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Intramucosal differentiated neoplastic lesiono]l A MUC67} Z7l% o] dom submucosal

undifferentiated carcinomaol A HGMeo] AA %11 p53 FA W=7} Z7FE o9&

2
4

KN
o .

- gEAge|1FelA TFF-19 FANE} S5

; A% : Regenerative lesion¥} neoplastic lesion 7+e] ZHE X tholl CD44s, Ki67, p53e] W Al
| =%o] H. A9 FEg dastsde] e glo] MUC6, HGM, pb3 M A Aol 83

2 oHd 2] /= 3% %]V oA (%)
SCI =% #H< 104 0
IF
71 e} A3}

S EERE]

3 4

FRITEHD

X RofFo] FRFES IJpage o]yjE A olef



Project Summary

. . Application of immunohistochemical staining marker to pathologic
Title of Project . . . .. .
diagnosis and risk prediction of gastric cancer

Key Words immunohistochemistry, gastric cancer

Project Leader Myeong-Cherl Kook

Associated Company

<purpose>

Examination and establishment of the differential immunohistochemical staining patterns
bewteen the normal, regenerative lesions and gastric neoplasms

<methods and results>

- 237 cases of resected gastric adenocarcinomas or adenomas and 49 cases of regenerative lesions
were examined and tissue microarray blocks were prepared. Immunohistochemical stain was done
with antibodies for pb3, Ki67, CD44, E-cadherin, c—erbB2, MLHI1, MSH2, nm23, TFF-1, TFF-2,
Fas, FasL, Pepsinogen I and II, MUCS5AC, MUC6, HGM, CDI10.

- There were the significant differences of CD44s, Ki67 and pb3 expression bewteen
regenerative lesion and intramucosal differentiated neoplastic lesions. In neoplastic lesions, the
markers were strong positive in the surface layer and upper part of 1st layer.

- The expression level of MUC6, HGM and pb3 were significant in the prediction of the
submucosal invasion. MUC6 was positive in the cases of differentiated intramucosal carcinoma
and HGM was negative and pb3 positivity was increased in the cases of undifferentiated
submucosal carcinomas.

- The positiviy of TFF-1 was increased in the nodal positive cases.

<Conclusion>
- Immunohistochemical stains for CD44s, Ki67 and pb3 were helpful for the differential
diagnosis between regenerative lesions and differentiated intramucosal neoplastic lesions.

— Useful parameters for prediction of the submucosal invasion were MUC6, HGM and p53.
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47739 e] A4 gastric glands el A5 F9loll o] yEpAIRE FE A9 5459

glands®] o Zo A FEH F7A] AR Lxs= G Kol i =&
S FE Ao oA A’ ey FgzAo] obd AN Fye] Ao o 1 &
ZbEE WWo R Fhdo] aHT

- Adhesion molecules : CD44+= M XZF FF o 285l 542 o8 LA CD449] HA+
Hol A7} #EF 1 9o A YAIANAE 6v, Tv Fo|] #A&AFHY YT =E ZE FHAA
A= ©E Sy, 9y, 10vs el HAALHoo] A7} H—‘E Aoz waugoel 9l E_cadherine

| d

AZEZE Fel EE AR diffuse typed] 91HEe] oF 50%lM TdEo] HaH] glov 53
7t AkE e diolA germ-line mutatione] Hirso] ¢k 7hH= o] Q= A5 <dA A<l

o At Bed Aoz FgHw gk

- Growth factors : c—erbB-2+= &3} £ 20%0A F71Eo] gloew E3] 7+ Holet &
HatA BEEe] e Aoz BuEe] grh

- Mismatch repair gene : MLHI1¥} MSH2+= ™ ¥4 9 mismatch repair gene® & o] o]
P77 g F4n BEd Aow ogyA ke

-9 FEHE FAA D nm23 9o WHGAE oY T HoleH e Fket Adud
Aoz dejA glov IFAME olefd HuAol Bmse] JYrk” TFF-12 9 v 33
Bl
19

