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sTie2 1 33 BE P i B 4 R I 25 3Pl 45 B7 % HCT116 APapYILEsE GERRMEE

AR A, FE R, EAN K, AL, A ZE AL, F75% (ANEHRKRF FWMEER =@ 4M
BER KWEERFAR TS, =& L9 650118 )

(4 ZE] 89 A Tie2( soluble Tie 2, sTie2 )X 4579 HCT116 4L i 4521 34 Z5( vascular mimicry, VM )IE A 1
B TR RARZRRE SIS, 2 ik 4 T4 BUR pBLAST49-hsTie2 K% BUFTRL pBLAST49 i I8 B /R4 2L & HCT116 40, 4>
JITE A hsTie2-HCT116 4L AT Cul-HCT116 40, @it 3D BRI LS  SRB 1 4 ML) S5 9% B Transwell 3254374 HCT116
LI VM JE B 4 TR R AR 2268 11, R ] Western blotting ¥ £l HCT116 40 i VE-cadherin % (10 %1k, % %
pBLAST49-hsTie2 20 R D 4% e 2 45 Jes HCT116 40, 5 Cul-HCT116 41 AEAH Lb, hsTie2-HCT116 4 VM 9T A%
[(0.75+0.45) vs (7.50 £0.52 )/FEF, P <0.01 ] VE-cadherin F FAYZEIAL (1.23 £0.08 ) vs (1.73 £0.02 ), P <0.05 ]
ST ARG T R A i R AR (32,57 £4.57 )% ws (188.24 £21.94)% ,P <0.01 ]; i iT# fE 730 (0.37 £0. 07 Jws
(0.80 £0.03 )mm, P <0.01 JRA2ZEE N[ (57.25 £3.17 ) vs ( 127.25 £6.25 )A/MEF, P <0.01 ] H BT, £ & :sTie2
T 3 B VML A0 i 45 W 98 A0 M R 39 5 R RS A2 A B O BRI MU 26 AR BT VML JE B S 1R 97 45 M s 1 250
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Soluble Tie2 inhibits proliferation, migration and invasion of colonic cancer
HCT116 cells through suppression of vascular mimicry formation

Kong Xianglin, Cheng Xianshuo, Li Furong, Xiao Youchuan, Yang Zhibin, Huang Youguang, Xia Cuifeng, Yu Kun,
Li Yunfeng ( Clinical Research Center of Colorectal Cancer, Third Affiliated Hospital of Kunming Medical University,
Tumor Hospital of Yun Nan Provience, Kunming 650118, Yunnan, China )

[ Abstract ] Objective: To investigate the effect of soluble Tie 2 ( sTie2 ) on the vascular mimicry ( VM ) formation,
proliferation, migration and invasion of colonic cancer HCT116 cells. Methods: The recombinant plasmid pBLAST49-
hsTie2 or control plasmid pBLAST49 was transfected into HCT116 cells by liposome to form hsTie2-HCT116 or Ctrl-
HCT116 cells. 3D model culture, SRB, scratch and Transwell assay were conducted respectively to detect the VM forma-
tion, proliferation, migration and invasion of HCT116 cells. Western blotting was used to detect the expression of VE-cad-
herin protein. Results: The recombinant plasmid pBLAST49-hsTie2 was transfected into colorectal cancer HCT116 cells
successfully. Compared with that in the Ctrl-HCT116 cells, the formation of VM ( [0.75+0.45 Jus[7.50+0.52 ], P<
0.01 ) and the expression of VE-cadherin protein ( [1.23£0.08 Jws[1.73£0.02 ], P <0.01 ) in hsTie2-HCT116 cells
was significantly decreased, and the survival rate was also significantly decreased ([32.57 +4.57 1% vs [ 88.24 +
21.94 1% , P<0.01 ). The migration ( [0.37 +0.07 ] vs [ 0.80 +0.03 ] mm, P <0.01 ) and invasion capacity
([57.25+3.17 Jws[ 127.25 £6.25 ], P <0.01 ) of HCT116 cells were inhibited significantly. Conclusion: sTie2 in-
hibits the proliferation, migration and invasion of colorectal cancer cells through suppression of the VM formation, which
provides a good basis for the development of new drugs for the treatment of colorectal cancer by targeting both angiogenesis

