax B 3B Y, EWCHI L MIRIEE,
12 & ZITEMERD ag B (leucocyte function antigen 1, LFA-1)
F AR B D EE 9T (intercellular adhesion molecule-1,
ICAM-1) L DEEREO L 51, AORCERTIEENSTT
BB, BEICIY anbs, avBHI SN, M/ MRIZARFEI NS
EMERECEESEEERER, L7 4TV =SV
(fibrinogen, FG), 747w %25 (FN), vy be R 2 F v
(vitronectin, VN), 7 + v v 4 /7 5 v FAF (von Willebrand
factor, VWF), bt r vHRAFR =V (thrombospondin, TSP),
A AT AR FV (osteopontin, OP) L DEEGTE EEFHSTF
TH5H. TOMDBFEE LTI asBu av Bs, av Bs aw Br, aBr,
ay BAFEEEINRTVAY, E, ThbDA VTSI vD s,
EBEORE - BCEEENCEETAZLOELT BiFEE
BBEDA VT 7V vREOY T 2=y REEHIRTHS. &
B, 74703 2Fvve72—0 a4 57 v (FNR),
FizvLeTE DT =y F (LMRS)BITY 4 b e
FIFVVRTE-D a4 VT Y v (VNR) D Fk, £
DERFEYACCERBEBCEVWTRELLEZA, KORKR
»Ebhic. @ FNR EMRERRR EEREFZO FN O
REREEEEACRERLTWE0RE LT, ) v AHEBE
ERBEWBOTLETOERIBDLAIZ L. @ LMRS 1178
MM HEEER S TH D LM DO - 38 L TRE, SHo
5T SERERBBCRR T 2HAR DI L. @
VNR iz2owTik, filmEtos v BRCEtTta Y, B
AR ER E 12l 4 17 S T BET AT ER L
T\ & TH5H.

asB A T 7Y VIiEEEMN FNR THBH™. oA 7S
Y itd o5 FN OfifRgEE F 41 v D5 %, RGD O F/)

Table 6. Correlation between histological subtypes and immunchistochemical stainings of PLP-fixed tissues

in 34 cases of gastric carcinoma

Integrins Basement membrane
Histology VNR FNR LMRS FN LM Ve HSPG
subtype
+~t - +~*t - +~*x - + £~— 4+ E~— 4+ £~—- + E£~—
pap 0 6* 5 1 5 1 2 4 3 3 5 1 3 3
tubl 2 1 2 1 2 1 1 2 1 2 1 2 1 2
tub2 7 4 .10 1 9* 2 3 8 5 6 4 7 4 7
por 5 4 7 2 4 5 3 8 1 8 1 8 1 8
muc 0 5 0 5 0 5 0 5 0 5 0 5 0 5
14 20 24 10 20 14 9 25 10 24 11 23 9 25
Abbreviations :

PLP, periodate-lysine-paraformaldehyde; VNR, vitronectin receptor; FNR, fibronectin receptor; LMRS,
laminin receptor subunit ; FN, fibronectin; LM, laminin; IV C, type IV collagen; HSPG, heparan sulfate
proteoglycan; pap, papillary adenocarcinoma; tubl, tubular adenocarcinoma, well differentiated; tub2,
tubular adenocarcinoma, moderately differentiated ; por, poorly differentiated adenocarcinoma; muc, mucious

carcinoma.
Symbols :

+, distinctly or continuously positive ; =, faintly or discontinuously positive ; —, negative,
*, significant difference by Fischer's exact probability test (P<0.05).