[*]

st o= B FFo] HH Hdo] 7HAS TFF-1 lacking micedl A 9 A& 2 A%
obEo] WHAlEtE o] Hawo]l Yk FasLe]l wdo] ¢JekEe] oF 70%clA  Z7tdTh
Pepsinogen II+= A4 27 W AS5F AFd vg 25T AFoly UdFoA wdo] A3ty o

B ASF AZoAE wdo] 7o oh:]_zo

o

A

- FH V1= AR mE Rl Tl Adtsts =de] el wE el
A71H 3 vk MUCSAC ®=+= MUC6e 44dY 4-F gastric type, MUC2 H+= CD10e] ¥4
7d-f- intestinal type2 2 58t o] wE FFTA B A= Apolo whal] ATTE
1:]_'21,22,23

K
%2

- AgTolA FFAHAEAY] DS i B w=io] BiEo] ot AAl A
| | ¥+ regenerative glands® adenoma % differentiated adenocarcinoma®l
g3k vag Mol AAE =ES =Erh wlA, B Ao A= differentiated intramucosal
neoplastic lesions¥} regenerative lesions® Bl 7 M-& 2 Aste] 7hE A ko] AFRS = Q& 24

S a5

- Y HT WAAS 3 A EAEe] EdEHAoY o] Alsd ARE FHE s
sl A= FSW  undifferentiated component®] EAl o - submucosal invasion 2 nodal
metastasis A5 A3 AT T F e 7Pl 8FHI Uk AerAA=e] oide] H+=
differentiated adenocarcinoma % @5 intramucosal cases®} beyond submucosal invasion casesZ®

Tt T 1ggbe] Aolg Hlawatel



2. A3

(1) Zd : 2005004 20061 Abele] HHAE = A GG EA & o3k HA] A oA
Z9 187 Fd# o thsle] tissue array block #| &8kt HE 94 &glol=& HAASte] z}
Zd¥E normal mucosa, intestinal metaplasia, tumor YolA coreE AAE AT
Submucosa °©]7 & FFolME FTEFY dFEAQD A TA AAES Holm FeddA
intramucosal area®} deep invasive area°l* Zt7ZF coreE AA3ATE Nodal E+ distant
metastasis’t = FdldME Zztel R coreE AATATE Sk owm Wi FU
o] A= A5 A4S st FElE ATt A7 cored: AT A7 oA
WA B AR Al gk 39 30l A= WA B A 24Es HstAnh T4 T SHle 237
dolt}. Z FFFde Y AL male 152, female 85% male:female=6.4:3.6°] 1
o Har yol= H7AMlolth  Gastric cancer®] F@o Rz AAES W oA

%l

regenerative lesions 49¢] A A3} tissue array blocks A 2H&} it}

(2) #wastd HA : Adenocarcinoma® 22 FRHE dEYLETIO EH7ITA wet
differentiated type¥} undifferentiated typeo.2 ®F 3F9th* WHORF7] %] w=wm
differentiated typeoll+= well or moderately differentiated tubular adenocarcinoma, papillary
adenocarcinoma’} &% %™ undifferentiated typeol+ signet ring cell carcinoma, poorly
differentiated tubular adenocarcinoma”} a1@¥ T} Vienna classification®®] V3, V4, V5.19|
A Fdst= WS differentiated intramucosal neoplastic lesions@ 2 g om o]F V5.1

intramucosal adenocarcinomat differentiated type WS X 3FAZt}.

[Sex]
male : female 152:85 (1.78:1)
[Age] 57 + 122
[Histologic typel
Adenoma, (V3,V4) 34 (14.3%)
Differentiated adenocarcinoma 92 (38.8%)
Undifferentiated adenocarcinoma 111 (46.8%)

[Invasion depth]

mucosa 102(49.3%)
submucosa 48 (23.2%)
more than muscle 57 (275%)

(3) AhgaA @ WA xZsedA ¢ gy EES 3um FAE AHse] g€yetd 9 g4
AL AR Z 120CoNA zF Ao whe} 158 - 3087 antigen retrieval 34 S AFRGY. &
olFAZ 7zt A wrS-zAo uwgl 328 - 12417 ¥kS A7l F o] x84, avidin-biotin

complex, DAB #4#] %S %% Azl ¥ hematoxylin stain dte] @23 th. Eo] kA 9



2o Fo] FEIAA A7 non-immunized seraE negative control & AR&3lt. A&

A= pb3, Kib7, CD44s, CD44v3, CD44vb, CD44v6, E-cadherin, c-erbB2, MLH1, MSH2,
nm?23, TFF-1, TFF-2, Fas, FasL, Pepsinogen I and II, MUC2, MUC5AC, MUCS6, CD10 =
of digk FAE A8t Th