and VM formation.
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i I A R A HE B IR SR 2R O
B BT AR L E 2O IR YT R R — Rk . H
i RPN A 2 W5 3] UL S (B IG RS
RMIRA 0 2, FL PR 2 — P S 7 e ogg 2 b i
S A8 FEEAFE M AL 2 —Fh 2 b i 8 o B2 4 e
FEL RS I 23548 5 5 — T e 00 Rl i 7 78 i
2R BEFR R 1M AE A2 PSS ( vasculogenic mimicry,
VM) B RGP A A 0 AR 2 24 DL AR Bk B
( bevacizumab, BV )X} VM #9JE B AR {H B A #0
HIVER B B e AR HT, 2F T AR F i o Joc Ak e
B 2o Rk, FAREN R A S VM BB 1 25 4
TIEGITC LB TEE .

Ang/Tie2 {55 & A 148 Az il & #5541
Mo A2EER SNEE G Z AR Tie2 1Y MIAMEL,
B a] %44 Tie2( soluble Tie2, sTie2 ), A] L) 3a 4f P 455
& Ang, T Ang/Tie2 {55 3550347 b 1) H
). Lin %60 W5 7 H A sTie2 3 DY O JRAG 25 2R 14
FN BRI e Y e FE AV Ad sTie2 , /N B
I 22 R IA Y sTie2 ffi /)N BN 98 2 < Sl
BN T 75% , A1 g i A8 1 BT L 23 E 00 TR
I 40% o FEALL IR 5 SRAE R KM 9 Be RO A T
Jged v AR B TR, SR, sTie2 7 1L AE i ATA
BIE R BRI R WA B . A B9 2 £ B A B
VM TR 71 ) 435 g i 40 IS HCTL16 i) 4
B sTie2 76 VM IE W IFEH .

1 #MBEFZ*

1.1 =ZE&A

NG5 BRI 4N 2 HCT116 LK A B ik o4 Bz
2 ig ( human umbilical vein endothelial cell, HU-
VEC )BT H & 5 % R 558 % & 10% FBS ) RPMI
1640 5535 T 5% C0,.37 CW#AH. 201 % HCT116
LA HUVEC 3151 A v ERb2 B B W1 3 W 0t 53 i 48 7l
J# . RPMI 1640 %533 3k FBS 1 i & (1 filF ¥ 1 A
Gibco 2 Al , ¥ 5% 0] & B TaKaRa 23 7], PCR
WFNEM A Invitrogen A 7, /NRITA Tie2 FUA, 71N
FRPL N VE-cadherin FL1 ¥4 H Abcam 2\ &l , GAP-
DH FUAAIE 1 BE B AE Y, pBLAST49-hsTie2 = 4H ik
F1 pBLAST49 ki H InvivoGen 73 F], Matrigel %
4 E BD /],
1.2 pBLAST49-hsTie2 & 40 i 45 Bk 8 3% 4 HCT116

vascular mimicry ( VM ), soluble Tie2 ( sTie2 ), colorectal cancer, HCT116 cell, proliferation, migra-
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m e,

LR — K, FJohu A &= 1 35 55 20K HCT116
YRR T 6 LA T, 4 A B 80% ~90%
U YL AT, B 4 g pBLAST49-hsTie2 £ Jii b 0
pBLAST49 [Tk 43 51 F 250 wl JC ML 7 . JC XA I 1%
FEER IR AT BCS Wl BRI 250 pl JE I v
XIS EERBEIHRS), 400 T ZEEIF A 5 min,
Bl b R P AME SRR IR AT B IR 20 min.
W 2R AWM A AR IFANE 2 ml Ki373E,37 <C .
5% CO, 55 FHEFE 6 h 5 die i & i Bk i
FREL R IR, B U 5 0 40 L 4y ) 6 45 R hsTie2-
HCT116 40 g F1 Curl-HCT116 41 Jfd, I ¥ 47 5 252 52
I o
1.3 RT-PCR # # pBLAST49-hsTie2 # % )&
HCT116 ZafLpe st Tie2 mRNA #) & A