300 %

MRaEERET BEFIEEA L, EEELORF#EE (focal
contact) W< Ve 7 & — L LTHSRTWAY™. £-C, &
|, FNR 0 %8+ FN ORELFARATIIWEHL T2
ERELDTHROKRLELXLRS. L L, —RICI
FNR OFH, HEEI VL0V FV FT#HBFN DOEL, hE
FEMRECERERTHET L, ERREL LD
FNR 124 L, FN Qo A oFTH L Ebh TV 5"
Christensen Bt FEET, FN BHEAECHE h B2
B - EBEEMNMELV-Z &, Plantefaber 513 Rous @Y A /v
A TENPEGERY LM B 1 v 72 ) v (FNR) ©
(EF & FN ~DEEEOE TS Z &, Akiyama 53
MO ER(LEHT B M v 7 2 Y v (FNR) D 5fi
O EAME L D BB (clustering) BIEHR LB L,
Roman H® 4 [E#EIC FN D%k & FNR O U0 % A{k (disorg-
anization) 2EMRHMEICEBGLTWAZEXHELL. BRAT
12 a5 B (FNR) FH D= L\~ Chinese hamster ovary (CHO) #fi
kiR — F= v ACBHEBOREREHLDH TRV EY, B
T of CHO #ifa~ as, /LcDNAR + S v A7 =7+ (BA) T5
LBBREOETLX - Py ABEEBEORFTET 2D,
FN L LAERINB LHEShTVA™. - TSRO
Rk, Bl FNR ORBR LV v < HBERELOMFI—R
FELTAL3ICARZE. I, BESHL, SEHOHERT
3 aBiB Y 7 m —F AR BGCTT LI LIC LB b D
LBbhD. K, Oda Y IXRAKORY 7 = —F L fifEEH
WCHBTORRYBRA L, ) v ASEEBEMACH T VA
74— 3 Vv IBERTF— 4% (transforming growth factor 8,
TGFB) DHEEDO ALY, FNR , MlRERD FN ORERAe
MaRELZ EaRL, FNR ORBEHSBOREE - U v
BB L IEERD D IHEE L. —F, AT F PR
Hithe B ERTIR, 747 r 4277 AREE Y 21 VD
HlasEE a2 7" F ¥ GRGDS (glycine-arginine-glycine-aspar-

tic acid-serine) #5 T2 5/ —<HfifaD 2 v = —JUREEIET
FTHILEY, Kt/ 7 r—FAHBREC L > Te MEMR
BoEE - B - BEBERIOR - Vv ABHEBEEOXRER
EFTT2Z LM ERHEINTVD. BLHL, SEIAVLE
Hoas B RY 7 e —FAHBIMBERD a8 (FNR) 07t
T, BTy b ELBEL, ZODL ORI LB
LLTeEbxbDEbELLID. HROESME I L
LB ¥ 7 ==y F BRBERSHRET D&Y, KBER
TRA VT 2=y F OREINREICI00% TH B HYE TIR0Y
CETFTTHZ L, Fif Filkic X - TS - hBI2EE
ERDHZEY, Fio, v MEHIRRERIZFN, LM, =5 -5 v o
BETHBEEH B ABICI-TEOBE - BEELETI2
B, o (FNRZFBTEFTEHBY T ==y FOFR
LESMEEE L BBEEASA I EVRY, BT ey M EE
EEMPE L OEEYRBTHIRENS . ->T, §EOD
FNR MBS Y Vv ASREBER YT I &SI 20 TR
$7oz, MERHLCORIGLEH LTV AT LI X B EHEE
ThBN, ZTOHCOWTR, BERGOEELXHATINE
255, Lhrl, TRETORED I ST, BF 5 Mk
P OE N L »T FNR BRI BB TH5Z L4 +4
iz bhb.

KW EHBEECKITS LM 8L LMR OB SWTTH
5. LM I HEROTEMBRRS TH D, A, B, B
DEDEXEENTHEY LM LOMBEE L £ 2L L
THRE, a B, @B, B, as B ar B, av By, asBe, BEIHHRT
B HHAE LMR X asfi A vF YV VTHBD, b1V
FY B EEMBCER LEEEBCRET ALY R, &
SLEBTIE e B DWYPEHHTHAY L EERLT, 4
[ LMR Dav7 2=y + (LMRS)IZ{$TH5E/, 70 —F
FEO 2 RGTRBE L. i, SEEEO XEERRE
B wRBEET G RATHILEObBEBWC L. —HICZ