(4) "z 3std el A

Autdl Ao wE HAGEe] AolE #EAE Y] g8 AUHTE ANARHAAN LHFIIT7A 3w
sle] 7F4 91ZS upper 1/3 layer(layerl,L1l), $7+& middle 1/3 layer(layer2,L.2), 7}°¢ o}ed1% S lower
1/3 layer(layer3L3)2 &3t 2429 layere] thele] AMAEE BAs AT =3 layerl S B}
A Este] AU Halds 2SS surface layer®Z 1239 3L surface layeroll A layerl ¢ Z7+# 47}t

e

O

A 1st upper layer® Ttk GMNIEE AAE AE7F 1%H R A$ 0, 10% "Rl A $-
1+, 10-50%%1 4% 2+, 50%°]43 A% 3+2 #F=sReH o F 03 1+ negative, 2+¢F 3+&
positive & #A3A T CD44s2] 4§ QAZAEE drz F53dsd Aoy A gdx e 5U3)

AW 73 AEZ strong positive, Bt} °Fs A EE weak positive® 8t

9l om P-value <0.052 93

of

(5) BAAY 1 2 28] dlet W HuE ¢ testE ot #AE
A7z AAs9ch

3. AFFd WE 2 2%
1) Regenerative lesions¥} differentiated intramucosal neoplastic lesions<] H]
CD44s, Ki67 % pb3 WA gl sl + Zgztel felgh Apol7k #E =k

(1) CD44s expression : CD44s¥= FA = lymphocytes A Ao Al FHE At AT = @y
of Hed wdAEE AU Ao wel xo]l7b A Th Pyloric mucosa®l A+ layer2t layer3<]
foveolar epithelial cell, mucous neck cell, glandular celldll<= WhH-&2o] Axo] st GALAS HHYo
U layerloll $1*Ig foveloar epithelial celld| A& o2 @do] HXFEAY A A, st
upper layertt surface layerol] GA = ZA$+= 23| 494 O]O*T?} Fundic mucosadl A = layerl® ¢

A 278 pyloric mucosa®t YA th Layer2¢} layer3ol A= thi-2o] A E7} AL AS Hol= A
< pyloric mucosa®}t FYLEF oY FAMAHEE FFd=d o= fundic glandsE ©|F % chief cell©]
Fog oz kgt AAHEE HAY] wEolddu. HAdH 9= @2l regenerative lesion®} neoplastic
lesiond] A= layerl7hA 73 QA S Holx AEE0] L8 AL & 4 Aok 28y, 1 AL
AolM = F BHA AolE HITh Layerloll A FAFAEEY v &S ¢F Wo] {Fogt Aol&
HolA ¢gtoy} GMAELESY ML EE Fod 2Fo]E HoA neoplastic lesiond 74 $-o= thHEE
Sl A e S HA S regenerative lesiond A= gk A1 A7 A Wt ol gk A
= surfaced] 71719 A4E B2y #HEs A} Ist upper layerol ] AR EE vws s A9 %
dAS B =7} neoplastic lesione 89.7%d| W& regenerative lesiond A+ 18.8% %t}
Surface layerol A9 A3= )% %33y neoplastic lesione 84.7%°]1} regenerative lesion®] 7 $-+=
49%°] E33F9 ). wpEkA, neoplastic lesion¥} regenerative lesionrksol| = surface layer®Z 443

Mepgo] AolE wolW 53 GAZmo] gloA ol PAAAL BET + YA

mlru

)
o o
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CD44s staining grade

Intramucosal

neoplasm lesions (N)