PEIAS- 140 LB, RNA , 2 TAKARA Ui B A3 ik
TTi %% 55 B cDNA . 2 B Invitrogen /A 7 6B i iE
17 PCR S I 45 20 4 it v Tie2 LA Bt NS
GAPDH By 3R ik, Ho R W AK % :95 C FZZHE 5 min,
95 CAEME 30 5,60 CiE k 60 5,72 °CHEff 60 s, St
36 MIEFF ;72 CHEAH 10 min, Tie2 MIFMBE: FF5
¥ 5'-ATTTCTGTGAAGGGCGAGTT-3", FilE51 4y 5'-
GCCGAGGTGAAGAGGTTT-3"; GAPDH : FiiF514) 5'-
TGATGACATCAAGAAGGTGG-3"; K iif 51 ¥ 5'-
TTTCTTACTCCTTGGAGGCC-3". FR S i In-
vitrogen A F A B, %R Quantity One 23X R 24T
JKEE AT, RS ES 3 IR,

1.4 3D 3% 7 # M pBLAST49-hsTie2 % # xf
HCT116 2t VM % s AL 1 69 % 4

SERGALSY R HUVEC 4HM0ZH( FHMXT IR ) (AR B
el Curl-HCT116 4 . hsTie2-HCT116 £ Tie2 H FIHi
kb BH( Tie2 Ab-HCT116 )4 5 #H. Matrigel % LA
100 pl/ LA 24 FLARCEL B, K HUVEC 408 \HCT116
4 Jifd . Corl-HCT116 4ff ifl | hsTie2-HCT116 4l ifl, Tie2
Ab-HCT116 ZHAETHALHIAL 1.5 x 10°/ml f4 20 il B,
ST BIFEEBLT Matrige 1Y 24 FLARHIIA 1 ml 40/
B H Tie2 Ab-HCT116 44/ A 1 ng/ml Tie2
FHTAR ), 7E 37 °C 5% CO, 5514 FHEF% 4872 h, #E
s AR T BEAILER S /N RET , 43513 5 A i T 1 i)
EEEH . BATRESE 3 IR,

1.5 Western blotting # M| hsTie2-HCT116 %a iz
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sTie2 #= VE-cadherin & & ) & ik

PR AN B 1, ) BCA SR ARG I 2R P Mk
J5, 8 FH 8% 1% SDS-PAGE Ji&¢ /3 25 & [, %5 it &
PVDF JI5; B B /NPT Tie2 LAR( 1:2 000 Fi ke ).
VE-cadherin HL/&( 1: 2 000 # B ) Fl GAPDH $i {4
(1:5 000%% % )4 C b, W H Z IFF HRP #rid
AL AE /N B Pt( 1:5 000 #iF& )1 h, & ECL &
o B, RER A, KA R Quantity One {4
TTIRBE ST . RS E R 3 IR,
1.6 SRB %4 M pBLAST49-hsTie2 #£ 4 %I HCT116
2m i, 04 38 584 % R

BBUAS S G A K AT % A0 T A kg BRI, X6
AT ITEL, S x 10°/FLIEFR T 96 FLAL . B A
WBEA , FR ARV BE S, PGSR 48 h, U 53R, AL
TA 50% B9 =5 . FR 50 pl [ E4N, 4 °CitE 1
ho FFFLANA SRB 100 wl iR 30 min, 1% KSR
eV BRI 150 wl/ LAY Tris ¥, 76 W dR %
ar LR 5 mins {1 K A 8 A DU AR T 515 nm
RESCE (D OH . BRI E R 3 . 40 E
AN MG FE (% ) =( RAEFEAIH D
- Kb ERAI 400 D H )/ AL 40 D {H x 100% -
1.7 X JR X 3 4 M pBLAST49-hsTie2 #% # 3t
HCT116 %8 gt 4% 69 % v

