L L S LI A
wcjd@wijgnet.com

(44

TR
J3aishideng®

RN HILZYE 20118738 H; 19(19): 1981-1984
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

12 #F EDITORIAL

Bl LR E, B ERRNBETSBENARLE

R, R OB, BRI, T

BN, KA, BKE, SWME, LA THAFRAHRERH
A BT 201318

1EE R BT BREBSFEIITTN, KNSEM
TSSVENR. ARIE, NRASIENSRINDER WIS,
BiRfEE: SF1, FEED, MTESID, 201318, 58, £
BHEFRMXXEREFEER, DB RFEZRWES
NARERFBDFTEIR. gzeli@163.com

INFSEER: 2011-03-05 {BOEHHR: 2011-05-18

BZHE: 2011-06-21 EZ&HBMREE: 2011-07-08

Intestinal metaplasia,
intraepithelial neoplasia and
gastric carcinogenesis

Ze-Li Gao, Cheng Zhang, Fei-Ying Sheng, Li-Wen Jin

Ze-Li Gao, Cheng Zhang, Fei-Ying Sheng, Li-Wen Jin,
Department of Gastroenterology, Zhoupu Hospital, Pudong
New District, Shanghai 201318, China

Correspondence to: Ze-Li Gao, Department of Gastroen-
terology, Zhoupu Hospital, Pudong New District; Depart-
ment of Gastroenterology, Zhoupu Hospital, the Ninth Peo-
ple's Hospital Affiliated to Shanghai Jiao Tong University,
Shanghai 201318, China. gzeli@163.com

Received: 2011-03-05 Revised: 2011-05-18

Accepted: 2011-06-21 Published online: 2011-07-08

Abstract

Gastric cancer is a common disease that greatly
endangers people’s health. The mechanism of
gastric carcinogenesis is still unknown. Gastric
carcinogenesis is a long-term multistep process,
during which a series of precancerous lesions
develop sequentially. Intraepithelial dysplasia
and intestinal metaplasia are two types of gastric
precancerous lesions. Because of high malignan-
cy and unclear etiology of gastric cancer, there
are some difficulties in carrying out successful
primary prevention. Here, we give an overview
of the definitions and classification of gastric in-
traepithelial neoplasia and intestinal metaplasia,
and elaborate the relationship among Helico-
bacter pylori infection, atrophic gastritis, intesti-
nal metaplasia and gastric carcinoma.

Key Words: Gastric precancerous lesions; Intestinal
metaplasia; Intraepithelial neoplasia; Helicobacter
priori; Stem cells

Gao ZL, Zhang C, Sheng FY, Jin LW. Intestinal metapla-
sia, intraepithelial neoplasia and gastric carcinogenesis.

www. wjgnet.com

Shijie Huaren Xiaohua Zazhi 2011; 19(19): 1981-1984

ik %L

BREATERENRME R RRZ—, LA R
AU B R A, B RO R R AAET
FA B F K ey iE R AR, AP R B AR AR T R,
BB AE, 3B AR R . BATaiN, B
B FRYE A fofpy EEAAR B RATRE. L
TRENSESN, LELRRELRIVE S AT
4R, FA AT IR B 69 — BT B AR IR A
AXFHE LEABE. FREAEFBHIL ALY
T Ang 2, VB AR, ZHER X,
LA S B R A AR RS R AR B AT 4R R
g AP S | B R T AR, R TG
KREIRAT B RmarmE. A 2E%EE L
478 byt Yo m| BT VA BB A R8T R

KE: BEARE; B ERLE; B EREE;
B TURAT B, T2EAE

S KA, B, TME. BNER ERKE. BER
NBLSERMVALRRE. BFRENBEKRTE 2011; 19(19):
1981-1984
http://www.wjgnet.com/1009-3079/19/1981.asp

0 51

T P P A AT R0 2 —, AR
JifRg O T U IR R BB 240, Z2/3 BRI 9 R AR AE e
i K. JE R TR 425.16/10 07, (L IE
JRIFE T %4 14123.35%, B G RIN AT H T
NBAZ Wk B, A T7007 NAE T S . AR
75 B oK 3k Jie S i S A AR A 26 <20%, 1T L3 e
Bt TF ARG S A A7 3 AT 1590%). 8 i iR AR
BURIAN, o B0 B i AU T el | T8 1T (Helico-
bacter pylori, H.pylori) &< ¥ 5 22, Correa”
et TR ARSI E R RS KB
RN b B A A - S 2R A - 80 Ay o -5 Y 12 o
AR . 5 3 A A e i R S R T
ARPEANTT IR IR D IR RNE S, 45 5 T
Y, g rEFEEEE &, Bt BHER.
B 9N JENEE 985, HT A (precancerous