Regenerative

lesions (R)

surface intensity 0 or weak 9 (15.3%) 39 (95.1%)
(N:R P <0.001) A=0.732|strong 50 (84.7%) 2 (4.9%)
surface percentage 0 or 1+ 9 (15.3%) 30 (73.2%)
(N:-R P <0.001) A=0.512|more than 2+ 50 (84.7%) 11 (26.8%)

1st upper intensity 0 or weak 7 (10.3%) 39 (81.3%)
(N:-R P <0.001) A=0.667|strong 61 (89.7%) 9 (18.8%)

1st upper percentage 0 or 1+ 6 (8.8%) 20 (41.7%)
(N:-R P <0.001) A=0.292|more than 2+ 62 (91.2%) 28 (58.3%)
upper 1/3 intensity 0 or weak 6 (8.8%) 30 (62.5%)
(N:-R P <0.001) A=0.500|strong 62 (91.2%) 18 (37.5%)
upper 1/3 percentage 0 or 1+ 6 (8.8%) 8 (16.7%)
(not significant)|more than 2+ 62 (91.2%) 40 (83.3%)

middle 1/3 intensity 0 or weak 9 (13.2%) 9 (18.4%)
(not significant)|strong 59 (86.8%) 40 (81.6%)

middle 1/3 percentage 0 or 1+ 6 (8.8%) 2 (41%)
(not significant)|more than 2+ 62 (91.2%) 47 (95.9%)

lower 1/3 intensity 0 or weak 13 (23.6%) 4 (8.7%)
(N:-R P = 0.04)|strong 42 (76.4%) 42 (91.3%)

lower 1/3 percentage 0 or 1+ 7 (12.7%) 1 (2.2%)
(N:-R P = 0.05)|more than 2+ 48 (87.3%) 45 (97.8%)

CD44s surface intensity
B0

50

40

30

cases

20

b DD or weak
1] Estrang
Neoplastic Regenerative
CD4ds Tst uppper intensity
70
60
a0
w40
@
o
o
1}
20
1 ; koo | [0 or weak
1] Estrang
Neoplastic Regenerative

cazes

cases

CD44s surface percentage

—

Meoplastic

CD4ds 1st upper percentage

Regenerative

—

MNeoplastic

Regenerative

I:|Elnr1+

Emare than 2+

DDDM+

Emare than 2+




(2) Ki67 expression :

Ki67 staining pattern

Intramucosal

neoplasm lesions (N)

Regenerative

lesions (R)

surface involvement
(N:-R P <0.001) A=0.370

negative
positive

25 (39.7%)
38 (60.3%)

42 (91.3%)
4 (8.7%)

1st upper involvement negative 6 (9.4%) 27 (58.7%)
(N:-R P <0.001) A=0.457|positive 58 (90.6%) 19 (41.3%)
upper 1/3 involvement negative 2 (3.0%) 26 (55.3%)
(N:-R P <0.001) A=0.511|positive 64 (97.0%) 21 (44.7%)
middle 1/3 involvement negative 9 (13.8%) 3 (6.4%)
(not significant)|positive 56 (86.2%) 44 (93.6%)

lower 1/3 involvement negative 22 (45.8%) 8 (22.9%)
(N:R P = 0.03)|positive 26 (54.2%) 27 (77.1%)

layer 1 50 (75.8%) 5 (10.6%)

dominant layer layer 2 8 (12.1%) 35 (74.5%)
(N:R P <0.001) A=0.723|layer 3 0 (0.0%) 7 (14.9%)
whole layer 8 (12.1%) 0 (0.0%)

KIE7 surface stain
=)

40

30

cases

20

|:| negative
1] B positive
Meoplastic Regenerative
KiG7 layerl stain
70
=in}
a0
w40
il
(]
o
© @
20
o [ negative
1] — £ [ positive
MNeoplastic Regenerative

KIB7 Tst upper stain

cazes

1 [ negative
1] b B positive
Neoplastic Regenerative
KiB7 dominant layer
ain]
50 7
40
)
2 @
O
0 [ layert
= layer2
10 [T laver3
0 g % EX] whole layer