Table 7. Analysis of immunochistochemical stainings of PLP-fixed tissues and clinicopathological variables of

29 cases of gastric carcinoma

Integrins Basement membrane
Clinico-
pathological VNR FNR LMRS FN LM v C HSPG
items
+~x - +~+ - +~= + +~—- + *~- + £~—- + £~-
Small cluster 11 7 15 3 11 7 11 5 13 4 14* 4 14
Large cluster 2 g9* 8 3 8 3 8 5 6 7 4 5 6
Desmoplasia 6 8 10 4 7 1 13* 4 10 3 11 3 11

Non-desmoplasia 7 8 13 2 12

n (—)+n (+) 7 12 13 6 10 4 15 7 12 8 11 6 13
n; (+)+n; (+) 6 4 10+ 0 8 5 5 3 7 3 7 3 7
Vi — V3 3 3 6 0 4 3 3 3 3 3 3 3 3
Va 10 13 17 6 15 6 17 7 16 8 15 6 17
Symbols :

+, distinctly or continuously positive; =, faintly or discontinuously positive; —, negative,

* significant difference by Chi-square test (P<0.05).

Abbreviations :

n (—)+n, represents early stage of lymph node metastasis ‘and n,+n, advanced stage of lymph node
metastasis ; v,—v, represents positive venous invasion and v, no venous invasion ; according to the Gerenal
Rules for the Gastric Cancer Study by lapanese Research society for Gastric Cancer.
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nETiz LM 3 L O LMR ORF G HEY - BBELEET D
Lo WA S, fob 24, Dedhar 5Oz e B REM R
# N-methyl N’-nitro-N-nitrosoguanidine MNNG) Iz X » T & b
e ORBRICEX 2 &, @b, @by ah DIEFEAEIN
L, thidflafithaBE5THI L L > T Y AR
PEEMERTEYIAET B I LA TE S L WE L. Mortarini
LY IERRICHANEBREROE b A T — MK a by
@B, af DFEFLEZ &, Guirguis H* BRI O HRE
werr LMR ORE - RRBBH &, 1, Iwamoto
Lk AWETIR, BEEEMETIZ LMR ORBRILES,
LM CHE LBtk R — K v o RICEIRIES T 5 & Bt~
DEBNELCHMTAY ZLinETHD. Larl, KBET
FEBOEEL A /77 ) VRROBEYRNZ L, e ¥ 7=
=y } (LMRS) ORBIEBHLETLLS o ORHENMETL
WA EERPEINTER Y, AohTOL T 7YV VD
%H L I LMR IS DL THR—ED RRIZELhThich. K
BT, a¥ 7 ==y b (LMRS) DGEROEMIZERY &V
FehD LM OWE - ek BE L e, ThidEEEO
W s LEETHLOTH»72. LL, BIEN - BEBER
B - MISREIE R s KO RT L OIS EE YRS D
LRTERED 7. BEF S LMR 24EHR TIEEDERES
BTFORE - Bl FERE» D AE - THRI - HRTDD
DTHH, 2D ERSERSCHERIRECRED LS RRAL
T ERBBA LTV B s.