L EE R

R AR R
R, A gk
BT AT H
(H.pylori) B 3 #
BT A FE R AT
KA e AT R R
ATy &L TR
T RBBELE, €
5B I AN

R TG A R AR
TR A&

W& 15 F WA
HhE R, 8l ZAEE
IR, TP E R
%o— W B TR K
feraft



1982 ISSN 1009-3079 (print) ISSN 2219-2859 (online) HHWFRELABEILIYE 201187888 $£19%5 5195
l#:?:if%ﬁﬂ lesions) &R B M &, W LA AA mo, M3 moNiZWiEH IR il e & F LR REL
KudoF % it 451

SE, A E
BmALEREL R
DALY -
WL R IR IL KA,
ZIRRE R
WEAEY THHA
O, FEIE 45
L -

S IO ST R B A
(IR 90), M3 RS 2 B L g
2, SR SR T 2 P

| BAORFEUEERN CRNEBT
AN LTI A= (atypia) R R 2E (dysplasia): A4t
A 2 H T RV N 3 AR AH DG B TR A
R R ZHON N R, A
AT R IR bR b R R AR, A T
B S RS A AR, B NI AR (gastric
epithelial neoplasia, GIN)EFR'H [ 7 A4 4=
(gastric intraepithelial dysplasia, GED), Orlowska
FKolodziejezykZ Ak GIN AL ¥ (1 77 {395
A%, JEHRIR T R A AT e AR e ) X
B, 7877 Grundmann 19755 15 (UM ] 5 AL 48 /4=
Lo 5 H ARSI A 2 22 0%, 5 8
RPN 2T RAER . AR g ) i
R R AR, 200047, WHOHESE AT H A=
PEARZON /=00 b 5 W98 A% (non-invasive low-
grade and high-grade intraepithelial neoplasia); [
Jei(carcinoma) & S A IR 41 5 22 A 2
R

R L J 998 A2 (low-grade intraepithelial
neoplasia, LGIN)¥5 b 5z 45 F A0 i 27 e ) PR
TR R A, A T R AR R A R S
RIS, 23007 WA IR o] b e R AR
(high-grade intraepithelial neoplasia, HGIN)#5 |-
R A e 0k W oy (U o S YA
A2, AT R A e A AR R R A . R
FEE 1) S B A I 58 v/ s BUAL 2R 8 T 1 R
R IIE SN, 22 BN Ry A — Tl RAPER AL T AN
{%%ﬁ%%ﬁi\ R S R A HA e A
Wi i)

2 BE RS

e 73k 22 25 el i o BT 4 6491 445 TS A A BRI 21 2005
Lo A HGINGG 5 B 61 R, %t
3 B 2 8491 42 52 AR BE T AR 1) B A A4S 1) 9 24 2
A, WEIT AT s 286 AR 1 B2 WTHGIN
(1) 2 PR S AN AG 4EFFHGINI 2 W, H4R24
P IE h o, o H B R R B2
W A HGINTE KB DL R W I C 8- 7R AL
[ 7 Sk 27, LGIN & 38%-75% 1T LAY B,
19%-50%3F 84745, MTHGIN A $16% AT 1
B, FREEAEE# 15 14%-58%""" . LGINHE Ji# b9
BHAI 10 moF44FE, HGIN 60%-85%f1 i #4-48

[L*ﬁ[n,lz].

3 BUENMEREESE

3.1 BAEBEeg A A N H IR (periodic acid-
schiff, PAS)M w8k —Jlz 8 {b M (high-iron di-
amine, HID)E A, H4 B ZHB I A0 A 43 i3 7 1
LR WY Bty 177K f e e SR PN SHU LT i o
B MR A i B E At B AN 58 A ek AR S
ABRES AT R B, AR AT R 40 3 b 6 ) A
7], ANTEVE A A SCR] 43 1T ASFNTTTAY, 11 2
RV i o S I VB U ke - = R VA 11 BiY 7
A= A o ) R v,