MNeoplastic Regenerative




Ki67 positive cell2 A4 pyloric mucosa®l
FHo] #=FEY. Fundic mucosadl A=

ox By =4 2t e ade B A

A B layerl® positivityZ7} S7FedTh

e R P E

A3 v

Wzt

H] ol A =

B T2 layerl¥ 29 AA AAA T
HolmA pyloric mucosak.th=

3l neoplastic lesion¥} regenerative lesion?l]
CD44soll A 9} fAFSFAl surface

layer2el] 3
Bu} layerl%

layer®= Z42 positivity7} 78 = 2748 B oA surface layer, 1st upper layer, layerl involvement
oo o3t Ao]= HW Tl Ki67 positive cell?)
2 5o JAY B dAd 24 sds ArE X

u] neoplastic lesion< layerlel positive cellE ©

Z -

F+= d "3 regenerative lesione layer2”’} dominnat layer$! 73-$-

A& wolFalrh

(3) po3 expression :

7} =9k
layer?] #4& A=0.6102 % Ki67 staining patternel Al §<9atA Vel o2 424

HE7) 74 =2 dominant layerE® #A33s9<

o] 33 dominant
T M Ee T

o I T

A2y 2 o = pyloric mucosa®t fundic mucosa EFolA A2 p53 positive celle] layer2el] <23}
0 3
= O

Auk AR AEY 1% n O F p53 positivityE 2
S7 AT T g tel 2E
!

o)A p53 positivity 7}

1™ mucosa Wl A upper layer® Z4% 1 2o]7

A g ASE 278%d wkElo] regeneratlve lesion

o]

H

0 Flo _xk?L

. Neoplastic lesion?} regenerative lesion %
of AR wE folF o]t BB
&5} o, Neoplastic lesion®] 7

& 1sEHE Adstar B

4% layerlol

7ol

Regenerative lesion surface layerdl A& EE 47} Joldtl, ®3 Neoplastic lesion® 7%
positive cell&°] FEZ layerlel dAY == @‘%‘ﬁﬂ] o FUIA EIxs= G} o)gont

regenerative lesion®] 74-%-ol =

layer3ol Al & #z

s

o Intramucosal Regenerative
pb3 staining pattern

lesions (R)
39 (100%)

neoplasm lesions (N)
37 (62.7%)

surface involvement 0 or 1+

(N:-R P <0.001) A=0.050|more than 2+ 22 (37.3%) 0 (0.0%)
upper 1/3 involvement 0 or 1+ 15 (27.8%) 44 (97.8%)
(N:-R P <0.001) A=0.644|more than 2+ 44 (72.2%) 1 (2.2%)
middle 1/3 involvement 0 or 1+ 18 (34.0%) 39 (83.0%)
(N:R P <0.001) A=0.447|more than 2+ 35 (66.0%) 8 (17.0%)
lower 1/3 involvement 0 or 1+ 17 (45.9%) 27 (79.4%)
(N-R P = 0.01) A=0.294|more than 2+ 20 (54.1%) 7 (20.6%)

p 53 positivity
(N:-R P <0.01) A=0.143

0 or 1+

more than 2+

32 (47.1%)
36 (52.9%)

39 (79.6%)
10 (21.7%)

negative 0 (0.0%) 1 (21%)

dominant positive layer layer 1 20 (37.0%) 7 (14.6%)
(N:-R P <0.001) A=0.688|layer 2 0 (0.0%) 6 (12.5%)
layer 3 3 (5.6%) 29 (60.4%)

whole layer 31 (57.4%) 5 (10.4%)
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ph3 positivity ph3 surface stain
B0 40

40

30

cases
cases
o
=]

20

[ negative [ negative

0 B2 positive 20 % B positive

Neoplastic Regenerative Neoplastic Regenerative

ph3 layer! positivity ph3 positive layer
=] 40
40
30
30
8 &
@ @ a [ negative
20 [T layer 1
10 1o layer 2
|:| negative E layer 3
i] by B positive i] 2] whole layer

Meoplastic Regenerative Meoplastic Regenerative

2) Invasion depthol] W& ®] L

Zoko] AR H3S differentiated typed undifferentiated typel & thiFo] #H &S uj
FTF HaAES} dAT FIAHS A= ~dE0] 45 FFEH A Differentiated carcinoma

