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Fig. 1 Immunohistochemistry of ECD and AMFR in normal and cancerous
tissue : The expression of E-cadherin (A.B.C.) and AMFR (D.E.F.) was shown
by dark staining. Normal epithelium : (A.D.), Moderately differentiated tubular
adenocarcinoma with ECD (+)/AMFR (—) : (B.E.) and poorly differentiated
adenocarcinoma with ECD (—)/AMFR (+) : (C.F).

ECD, AMFR OHEBIG b /7o, AT 1353t
FETRY 7 v 72 7%y —3 (statview ver. 4.1)
EHO, tBEBLURAC7 > OBEMHEERE - T
BRI 5 %LLF (p<0.05) 2 HETHZ HEL Iz,
#w O OR

(1) ECD ot ¥ RSN T

IEH B T bR Ric —2 L < ECD 035
ZED 7z (Fig, 1A), ETIRIER & AEICEIZ M < B
%% ECD (+) fEfI%46% (63F) 1o, HIBET 2
ECD (—) fERI%54% (74f1) 128> 7= (Fig. 1B, C).
ECD D33 ¥ B8, SR, n, ly L oficaE:
BIfR IR %0 o 1o 28, HABRTANC ECD O%I & n,
ly & OB E#RE T2 (Fig. 2) &, 5MEA (tub,
pap) T, ECD (=) #ECD (+) Wh~RTHEZIZ
BEEICY VB REGMELlY (4) 2R L (p<
0.05). L L, {ESMERTIE ECD SHOBWIZ L
ly DBEICZ TS Rdr o 7>, FREOMERIZ Y > o SH
BB nIZloLTH Roh, S8BT D& ECD
B & n & ORI WHHEERIR LT &S s,

(2) AMFR O¥tat & B ARR B 1N T

EEHBREFICEAMFR DR % 82 o 7 o i
(Fig. 1D), —4, Bi% RSB OMELE - AMFR
DFR 2R DTz, PEBERROESIsS g T
Hoiz, 50%% cutoff £ ¥ % &5941(43%) 25 AMFR
(+) 27861 (57%) #% AMFR (—) 253 s /- (Fig.
1IE, F). ERBEZHAT KT 20, Iy &
AMFR OFEBRM L OMICEE 2BHERED kv - 72,
UL, BEEDEH LD, EMEMD b DIz AMFR
(+) BELIFEL, WEOM AHET2HIcEER
(p<0.05) BRVBVEEL (Fig. 3).

(3) ECD & AMFR OFBOEE Iz DWW T

ECD & AMFR 0 &HEOMBE 233 3 &, ECD
(+) fEFIz ik AMFR (—) 3% < (46/63, 73%),
#iz, ECD (=) fERICIZ AMFR (+) #3% < (42/
74, 57%), MHEDOMIC I EOHERELL 2 (p<
0.01) (Table 1), 2% b, Zh>DEHREH L HIE
B, MARBCREE Y — V2RI e80Tk
DIRE NI ECD & AMFR O#HH/ (5 —v k 1y &
DOHEFRERET AL EEERUERAAY—>ThH 3
ECD (+)/AMFR () EFITIX, MEAKEEDH
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Fig. 2 The association of ECD expression with ly
and n in differentiated (A) and undifferentiated
(B) cancers. The numbers in each bar indicate
the percentage of each group.
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Fig. 3 The relationship of AMFR with
clinicopathological features. The numbers in
each bar indicate the percentage of each group.
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Table 1 Correlation between the expressions of ECD
and AMFR

ECD expression |

I total
(+) (=)
AMFR (+) 17 42 59
expression (—) 46 | 32 78
total | 63 | 7 137
(p<0.01)

50% ECD (—)/AMFR (+) wk~xTly (+) O
EBEWZ EARaENT: (p<0.05) (Table 2).

(4) ECD %335 & M#Fd E-cadherin Fragment

FEAAS I BT 5 ECD ORI £ SECD & oEF
RS L7 (Fig. 4), ECD (—) l3#i4{kL, ECD i
BWHT 20850 bRETLLO% () &< HHAM
K450 % (—) &£ L7, SECDEIk ECD (+) #
TYHI3,522ng/ml, %72 ECD (—) B C¢F153,610ng/
ml &, EEZHEOFH2,51Tng/ml L KT 3 L BE E
RERTOATHEELEZARD o7, —F, BE

AMFR 0OB51z2oWwT

B 31E 105

Table 2 Association of Co-expression pattern of
ECD and AMFR with lymphatic invasion

E-cadherin/AMFR | +/+ | +/= | ~/+ | —/=
y(+) 7 | | 16
y (=) 0 | 35 | 18 | 16
o _
p<0.05

Fig. 4 The association of serum SECD amount
with the expression of E-cadherin in gastric can-
cer patients.
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FERID37%1x ECD (%) s EEh 348, SECD OF
#9136,225ng/ml ¥ ZBiz ERE L Tw iz (p<0.001).