3.2 BE% W R A A IR AR (A M2
4 B AT Y AR R AR PR 22 410). A2 I
F2RRRAL: (DA PEZE S B RO A IR A
J A s A 1) IR A AR IR AR AR () AR AR T 2
i R0 A R B AT ] 2R e AT A LM 2
ZURAR, BUINE 20 0 5 1k [ A R A £ R O
AU Karaman: 3 240615 G TR 6 A 5
% MEZE 1 4% (autoimmune metaplastic atro-
phic gastritis, AMAG)ZEAT I AR 437, 45 1 12
NIRRT, 46151 734 R LT (R AP 2e N 43 Wk i e
(R, 1190l 3R R, 1491 5 g 1) i e

4 H.pylori5 st
H.pylorigVEIEGAE Z 45 EH R0 AF ik
HEAER. HpylorfE RPN 02 T R0 N =,
NBEFH pylori &G 2150% ", H pyloril&gs#
BRI R A LA ARG = 10.965. IR R
H.pyloril& G571 B %22, b v] A pylori
RS R 801 1) S RS AN 1M 517 Rokkas
G R H py loril bR 5 B R A KRR I
H.pylori A 73 T 2401k H R ARk &
#, RHTBEH py lorif R N AR AR K A2 2 H
HEAT. A58, b AT e 2k e 21 e )
CHERTE R AR E 455 DL g e N
WAk 3 e A IR K LIAE45%, 1 v 7 B 4R
TH3E R S Jogei AN g 2D Hows >0,

5 BBvBV D FEMZFRE

AR A ) 2R DR A Sz LD i SR ANER e
P, StpRL GG AR, p 53 IR S AR A AH O HR
T8, SRIMX L8 A8 5 i fb ik e 3] Jgg (1) 0% &R 3k
W AR, L EATEE Mt (microsatellite
instability, MSI) & 245 1% % (loss of heterozy-

www.wjgnet.com



BRI % BEEG L. B IRNES SRR AR 1983
gosity, LOR2M LB AL ARE S A % 7 TR, BETERSHIRVERSERE wadatn

A IE R RN, B RVIDNA, B RVIN
KE R 5. ZE MR, MSTR LI, 24—
AN 2 L N KN, LOHKR A, 4 2
P FER 54 5 kM. Hamamoto 5 M 57 ¢
AT% I I R K2 T% AN e Atk s & b
1/9MIA f H BIMSI, LOHAY & 2E2/15. SugaiZi®
X 148451 L $0H 5 g 10 R0 8 PR g A0 R0 M S Az )
LOH, MSIRTFHIEARAR L. 15 BB A AR LR, &
JIEE T g6 7 s AL O RV 10 Y e 4k, 3R ' 6
LT 9 e 25 PRl SR (AR R

s P A R DN AT E X, HiAF 1)
REE e Fr G (AR S R 1) e B I, 7 1 et fh &
A AE S AR 25 O B B o JH A A g g A A, it o
GRRLR|— e FREE, A AN TR i I, R
2., TIPS ) Sk T v AR R
e 28, Wtk A= 20 B, ik R P2
FE—TRAF 0, Btk IR A B
I HE15% 45%F189%. Kameshima5PYHF57
R A b g v & T o k. ps3%E
DAL IR R 6 81, 5 40 P B 1914, DNAE &,
AP OC, 1B AR A PS3IRAS, I i
Je i R AEAE AT P,

6 PRt ERMBRSEENERLE
S0 2 12451 L3 S e AL A TR T emis
BEEVEIESY) , DRI H R A A, 4551
WoR 1061 K 1 b A HRIR IS A, 509 55 K1
b A R, R AR U, B R
18 1B R AR R, BN IBHZE T,
[T H 28 PR A 2P A 2R 7 2, DT AR 20 25 4, 8
I AR5 124518 55 H AT AN [F)RE R () AN 23
WA, fEEA e R, W B R AR 4. A5
At AMBEEE D BmZ P RREH
2 E, 28 BP0 68 41 i A1 [ 1) BE
Hor 5 110 6 7491 A 35t 92 P T A AN B0 491 4T 0 BE A%
ML VP, BDEIUE R AR S B R 2
ZURER R, 45 R BT B At 32
86.8%(59/68), i FE L5 i 2 4:38.8%(26/67), A
e AL T B A NS X B AR Kudo
PP R S, IRARH, AR RS
e IR AR S I A S BER A, RILE AL
A kA>T B S R, REZE 4R T
R, B B i A AR A A Tl
A R Z 40 IR DA B R A A A 1)
ZEARMY T P A R R AR IR 3 LA,

www.wjgnet.com

IEH T4 (normal stem cells, NSCs){r & —
Y KA A HE, NSCsTEAE T H-48 EH 4140,
WA ZA, H AR S 1. IXSENSCs BT A
HIANZ [ ok Re ok, o B IHIENS CsA7E7E
THUBRE X, N R B ) TR A
(ITRS, N R ™.l Tz i
PR, N B INSCsIR A% 52 .