—_

ol 5] mucosal cancer®} submucosal cancer “L& 3t MUC6 @A zpo]E R ATE Submucosal
cancerd| A& tiE ¢ =7} MUC6 negative 9T}t Undifferentiated carcinoma Z=#| ol A% FA}
g Aol #AEFAoY {Foldt FF2 oYl Undifferentiated carcinoma®| A1+ mucosal
cancer®} submucosal cancer Fol HGM A3 p53 A Al zto] & RS th Mucosal cancer®]
Zd7} 2% HGM positive 1t} Differentiated carcinoma @A s F 2H7F] #93F o]
o] =& A WxE Bl p53ES mucosal cancerd] H]& submucosal cancerolx] ddo] =

7F =

oy
R

Submucosal carcinoma®} proper muscle © $3 Zd e vl gojAE CDI10°]
muscle invasion ZFolA Z7lEE FAS BHIoU Fojdt =L ofygom I 9 EEoA

E 5old £718 Holx ekt

c-erbB2, MLH1, MSH2 52 83t 93 A& S HojFx Edth. MLHI 2 MSH29|
o] Ay ZFdE 27 MLHL 7.6%, MSH2 2.7%9 233ttt &, T 2404 &4 2
: o3|

_11_



significant markers in T stage Tla T1b
MUCES6 in Differentiated ca. negative 27 (675%) 20 (90.9%)
(T1la:T1b P <0.05) A=0.000|positive 13 (32.5%) 2 (9.1%)
HGM in Undifferentiated ca. negative 0 (0.0%) 11 (61.1%)
(T1a:T1b P <0.01) A=0.222|positive 9 (100.0%) 7 (38.9%)
p53 in Undifferentiated ca. negative 18 (81.8%) 12 (50.0%)
(T1b:T29¢]7¢ P <0.05) A=0.273|positive 4 (18.2%) 12 (50.0%)
MUCE stain HGM stain
30 12
[ ] 11 —
20 10
10 8
|:| negative 7 |:| negative
il | B&] positive [ _ BE positive
mucosa submucosa mucosa submucosa
invasion depth invasion depth
ph3 stain
20
% 10
Dnega(ive
1} B positive
mucosa submucosa

invasion depth

3) LN metastasis o] @& vl

= A$E 9 15422 mucosal cancerE A 9 3lal
submucosa ©]4F of o met vlastth Al FE AR
shgo Wt 7 2Fo2 UFolx B4E A d3H S wl, undifferentiated carcinoma ¥ HXZA A
o7} & ZFolA TFF-1 YA W=7l F7ists &27do] &AL 1 9 8L F93% ol &

HolA &kt} Differentiated carcinoma = #H &A= F23k Aol5 Hol= EZo] gl

Mucosal cancer & HXZ #Ho|7}
[e)
I

significant markers in LN metastasis N- N+
TFF-1 in Undifferentiated ca. negative 11 (73.3%) 5 (35.7%)
(N-:N+ P <0.05) A=0.357|positive 5 (26.7%) 9 (64.3%)
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TFF=1 stain

Count

[ negative

2 B4 positive
Ni-) N (+)

LN metastasis

4) CD44 variants®] 23 kA

CD44 variants 3H, 5H, 6¥ o diste] A AMES A &etdrt. 3FF< variants EF squamous
epithelium® basal layerelA] A @322 esophagus mucosaZ positive control® AF-&3FS1 T}
CD44v3-& AA =4 regenerative glands, neoplastic lesion 5 olA #& wd ¥ % &ttt CDAMvEE
AAZ 23} regenerative glandsoll A A HEE R vt FAEZRZANME BF 10 Sd(4.7%)) A7k
o] HAHPoH 2ATA FPolv FEHY] I SHF BHAo] HHHA Fdrh. CDAvhe
Az o A pylroic mucosa®l neck Y4 layer29] foveolar epithlelial cel, intestinal metaplasia®l
oFal Al o] %At} Regenerative lesiono] A+ 43.9%04 gAo] #AZEHJ=Y F2 layer2E $4
© 2 epithelial celle]l € A1o] At} Neoplastic lesiono] A& 45.3%01 A SAolgle™ F= layerlol A