B LA, 4% 8 x 10°/FLAY S BE A T 6 FLAR
Ho KH LR MIE S 0 80% INF, I F1 (e Sk iy
FICHE ERLE, PBS ¥k 3 kbR 2RI T 40iE, & A
BEAE RS SR, HA% 0.12.24 48 .72 h BUBHAIR ., FH
K Image J BAE4HT AL R, S5 B8 71 AT RS B I
TR, BHSEIEL 3 K.
1.8  Transwell i # 0 pBLAST49-hsTie2 #% % xf
HCT116 %8 jg4z % 69 % v

H Matrigel f18% Transwell /N2 FEHEBAR 1) I 2= T
FEICHE B 45 20 240 B AL B 50 x 10°/ml 14 40 Al
W, LA 200 pl/fLEYESNA Transwell /NE ) FE, R
FMA 500 pl FAFREFRIE,48 h JFHUH/NE, 45 5
UL FRMEE NS SR, B
IV B2 AR L A4t 42 28 B 0T LA R4 100 B 25 S 240
B, BHLRIEE 3 K.
1.9 %itzam

SKHISPSS16. 0 GEit#cft, il « + 5 KoK,
A A] L BCR FH LR 2 J5 22 73 #( One-way ANOVA ),
PLP<0.058% P<0.01 RRERFAGIFEL,

2 # R

2.1 pBLAST49-hsTie2 # ¥ 3 3% HCT116 %8 fa &

sTie2 mRNA #) % ik

KH Tie2 Ma4MBE 519, i3 RT-PCR A5 I 4% 41
YA H sTie2 mRNA f 38 3k, [8] #% 5 B hsTie2-
HCT116 ZHffirh Tie2 mRNA fOF35. 450 (K1) R
75, HUVEC 40 /ifd \HCT116 40 . Ctrl-HCT116 41 i,
hsTie2-HCT116 40 A 35 3 35 Ml 41 B Tie2 , {H hsTie2-
HCT116 40 fifs % i5 sTie2 mRNA & % & T Cul-
HCT116 40 ffi[ ( 0. 308 = 0. 003 ) »s ( 0. 179 =
0.022),P <0.01 ], 1 HCT116 408 fl Ctrl-HCT116
YLz B 22 L g it & X[ (0. 183 £0.021 ),
(0.179 £0.022),P >0.05 ],

E 1 pBLAST49-hsTie2 %3 /5 HCT116
ZHAf sTie2 mRNA B Ri%
Fig.1 Expression of sTie2 mRNA in HCT116
cells after pBLAST49-hsTie2 transfection
1: HUVEC; 2: HCT116; 3: Ctl-HCT116; 4: hsTie2-HCT116

2.2  pBLAST49-hsTie2 %% % /& HCT116 #n g P
sTie2 & & o & ik

Western blotting 25 H( |8 2 ) ik /<, HUVEC 4f
Jid JHCT116 il . Ctel-HCT116 4 i 435 F0 % 43+
JiiEE R 140 000 19 Tie2 #51, hsTie2-HCT116 4 7E
21K Tie2 MM [FIRTHAF KA 73F BTt 458 000
B/ B sTie2 25, SR 1T A A5 2H 4 MT 4 T sTie2
EHRFRIL . S50 HER, 85 A HCTL16 F£ik
Tie2 % 1, Jf H hsTie2-HCT116 40 ity i 2h 36 ik
sTie2 .