AT 40 L BE 23 A T J 5 BE 1R /N B S
IS PR, 22 PR S  R MR, B S Pk
At A4 DR 25 1 FH I 386 5 0 i b 52 4 e, an
SRl oI 7y SR N (17 S
A= W b B Al A e R A R AN ) Ak
B XA S R AR AT KPR

B R A R e D K I 2 00 BRER, 1F
i RS AR A R B g %
- B b R A - b R AR AR - Y e
Tatematsu P FSURIL, T4 MLE bRtk
A rh R T H E  AH oAk, B TR — Al e T
FEAEE L R, RS e SRS
20 M, 3 e U R A A A T, Ak
W b R A AN R S T AR, i L 40 T Ak
U EUAE S R A A A R, R AN
R NS S R By E T R 22 C 7
A e A B — 40 R, e T4 ik AR

8 &g

AT 220 505 A T R e A R A B A
PREMEE . WAERARAN LR TRAEZ
R AR R D = R R A R = AN R ot
FRSES. fEH. pylori KGR I, 2k ametEH
RIRERETIREREB R, BHMEBREG
BRI FB)T, BEIRAEZ IRER MR
TERE A, ] 3E R R BE RS . IRAE S i B
B 2 P EUE Y . X 5 AR
PEIRGE = A B0 Y 5, 5 204N o B S A 4
A, A A - e 2R AR A O AR X AN R R
L 10-204F. 7] WL T AR AT AR, ) 2 40
PEW R AT R B0AIT, B R R,
ST A ) O

9 ZEXWM

1 Khorana HG. Polynucleotide synthesis and the ge-
netic code. Fed Proc 1965; 24: 1473-1487

2 Yamamoto H, Kita H. Endoscopic therapy of early
gastric cancer. Best Pract Res Clin Gastroenterol 2005;
19: 909-926

KRB R FEW, T
R R, H—
a9+ ML



1984

ISSN 1009-3079 (print) ISSN 2219-2859 (online)

HFRENBEHE

201147388 F19% 198

10

11

12

13

14

15

16

17

18

Correa P. A human model of gastric carcinogenesis.
Cancer Res 1988; 48: 3554-3560

Filipe MI, Mufioz N, Matko I, Kato I, Pompe-Kirn V,
Jutersek A, Teuchmann S, Benz M, Prijon T. Intesti-
nal metaplasia types and the risk of gastric cancer:
a cohort study in Slovenia. Int | Cancer 1994; 57:
324-329

Orlowska J, Jarosz D, Pachlewski ], Butruk E. Ma-
lignant transformation of benign epithelial gastric
polyps. Am | Gastroenterol 1995; 90: 2152-2159
Kolodziejczyk P, Yao T, Oya M, Nakamura S, Ut-
sunomiya T, Ishikawa T, Tsuneyoshi M. Long-term
follow-up study of patients with gastric adenomas
with malignant transformation. An immunohisto-
chemical and histochemical analysis. Cancer 1994;
74: 2896-2907

Hizg. B BRI AR E PR 28 IR AR R . S
RHHIS 592H; 2000; 5: 202-203

PritZe. BAR=MBI LR R Ee . SFE
ERRS#E 2009; 7: 430-431

Bearzi I, Brancorsini D, Santinelli A, Rezai B, Man-
nello B, Ranaldi R. Gastric dysplasia: a ten-year
follow-up study. Pathol Res Pract 1994; 190: 61-68
Lansdown M, Quirke P, Dixon MF, Axon AT, John-
ston D. High grade dysplasia of the gastric mucosa:
a marker for gastric carcinoma. Gut 1990; 31: 977-983
Kokkola A, Haapiainen R, Laxén F, Puolakkainen P,
Kivilaakso E, Virtamo ], Sipponen P. Risk of gastric
carcinoma in patients with mucosal dysplasia as-
sociated with atrophic gastritis: a follow up study. |
Clin Pathol 1996; 49: 979-984