FYALS] HAIU FF £AgH PR B2 58 Anyol glom G WrdE Fo%

. Regenerative Differentiated Undifferentiated
CD44v5 stain ] Adenoma ] .
lesion adenocarcinoma adenocarcinoma
negative 23 (566.1%) 10 (52.6%) 38 (49.4%) 58 (59.2%)
positive 18 (43.9%) 9 (47.4%) 39 (50.3%) 40 (40.8%)

5 718} &2 wa %Al ¢ Pepsinogen [& %o A A3 w3 E R ¢kgtom Pepsinogen I3 20% <) A
I 3 A9 Qltt. TFF-2+ pyloric glands® mucus neck
FTHNME BE ZdolA SAodY. 2y, Fd Aoy AT AT GA

243 sk nm23, Fas, FasL 5& %3} %%
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1) AAFzZ2 Regenerative lesions, intramucosal neoplasia®] W¥HE<S v w3 A3}, CD44s, Ki67, pd3
o HEAGLE o HHE A Hol7t J5E TEASAT.  CDME UFEY FIAxze} EFHEAA T
A5 = FA9 cell adhesion moleculeZ F2 AFE 7] Ao £A|5t+= hyaluronate”} ligando]™ X+
Ao st B4 AIAEe] AAFANA LHo] FrtEe Ao dex Y’

Ki67e ZH4AZANA Bdol F745v p53e ALFHAAF FA4 WolE PAHE 48L dn
gom web oA FAMLAN AFHOR BA BRD 5 vk Fde WAelA BAHE B
Fe Edvole] o s5ade] AR pssudel AARA Ten AFANE AHE et

%
Aoz odeAd 9rt! o] BEAESL AHA pyloric mucosadl A= Aube]l F7FE9191 layer2ell, A4 fundic
gland °lA = layerl#t layerZ«l BAC AAA FE FAHJ=H o= on & gl AAA
proliferative zonel a@3tE 9ot} E A9 AT} regenerative lesionsoll A proliferative zone®]
B4EY o FFHolA layerl# layerd3e] dF-E7HA Ki67¢AH A 27 2 H o pb3s} CD4s
AAxe A= FukEddY a8 O FH FAFAE layer2ell X8t layerl®] upper portion
3} surface layer7bAl & o83t FAAME Z77F BAFHA gk ol AMAYYIANAE  surface
layer 2029 HAARsTAH] doji}r] wEd AHo|th* 181} Adenoma EE adenocarcinoma®]
A o9k t2A F 2 layerlel FAAMEZ £A418H layerl9 upper portion¥} surface layerol] = <
AS HolA AAAQ proliferative zoneZ} mature zoned Aol dojykS-S & 4 At FH,
= 7hiaA CD4se] A =st R=rE ZHask Ay pb3el YA E7E = layerloll Wt S
AEe] #AFE= AL ol WFO 2| maturation S Hol= Zom AR Fx Qi)
il

A
2 adenomadl A= layer3°l Al neoplastic cell£°] pyloric type glands® transition ¥ & 479]
=3 |

ox

fak)
i JE B
ol

}_

ofr

2 A ¥
ZH=E o}, Neoplastic lesionso A& T th2 EA 02 adenocarcinomad] ¥ Z# A= Huto]l AA

28]
of AAAM Fdd Az FAAMEIF Exs = ©]= neoplasm AAAH O R JMR T W H[ AL
maturation”}A Add Axd Aoz AzZE 3 B 4 vy wEbA, proliferative zoned regenerative
lesione] HHA AHAAYX A FHEH neoplasmol A+ layerlo® A% maturation zone
regenerative lesion®| Al FA4F AW Holdtist  neoplasmo]  HWA 9A] layerd3Z A3 FH
adenocarcinoma® 7= WAl maturation®] LA wako] A= Aoz AZtHM o]yg A

regenerative lesion® A9y 1E3} FUd7Ee] o &89 4+ e T ~2HdoE FuHCH

2) TU Hax: 2 HxAd AHole #y® W ¥ < xE undifferentiated type} lymphatic
invasione] & ¢##x th® Tumor suppressor gene, trefoil factors, mucin pheotype, nm23,
HER-2, Metalloproteinase & o2l =2 tis] dxdxo] = oot Beddo] vk
Hiso] Qo & AFolA e 7]Ee] AFATgA dEd 245 st AA A g s
Aot AR Al Z2A A o] wep AER GRSt ZHzbe A dubeld g 2 gz d ol #
HE JAAE FAFSEA T

gt mucinel g WS zAF AN wWgdRE I gastric adenocarcinoma®  gastric

T

=
marker®} intestinal marker?] W& g wet EF3F] A =imEo] Bol RIHIUY. o]