1 2 3 4

M(*10°)
—140

Tie 2—

sTie2— —58

carr— I 7

E 2 pBLAST49-hsTie2 353 HCT116 4RAE/T sTie2 HAMIRIE
Fig.2 Expression of sTie2 protein in HCT116
cells after pBLAST49-hsTie2 transfection
1: HUVEC; 2: HCT116; 3: Cul-HCT116; 4: hsTie2-HCT116

2.3 pBLAST49-hsTie2 #5344 VM #97 sk,
WA 3D BE AR L B, 4R FR 24 h )5
HUVEC 1R P s8> #8 VM 48 = 454, HCT116
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YA HUVEC 40 it i3 s 45 M (| 3 AL
B),Cul-HCT116 4t GEJE B2 fBL i) A8 1 5 44 (
3C);{H )2, hsTie2-HCT116 41 ffi 5% Tie2 Ab-HCT116
0B B AR 2 LA i 45 # A8 Cul-HCT116 410 g B
HCT116 4l 2 0/ B 3 D.E). VM & BTk
ZE( K 4 ) 7R, hsTie2-HCT116 2 iy 1 Tie2 Ab-

HCT116 40MIIE B4 B 053 51 (0. 75 £ 0. 45 ) Fl
(1.25 £0.45 )1, % Cul-HCT116 4AfIA9( 7. 50 +
0. 52 M BEW /(P <0.01), T Curl-HCT116 41 fifg
5 HCT116 400 VM 45 522 R o422 = X
[(7.50£0.52 )ws (7.75 £0.89 )1~,P =0.390 ],

3 pBLAST49-hsTie2 #:3f HCT116 ZRE VM TR 8E B2 0E( %300 )
Fig.3 Effect of pBLAST49-hsTie2 transfection on formation of VM in HCT116 cells( x 300 )
A: HUVEC; B: HCT116; C: Curl-HCT116; D: hsTie2-HCT116; E: Tie2 Ab-HCT116

147
nt [

10 1

Lumens/field

Fk

(= A
T T T T

El4 pBLAST49-hsTie2 #:4t/5%t HCT116 ZHAE
VM E BB %0
Fig. 4 Effect of pBLAST49-hsTie2 transfection
on number of VM lumens in HCT116 cells
1: HUVEC; 2: HCT116; 3: Cul-HCT116;
4: hsTie2-HCT116; 5: Tie2 Ab-HCT116
**P<0.01 vs Ctrl-HCT116 cell

2.4 pBLAST49-hsTie2 # 5 # 4] VM 4+ &% &
VE-cadherin #J & ik

Western blotting £ VM 5 8 H VE-cadherin
IR, 25 5 (B 5 )R, hsTie2-HCT116 4 i J
Tie2 Ab-HCT116 ZHJfirf VE-cadherin & [ 1Y 33k i
FLT Cul-HCT116 AL (1.23 £0.08 ).(1.61 +
0.01)ws (1.73 £0.02),P <0.05 ], i Ctrl-
HCT116 41l 5 HCT116 40 g fa] 22 5 LG it 24 =
o GERAEIR, sTie2 5 Tie2 HFIHLAR AT LA i 240
#il VE-cadherin Z5 H IR L,

1 2 3 4

5 pBLAST49-hsTie2 £ HCT116 a5
VM #REZE B VE-cadherin FIRi%

Fig. 5 Vascular mimicry marker: VE-cadherin expression
in HCT116 cells after transfected with pBLAST49-hsTie2
1: HCT116; 2: Cul-HCT116;

3: hsTie2-HCT116; 4: Tie2 Ab-HCT116

2.5 pBLAST49-hsTie2 4% 44] HCT116 2t a3 sa

SRB Kl 255 & 6 )@~ , 5 Cul-HCT116 414
Eb,Tie2 Ab-HCT116 40 il 77 16 % B & B AIEL ( 54. 28
+9.97 )% vs( 88.24 +21.94 )% ,P <0.05 ];hsTie2-
HCT116 40 A7 15 2 A%, AL (32,57 £4.57 )%
(P<0.01), Ifi Cul-HCT116 40} 5 HCT116 4 iy
A, Z RN TR 22 L P =0.116 ), Z5 R4
7, sTie2 B Tie2 W RIHLAAR BE & 2 40 ) N 45 W B o
HCT116 20t (3451 .
2.6 pBLAST49-hsTie2 4% % #p4] HCT116 #m e it 4
Ciov/]

