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Abstract

Epithelial-mesenchymal transition is a well es-
tablished biological event that plays an impor-
tant role not only in the normal development of
tissues and organs but also in the pathogenesis
of many diseases. Increasing evidence has estab-
lished its presence in the human colon during
colorectal carcinogenesis and cancer invasion,
chronic inflammation-related fibrosis, and mu-
cosal healing. A large body of evidence supports
the role of transforming growth factor-p and
its downstream Smad signaling, the phosphati-
dylinositol 3’-kinase/Akt/mTOR axis, the Ras-
mitogen-activated protein kinase/Snail/Slug
and FOXC2 pathway, and Hedgehog signaling
and microRNAs in epithelial-mesenchymal tran-
sition in the development of colorectal cancers.
Here we discuss the role of these pathways in
the initiation and development of the transition
events. A better understanding of their induction
and regulation may lead to the identification of
pathways and factors that could be potent thera-
peutic targets.
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I AR A6 T B-integrin, 2R 5 il il Smad3 4 #5it
MR s 1 FE B AESmad3 K #fiPE . p3SMAPK
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1 bt EM TR IE e 22 7 b e 1) e o A% e
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NF-kB. STAT3". IL-18. IL-6. IL-10FITNF-q
. NF-Boat Bl OB IRy AU R 28RE/ S 322 1 15
1. Douglas® 8 K s 4 i b RIL T 55
FINF-x BT, HLIE ST 45 i [ g ks an Fl Ok
HINF-k BMICRIZ [ A7 R V)R AR, 48 1) 2K
THilkappa B i i H 41 i N F-x BACTE H1 6l
T RREAH IR g R A A, AT Ay 5 Sl i g
NF-w BHJE A0 i 45 FH 3 AL 1 BE KK AR,
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B U WFIUR BRIL-6 68 fR4 1 i b Bz 40 i A
et T 40 B G S2 PR T, SR I e R S s 4 i 3
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IL-1FIIL-6 B A 1E 28 REAH OC I IR TE I, FF %
AN F-x BIEOE R h Tir8 ik 2k B S 3 T K
Jordee R, TR AR 9 41 i (tumor associated
macrophages, TAM)4)- i () TNFid@ it 1 IGSK-3B
et T Wnt/B-cateninfs 1% 5, (21 T 45l b1z
20 0 g R) S Ak, B R AE K W R R i A
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tor-1, HIF-1)[F]FFAE S8 RE A LS H 2 Al 1 iz 40 g
R TR ST AL R v 75 5 TR U,
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JEEMTIE Sl s ) SR 1, iTWEMTS Y T
AL K W K AR R R A DG I R, R
EMTYE S RE R o PR R AL M A5 2 — D

2 EMTEREBMESARREXNKIpELELE
PaYER
FAPTE 45 [ 988 1k S5 R o A 2 2k, A
A GRS T Gt R 5q2 1 AP CREAR KA A&
FAPH)E B, APCIRAHAN N B T K
KA 2 DB R, BAFAPEAE K& N
KIagEe S5FAPH R F 2 4K 2 5ok K
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FIENC145)%5%. APC L B-cateninh &7 £ 1%
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9L45 45 i TCF/LEF-B-catenin-Legless-PYGOX
HW, A Witfs 5 18 B RN, ERRHEWnt
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1 2% 2 FR AR HEAH EARE B 55 2 RF GF 24K, 4R
JFRS2/341%EGRB2. SHP2, FRS2/SHP2/GRB2
HAEYSEEGABLIEUEPI3K, FEGSK3RIE T
FFE. Snail-EMTZEE R NV E-cadherin/
a-cateningiA N G5l L R Al BB E AL, B
KB 5T KR A R F2R", LR ATk
WiDishevelled & Wntif i 1F 7 2 A, &Rk
FEAE R AL T 5248 R 7 B-cateninf¥) FifF, figd
FHe-MycHleyclin DEEPELE 5 s 41 g g™
48
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AR AR Tl g A R AR
TR SZ ARG G, TSR asil 1o Ra fid i oG
MAPKEH(MEK1. MEK2), S#i/NERK1
ERK2HE™. ERK sV F% 45 41 i A% - e A% e
K1, WEIk-1. ATF-2. ETS1/2, {55 5 5%
W TIF . 1956, BRAFERafF K — 7, b
SR 5 WS T (MRS A O, HAE9%-11%1)
g5 P RIS HAR, 1E30%-40% 1) i
T F176% 1) 45 11t I 98 Hh UE SEMEE K R 1 S
WORG; TR, 45 H b 2ILERK I = s, B
HESEERK . ERK29EMEAE W1 g v i (2 7 s
), RIIE 52 PHTM EK/ER KA 1 45 e 4
MK, RIIERKS 5 T 45 9 40 1 ¥ 19 5.
MEK LB Egr-1. Fra-1345&Snaill/238 k1M N iff
E-cadherin'™. 45 W 50UE 5L 45 1 5 40 i 3 ik
TEACIIMEK 3RS T 10 [ 88 40 i 5 74 K4 1)
7T FEMAPKI&R454h, Rasid vl il PI3K FIRho
GTPasesl 55 TGF-B A1 T K EMT. PI3KIH
TG I EM T R WL Wi find s ik4h, PI3K/
AktHEZ{fRho GTPaseiffif, tHHES TGFRIH % AH
A I 52 0 K R EM TR 2,

4.3 PI3KAZ 545 38 3 W IR LN LEE3 Y (P13K)
TE B O L A AR A R R S A T
LAEM. PBKAHIHIE FPTENGE K (105 4 4
A b 1o IR g AN 7y £ 1 RIS R SR 5 45 i e A
K, UFSEPI3KAF 5 1l i 1 K i & A= ok 72 ke
FHELEN. TR T 7866%-70% 1) K

www. wjgnet.com

P PTENRIA T, HERM P AT B %M
K. WAMEUESETNF ol i TPTEN Fifi. IEC-6
FIHIEA 3 $xPTEN 5 B-cateninK A /K~F- B {2
T, KIlES W40l i HH V-cateninB 1A L H %%
FETFE, $27RB-cateninff) #1552 PTEN 5. I H]
LY2940025Wortmannindfl#fIPI3K FF(E T c-Myc
Flcyclin D13k, 1M 7ERIE-141 g g B PTEN )
BE LT FRE AR FFFEIEC-6MHIE
AN P AP TENGTERIE I T c-MycHlicyclin D11K)
K, U HIPTENZ 2K n] LU i (2 12 40 o 94 4
AR T i S K P 1 2 A1) Bowen 5Pk
AR B AR R P TENZS i i 83 4t i b Ak €23 04
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