[e} R
218k B H o)A gastric phenotyped® FxZd Hol7} vl Wiy QQrkPH Wk EFoke] 377}



)¢~ Z& 79 gastric phenotypeE Ho|t}r} Fo] 3P3sHHA intestinal marker’} &}
BAE glolA olgld EFWe UAF onE obx EHsteitt® B AT A3} mucosa
submucosaZ}#] F1 @ ¥ differentiated adenocarcinoma®] T #HE°lA MUC67} L& = T
86.7%+ mucosadll = 3+E cancerq] Aeo] #AHtF E3H undifferentiated adenocarcinoma<]
$ HGM<e] #&do] Abebxl 7 $-ol= &4 submucosal carcinoma %t MUC69F HGM- 7}t

A pyloric mucosa®] glandular cell¥} foveloar epithelial cellol 4] 23T = EZZ  gastric

FA

&,
ox o rlr o

o

differentiation®] A x = AL&¥ = Edolt} o]ydt EdE Hdo] FHAHE AL 244 &
A% 2 w3tk diEste Fdoldgs BHrop e #3tE Hole AR Ard F o
o]d Ao FFo] t] W WA UL HAoZ AT 5 AL AHolthF UAAAAZT A
BAA =S AAsked doA FFo Aust g o Feof Aol of Bt Aol RE A st
T T3 Axelg. da wWeEstH el dAdr|Ee FTF #8=7) differentiated carcinoma$! A
undifferentiated carcinoma?l A2 #Ad = Aol B A3 A= YAA AAL B3 =44
FE g FEolA oled Mg H HEZH HolE o Fetna & o, ojyg T4 #
sl o] F7hsle] BTl ARZd ddr|FoR F85HA E8E  dS FoZ gEch

Trefoil peptides® mucing £H| sl AT TollA F=2 A2 EE secretory peptides® 3=
< FAste] AFIAEE BRIEdte AR dEA FF-12 A% 2137 foveolar
epithelial cells®lAl TFF-2% pyloric glandsolA 2tz Wt H Y, S EAEo A TFF-22 H& ol
o T, N #7719 #agom? TFF-1< tumor suppressor gene? & 37} 9] cell cycleg 9
A5 knockout miceoll 4] multiple gastric neoplasms®] WA THE B a7 Qth!® B ol to
A} undifferentiated adenocrcinoma©l Al TFF-12] #3d o] nodal metastasis 57Fe} #edAdo] U&=
Ao g FEEHT ofH74A] TFF-13% F4°] ofd=et #dE His glon vE 2 A4
T FeElvb Arls shu dals JEA AL Agrsord Fdolekal AzbE

Z 30
5
H

o)

3) TLAA CD44se] Hdo] F7hs = do] #EHE mel CD44 variantse] T3S AdRy
2} &9tk CD44 variants:  alternative splicingell 98] UEhYH  og] E=FH Fol A
invasiveness¢t nodal metastasis®} ##H o] B s o] r}* Gastric cancerel & CD44 varinat
6°] nodal metastasis =7Fe} #HAAo] Yrh= Barp =o' B AP A= variant 6 FF
I HAAZzZE BFoA LEFA ko variant 5 B2 T YA Tdo] FHu adenoma$t
adenocarcinoma Ztoll FAFSHAl €& ¥ ™ tumor progression®l = 9|3 #HEA o] gl AoE #
ZEojA g2 A3 RuEd AR & Holdh

4 ATHR W BEYHE

(1) d+48%

7k =l RS A AR ekEA] = AR " A

i
M
)
ox,
ofy

b = D A shenls R uE
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