av B AT 7 ) ik RGD =7+ F& & LT VN, FG,
VWF, FN, TSP, PP, LM # 0V # v F& LTWwB 7 4 b wui 7
F#vLve7&— (VNR) THAHY. Fff, » 7/ —<#laz A
W T, S FN, FG, VN&#E LS L CRE -
ERELMEBELTRET A VT VY Vv ThBEEPRA LS
it oo, I, avBd v 7270 v (VNR) 2RBE List-e
PSRRI BicDNA #EA LT av B HBEF BT 2 &
VN R FGIEELTBBTALIARLDILYR, ey 5T
KEA T — =ML R — Fv v A TOEBHEENES,
DEEIY o BETFEEATHZ ETEETDZE® I EME
WeLTHRRIA TS, i, RO(LEEMEO ndk M T
2, B LS oy Bl av B DFRBUEIMA R LR D Z L,
b MEBSBEOAEF Y — 205 BT 2=y b BB
TAHZED LB TWA. BN TIR, b x5/ -<DE
WHRETREBEECEE - EBTABAC Ay 7 ==y PR
BINBZED, 25 —<OERBE anf DR X (HEHET
BLENERHHRTWS, AT avH 72y FREBE
ELICEEB oK, ez LY, BiEosERE
B (G3) EEMER G-Itk g+ 7=2=y } (LMRS)
DA E avH 7T 2=y POREELZBZETHRRESI ATV
5. Db LB AR HSED av B (VNR) ORBIREL R
FLTAHB L, VNR B0 Bl MIMIRERY & b, ME
DEER LR T (, MEEEEEIBVEVIREEL - T
Wiz. 4@, VN SBERREITT Lich - 7228, VNR & VN
DR LYT FG,FN wEBE VXV FET5, 0% b MRS %
VAV FETBAL VT 7V v THAIENEEIRS. OF
h, MEERL DOV FEAMKCERLEE, Tiebd, AROBE
CHYT2MBC#EG LT VNR 8 h, MRACHE, B
BMEL, S CHECEB L TWAD TINS5 5.
VNR BB iz FN 120% A% CHEBOEREE IR h

Tuipio s £\, A5 —=HTIZ VNR 12 FNR &3t
R LTFN EREESTAHZLE®, ¥, op KB CHO ERMI
Bed PV - KB TI2 FNR & VNR AMERC@\ CEMAE M
(haptotaxis) T = &M e Eimnh, EAEOERN Y EEM
ABHTIBCIIERDOA vF 7Y vORERVRLETH D,
RIS, R SBRELEAL IS THRRIRED
DEEZLNL. ZOPTERICKTZ2RIMEEEE VNR ©
BN VEECHIBEELELTEDLIHIENTELS.
VNR Rtk B A £ R 2 PCNA g TR S h 2 Mila
RFERENE 2 LB - R EBOOTTELLR D Z LR
TEA. EESTFRESLVGI I EXBLT, MlEEOHRE
LS LTVWAZENTHELLRDENLTHS. Ttk
W, o BETFE ay Bt M2I-L fIRCEALX - FT9 A
TOEBRERELXZDE, afOERELSCBUEEEHY
AR BT Z EABB IR TV 5%,

&, MRRREGEY 4 2 20 v EEARE: PLP AEERAT
PCNA #f&dufn CHRE LT, VNR BBH R & B oM
(PLP EE#IE) ofte, » 24 v EEERO R FEAE T
BT AT S &) VAETEER EMERB TN
CHIBIBEIEE D S 5 . AR OKE L PLP BEEMAMR T
Fotont, MEOEMITAD DD, PCNA BHEROIELOX
HAEL, BEOEIADLARM o7z, —RIC A ZH A VE
EIC BT B PCNA ffgufaid PLP BEEOH S ETHRER
DMEACIERMEOHENE S TH DO, i, ERICHle
Ao S % FET 5 bromodeoxyuridine (BrdU) ® & H T4
Wk B BRI T, Al PCNA OBNERE ER L
T B MRBIEIEIG XA e DR DAV G DB G I T
OREEHIL T BITE WD, - T, BEOHRIC
PEoT, BEIIAHA, RYSEsL/RL, Eh oK
<, ARl LCIRERC P - TR ME L TV D EE X
BRETHAHH. MIABHEELIZBERE TS REMET
Boto. TOX DI EATEOEE TIKNCEA TR
A LTVLD D E® 2 FHMOBBRME T L RO R’ E
HRTWAZE®, Fi, RSRMAE~E Ui ik
B EA RIS, BEBL G ik E-TVWBHZ
L0 Uy, BRIERTL bR OEA L VOGBS
(LUt ke DMt L £ 2 B &2 L Bbh 5.

o ]

PLP FH%E B aliaan, » 2 »o v EEH &0
&, ROFEHIRARETTIR (PCNA) W THIMUEIRE %, AEIERLS D
WEEAVF IV vORE - SR REE U CHEE Y R
L, EAVTF 7Y vOSFELDERCOCTRIL, &
DFEH AR,

1. Bk v A SO BEERE & & b AR
R & S EEA D - T BN IB R IRAE O AR AR
B OB L REBIEMETH - 72 (p<0.01).

2. a4 vF 2 Y v (VNR) OBEOTEETIZ VNR Bt
DF R A ISR RE D E A - 72 (p<0.05).