Yamada H, Ikegami M, Shimoda T, Takagi N,
Maruyama M. Long-term follow-up study of gastric
adenoma/ dysplasia. Endoscopy 2004; 36: 390-396
Correa P, Piazuelo MB, Wilson KT. Pathology of
gastric intestinal metaplasia: clinical implications.
Am ] Gastroenterol 2010; 105: 493-498

Busuttil RA, Boussioutas A. Intestinal metaplasia: a
premalignant lesion involved in gastric carcinogen-
esis. | Gastroenterol Hepatol 2009; 24: 193-201
Karaman A, Kabalar ME, Binici DN, Oztiirk C,
Pirim I. Genetic alterations in gastric precancerous
lesions. Genet Couns 2010; 21: 439-450

De Luca A, Iaquinto G. Helicobacter pylori and gas-
tric diseases: a dangerous association. Cancer Lett
2004; 213: 1-10

Peek RM, Blaser M]. Helicobacter pylori and gas-
trointestinal tract adenocarcinomas. Nat Rev Cancer
2002; 2: 28-37

Rokkas T, Pistiolas D, Sechopoulos P, Robotis I,
Margantinis G. The long-term impact of Helico-

19

20

21

22

23

24

25

26

27

28

29

30

31

bacter pylori eradication on gastric histology: a sys-
tematic review and meta-analysis. Helicobacter 2007;
12 Suppl 2: 32-38

Leung WK, Lin SR, Ching JY, To KF, Ng EK, Chan
FK, Lau JY, Sung JJ. Factors predicting progression
of gastric intestinal metaplasia: results of a ran-
domised trial on Helicobacter pylori eradication.
Gut 2004; 53: 1244-1249

El-Zimaity HM, Ramchatesingh J, Saeed MA, Gra-
ham DY. Gastric intestinal metaplasia: subtypes
and natural history. | Clin Pathol 2001; 54: 679-683
Hamamoto T, Yokozaki H, Semba S, Yasui W, Yu-
notani S, Miyazaki K, Tahara E. Altered microsatel-
lites in incomplete-type intestinal metaplasia adja-
cent to primary gastric cancers. | Clin Pathol 1997;
50: 841-846

Sugai T, Habano W, Endoh M, Konishi Y, Akasaka
R, Toyota M, Yamano H, Koeda K, Wakabayashi G,
Suzuki K. Molecular analysis of gastric differentiat-
ed-type intramucosal and submucosal cancers. Int |
Cancer 2010; 127: 2500-2509

Maruyama Y, Hanai H, Fujita M, Kaneko E. Telo-
mere length and telomerase activity in carcinogene-
sis of the stomach. Jpn ] Clin Oncol 1997; 27: 216-220
Kameshima H, Yagihashi A, Yajima T, Kobayashi
D, Denno R, Hirata K, Watanabe N. Helicobacter
pylori infection: augmentation of telomerase activ-
ity in cancer and noncancerous tissues. World | Surg
2000; 24: 1243-1249

Yokozaki H, Kuniyasu H, Kitadai Y, Nishimura K,
Todo H, Ayhan A, Yasui W, Ito H, Tahara E. p53
point mutations in primary human gastric carcino-
mas. | Cancer Res Clin Oncol 1992; 119: 67-70

SIS, BRZE. IR EaRIHLUR L. PR B BRI R
1 2000; 26: 56-58

T, IR BANELSRRHRA LN A,
HREREAREAAR 2004; 29: 123-125

Kudo Y, Morohashi S, Takasugi K, Tsutsumi S,
Ogasawara H, Hanabata N, Yoshimura T, Sato F,
Fukuda S, Kijima H. Histopathological phenotypes
of early gastric cancer and its background mucosa.
Biomed Res 2011; 32: 127-134

Saikawa Y, Fukuda K, Takahashi T, Nakamura R,
Takeuchi H, Kitagawa Y. Gastric carcinogenesis
and the cancer stem cell hypothesis. Gastric Cancer
2010; 13: 11-24

BICAE, FRAEE. e T4l Sl e e T 4.
BR*LA 2007; 13: 691

Tatematsu M, Tsukamoto T, Inada K. Stem cells and
gastric cancer: role of gastric and intestinal mixed
intestinal metaplasia. Cancer Sci 2003; 94: 135-141

it BEFE W TRA

www.wjgnet.com