RIR SO0 K I 45 S an & 7 fr7s , HCT116 4 i
K Cul-HCT116 4HMEXIE 72 h 5 JLF5E @A, i
Tie2 Ab-HCT116 4l il #1 hsTie2-HCT116 4l Jiid %] J&
72 h R WSEEmAE(E 7). £ Image J A48T,
Tie2 Ab-HCT116 #iJfiFl hsTie2-HCT116 40 RIIR fx
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ARE S B ES T Col-HCT116 41E[ (0.36 £0.05 ).

(0.37 £0.07 )us( 0. 80 £0. 03 )mm, P <0.01 ], i _ 22
Cul-HCT116 405 HCT116 ANHAR 1L, HT R HE ) S el
922 G2 (P =0.520 )0 SRR, sTie2 ol
o Tie2 FORIL (AT LA 2 46 HOT 16 40T A At s ) I
2.7 pBLAST49-hsTie2 % % #p4] HCT116 2m 84 43: 20} -
£t 0
Transwell ZHfIf2 28 5250 45 (K] 8 )R, & Y : ’ )

sTie2 Fl1Z: Tie2 HiiALLFE 48h J5 ) HCT116 4 2¢
B 3/ F Cal-HCT116 4R ( 57.25 +3.17 ).
(63.50 £3.31 Jos( 127.25 £6.25 ), P <0.01 ], i

6 pBLAST49-hsTie2 X HCT116 ZHAEIL5EAE 11 A9 S500
Fig 6 Effect of pPBLAST49-hsTie2
on proliferation of HCT116 cells

Ctrl-HCT116 40 it 5 HCT116 40 i) 2= 55 W) 4 11 1. HCT116; 2: Ctl-HCT116; 3: hsTie2-

FEX(P=0.148 ), A UL, sTie2 B Tie2 A ALK HCT116; 4: Tie2 Ab-HCT116

S T HCT116 401 14528 “P<0.05," " P <0.01 vs Curl-HCT116 cell
HCT116 Ctrl-HCT116 hsTie2-HCT116 Tie2 Ab-HCT116

7 pBLAST49-hsTie2 %53 HCT116 2R 8E A9 M0( <100 )
Fig 7 Effect of pBLAST49-hsTie2 on migration of HCT116 cells after transfection( x 100 )

72h

8 pBLAST49-hsTie2 $:t/5%f HCT116 FAf{EZE8E HEIESME( %200 )
Fig 8 Effect of pBLAST49-hsTie2 on invasion of HCT116 cells after transfection( x 200 )
A: HCT116; B: Cul-HCT116; C: hsTie2-HCT116;5 D: Tie2 Ab-HCT116
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VM J2& 48 B 2 AT AT 8 PR A= 28 M 0% g 2 e 6]
R LA AR 4 . ] Maniotis 25> BF9T 1R 281
N IR ) 726 R R 2R 008 N R M 1 ok P 2R T Bl i TR 1
SRS R 13 AF RS T 2 R A RIS
7, KRR ) T 2 LMo A S5 R VMBS T2
fFAETE EE o BT S R
Z IR R R B — R R R
& R REECEN, RRE TR AR —K
BN Z ., IR VMR R A T IR B B SR
H AT AE B 25U VM B L TE 5%
M), 2 R AR B AR K, i X 252 A B S /N B
BRI, 0l DU AR B B 036 7 B9 S T LA
EARAE VM I R AR AN BEII & VM B %,
A VERG ORI E VM T B, sk b Jes 5% %
SIS e 4N B A P9 ABIE 5 1 B L BT VEGF IR97 I
NG AN Wb kil A WE B A A R €
A 2K, 2 LA I A A A AR 3R PR R AN
T VMBI s 1 DL AR R s s R e R e IR YT
FLIR I I 25 T 30 N R A T BRI L s T 20 B
TR sk 4 Bl AR 2 A2 VM T Bl i R B
K. WL, T8 —Fh BE A8 i i A AR, SCRE A
VM JE B BnE A F T6 7 W © 2 35507 .