3. aBA T ¥ Y v (FNR) ORBEMNTIELZ 4 7rE2F
VIBM, 72w b (LMRS) BBEEETIZS 1 = VBKT
Btz (p<0.05).

4. M&IF O VNR, FNR, LMRS 0 FHc oW Tk,
VNR % pap T, tub, CEEME, LMRS X tub, THB¥ET
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B -1z (p<0.05). FNR iz —EDEAILIC) » 7. FOfOME
R E OBEETIE, VNR B WEBHMECRE N
Aie, PEBEAFHE LB EEROEEMICEBE T
otz (p<0.05).

5. 747 vk FYREEBRFERCECCHERENER
(%) THRERIE B TH D, FNR 1Y v R_Ei~DE Y
EREAIC BT ERR LY. EEERSOVIH 25—
Vi, NRVCEBHRETREROZ 0S5z,

6. MEBEHOERL, v 7Y vOSHFRE L OB
BEOBRBEIXchoTchs, NMas—¥y, 747 rxosy
e ofmER L.

LEXD, BEBIEOERITH » CIHACEEYRTH,
Z DT VNR 2V ARSI BB S CRETDO R BB
HBLTWAHZE, BLOFNR ORBREEFHE~DRSY
HEFELTY vAEH~ERLEBE LRI LR TR THHDEEL
bhb.

# &

ez slB L, B HEE - ARMEYE D LSRR

HREREHERED RS, BRBOBLYELET. T, K
Wigs, HOEERREE LB FELREAR R#EMAL 00—
REEHEAAMZECHLE LEF 3, @i, $RAEE
REMEMASEREERE S AR BERLINCHEE L o2 TR
LET. SHLTHEEAFHHNERBELTCTE - BHRELELHR
BREFERE, ZHYT2RIEL X LDAMELEFCRB LT
T, BRCAPFRCEBNLES ¥ LS REERE OB E DR
BB LET.
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Abstract

The present study was undertaken to examine the correlation between the expression of integrins, the distribution of their
ligands (type IV collagen, laminin, fibronectin) and clinicopathological variables in 34 periodate-lysine-paraformaldehyde
(PLP)-fixed and 10 methacarn-fixed advanced gastric carcinomas. Cell proliferative activity was evaluated by proliferating
cell nuclear antigen; the condition of basement membrane components by immunohistochemistry of type IV collagen,
laminin, heparan sulfate proteoglycan, fibronectin; the expression of integrins, «spg, (fibronectin receptor, FNR), 6
(laminin receptor subunit, LMRS), a, 8; (vitronectin receptor, VNR) by silver enhancement of immunogold silver staining.
FNR expression and fibronectin immunoreactivity, LMRS expression and laminin deposit were well correlated respectively.
VNR-positive carcinoma cells showed higher proliferating activity as compared with VNR-negative cells (P<0.05). VNR
tended to be expressed in moderately differentiated tubular adenocarcinoma and in small clusters of invading carcinoma
(P<0.05). FNR was positive in cases with widespread lymph node involvement (P<0.05), but no relation was observed
between histological subtypes and FNR expression. LMRS was also positive in moderately differentiated adenocarcinoma.
Although gastric carcinomas in small clusters were usually desmoplastic, there was no definite correlation between integrin
distributions and desmoplasia. Those findings suggest that VNR-positive small clusters in gastric carcinoma represent local
invasiveness, and that FNR-positivity is related to advancing lymph node metastasis.