() n, ly OF—5H

ntlyDHERZ KT LI L5, 176 Tn
(=) /ly(+), 12680 n(+) /ly(—) &, &&H2941(21%)
TnklyD—%R%»->7. ECD £ AMFR D%
LD, n i ly BEEERRCTRS 5 2 &80
BETHLILEI DERET LY, BELZEREIBOSh
Bdvois, —7, BB SECD L W#EtT 5 &,
BBV SECD #E13 n (—) /1y () fiEflTik
Y#33,158ng/ml & EFEWCHNTEE LR 2RT O
MU, nFhRly 2 (+) OEFTIERCLERLT
Wiz [n (F) /1y (+) 1 F¥#4,789ng/ml, n (+)/ly
(=) 1 ¥#597,219ng/ml, n(—) /1y (+) : ¥i55,211ng/
ml], U»L, BB TiEn, ly DBEECEKE L
SECD L& #%7RL7: (Fig. 5).
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SEME L 7202051 % B v THIREA & el 44
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Fig. 5 The association of serum SECD amount
with ly and n in differentiated (A) and undiffer-
entiated (B) cancers.
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ENTH»3Y, Lrl, SHEOKRETIZ AMFR OFH
HEnly LOMRERZERIEEL 2ok, K5k
MR & 2 EBEEBR TECD 2 & 2 Mifaf s 3,
mRNA BEE LV~ VT AMFR ORE 2 M&E+ 2 L 3§
HEINTHEDY, EBOBEKMETH ZDECD &
AMFR Q& DHEBIZHEZE SN THW 37, SHOERES
ZHIZEBL Tz, 1, EMEE T AMFR 03
BERL T2 LI BRI, iRL - ESMETRR
ECD #HOFH L & FHlMESsEEE IS
EVIREBRID I —BLTBVEKENEZZTH
3,

n&ly 3ERR—BIRELDTH 25, K 28DE
BIT—BLadol, BUASLRERR, HBAOEHE
ZHE TRALEMBCTHET 2 L v 5 HEALKK
BEORANDZEEZ OIS, IR ULETTIEE
HAEHER LA V7550 ChRELRBT 2 HED
RT-PCR 2 & 2 /5% % ECREBE .2 T3 &, &
7oizn, ly SBRHES D LW IRENE L H 5, Bb,
n(=)/ly (+) % n(+)/ly (=) & v> 5 1% technical
false negative ThH 2 HJREMBKE W EEZ 5N, U
YHERRZH OB L LT v vE R E
RAEEEZ2L, n(+) £ ly (+) OTRTOE
BIZRHL S 2 &5 2IEENBLER L E L 5N 5,
SECD BIEREDOECD DFEBE2 L RMLTE Y,
nly EHET 2 £E2 502, SEOKRETIE, SECD
Bngiikly L TECD o&ERea kv B
R TH o7z, ThiF, FEREIz & 2 ECD OFFfi
EBEO—IICBE B DI L SECD REE 4
DHREERBL TuaizHh b L,

BRIGHEEZ 5L n, ly & & FHEEESZEL
THoERBIBONLLDTHY, FHMRETT
5 Z L BARET H B, WTRTER THIRIER D ECD,
AMFR ORBEERFET 2 2 L RTRETH o 1228, R
BYEEOIS—HLHRTBST, 4> 7L 0K
b, REREDCREHET, Tk FENTEREE
ZLWwEI308% %, SECD e Fliarse <5
%92, WOTHBICHESh, L EEHNCHE
BRICABERTOWE LW IFdE -T2, S%IE
BWEBREABHE a3,

DL R EMFRBEC L AREIX, BEOLZ
S RIRE, EMBNLEEEOEBIN RSB &
FoTWw3, Lirl, BEEHTET 2 OIEYSNE
PIELR ST, EOIPREE OBFRSNEEL, BE
ZEMFRRECRE USRS & LT
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Implication of E-cadherin and Autocrine Motility Factor Receptor in
Lymphatic Involvement of Human Gastric Cancers

Yuichiro Doki, Hitoshi Shiozaki, Kenshu Kawanishi, Junnji Gofuku*, Masahiko Yano,
Toshimasa Tsujinaka, Masatoshi Inoue and Morito Monden
Department of Surgery II, Osaka University Medical School
*Department of Surgery, Kano Comprehensive Hospital

Lymphatic involvement (ly) and lymph node metastasis (n) were predicted by immunohistochemical
evaluation of the expression of E-cadherin (ECD), a representative cell adhesion molecule, and autocrine
motility factor receptor (AMFR) in gastric cancer patients. Soluble fragments of E-cadherin (SECD) in the
peripheral blood were simultaneously measured by the ELISA method. In the differentiated type of
gastric cancers (tub, pap), ECD expression was negatively correlated with ly and n, but there was no such
correlation in the undifferentiated type (por, sig). AMFR expression was carrelated with depth of
invasion and tumor differentiation, but not with ly nor n. Interestingly, expression of ECD and AMFR was
negatively correlated, and the ECD(—)/AMFR(++) tumors showed the highest incidence of ly and n. There
was inconsistency in the evaluation of n and ly in 219 patients, and predictions could not be made on the
basis of either ECD or AMFR expression. However, elevation of SECD levels was more sensitively
associated with the presence of either ly or n than ECD or AMFR expression. Thus, the immunohisto-
chemical expression of ECD and AMFR can partly predict the presence of ly and n. SECD were easily
measured preoperatively, and the measurements were reproducible, objective, and more sensitive in
predicting ly nad n. Thus, clinical application of SECD is expected in the future.
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