A8 1Y) A 132 Z2 R 2 A5 5 iR AR i 9% | BR &
L VEGF/VEGFR i LA 4N, Ang/Tie2 %l 2 #7 i1 & B
511048 A A e F SR A G B B s A . Tie2
J& T SRR 2 A4, )1z 3038 T g 4 21 S FE
S N R i, BG5S e 5 i b 75 S 2
P Rt 1 1, A IR T A I TR A ke % R
S5 B M A AT R R R
Tie2 7E1EH KM A = M55 1) KA g (R 23k,
T E R s M O ) 300 3 A L4 I e R0 4 42 & e i
T AR G K N R 1T e AR R LA A A
Pi ik || K=8 05 N L Ll K= 2N (IR=a 1B
I5C 2R, T BELIT Tie2 &% VU] B S5t 4170 ) Afr g ) 65 4 i
SR8 1045 T B % P T 40 A R I A A R A R
RELIKT VEGEF 38 42 T A= W s 1L 1) i Jgg o S5 % 38
Tie2 , W] Tie2 f&HB 5 Mb 96 1048 A0 1Y = 245 Bk 12
Z—o BFFE TR, Ang/Tie2 15 5 AR NS i 1
Ak MSK1 9 survivin 1 Refl FY28 35, 59558 1T 98 20
s HepG2 Xt 2 ZE Lk B BT 254 . 4£F Ang/Tie2 7£
R () K A R SR R AR BRI E R 22
F IR Tie2 VE ARG T BB

BRI B, A sTie2 Te rEgs & Ang,

AL Ang/Tie2 {5 538 HA AW /)N R4S I 98
AP A Sl A B A2 L. SR sTie2 A2 BB Y7 ]
VLA S8 ) LA s 200 o 56 2 % 2 M Bk 1
gk ST 55 Y pBLAST49-hsTie2 , fifi HCT116
AN R 2R3k sTie2 il it 3D B FRMEE VM 4570 % B,
#EYL DBLAST49-hsTie2 {9 HCT116 40l VM 45 i %k
H %D T Y28 BORLIY HCT116 20, 9 H.iZ% 40
M VM #7:3E % M VE-cadherin 3235 5 2 2 31 4 .
L] Tie2 H ORI AL B0 AN 5 75 2 2 LY 25
. pBLAST49-hsTie2 J% Tie2 HAIBLIALfEMS %
Witk HCT116 40 fifd 3% 58 pBLAST49-hsTie2 K Tie2
HRIPLARE B0 HCT116 41T R fiZ 28, b
A5 RN, sTie2 AE 4% 18 o 7 VM JE2 R il
HCT116 A 58, £ 42 Ktz 2%, A B2 sTie2 F T 45
JAIERIRST AR AL A Rt — 2D 5

FIRGXT VM IE AL A B 48 SRR R B4
FeAF A 9 B A K P F( vascular endothelial growth
factor, VEGF ) . H: 5 4 J& 8 (A i matrix metalloprotei-
nase, MMP ) .miRNA . J}98 T 20 H2( cancer stem cell,
CSC ) VA K I Jz 18] Jit %% 4k ( epithelial-mesenchymal
transition , EMT ) 2 2575 H b & 4% 5 BT, 1 Ang/
Tie2 75 42 5 H d iy MMP, JEH 2 MMP2 5}
MMP9 SC R F R ) B, sTie2 J& 75 23 5t
il MMP2 5 MMP9 235, T 0 ] VM B 7 X
AN )AL ST SR 5T HPR AR

2 1, sTie2 ANRE il it e 1 8 A= il K% Jieh 9 240
WA A, SCRES ] g 2 A8 VML, 28 T 4100 1) P e 200 i
BagE TR ZE . 3k Bk SR O T & B RE L I 4
A SCREDT VM I U UL 1] 25 W 3 AL e R T 5
sy
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