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HE.HE T E &L 44838 %Y 2(ZEB2) 33k ) tm it 5% (NSCLC ) FUS 49 & SURA--F-04 % 2wt 354

Ho FFik RI T2 NSCLC BH SRR RIT TR, T JE LR T F €M 2047 ZEB2 w9 %k, 947 ZEB2 &
k5 NSCLC B H W6 RAHAEFREGH X £, BHE LK ML 4 3 4. ZEB2-siRNA 41, ZEB2-NC
2 Fo = G 3T B (Mock ), A T RNAGGIRNA )3 AR A& A549 20t ZEB2 & ik, 571 £ JA R B B4 |
A B AL T ABAQ 41 i, CCK—8 iR 46 | 2| Ao 340 J7 25 4 e A Btk | R X 2 e AR A6 ) 4m Bt J8) B = ) = &, Western
blot #-m) 2w it ) 25 % & P- 4% & (P—gp) JFaf iM% X & (LRP) & A, R ZEB2 & & AFMAL MM AL E
A T7.8%(56/72),J% 3 A Ak R ik % 4 23.6%(17/72),ZEB2 & & fe 40 LA Mtk £k & 3 TR £ 41 22(P<0.01),
M A =5cm4 ZEB2 Ak 5 FM B AZ <5em 4, I Va2 ZEB2 fak Ak &5 F 1 . 14, %
E S EAS I ZEB2 TR AR £ 5 T AME L EBM, PAKS LI ZEB2 MM Kk £ 5 T & 5404, 20 ) bk
2 FA % FEL(P<0.05), ZEB2 MM % & A £ 5= Tk £ 5 A& T 14 41( P<0.05) . Mock £8.ZEB2-NC
284 ZEB2—SiRNA 4121 o - 75 2 3 AL IF 25 4 sk B 36 iy 4K, - o ZEB2—SiRNA 48 2m ftL -7 4% F ZEB2-
NC #42(P=0.000), % Cisplatin.Paclitaxel & #2)5,%5 Mock £1.ZEB2-NC 28}b4% , ZEB2-siRNA 28 28 fiL ) = & 38
He, G/ G,y BAFT & T - F AR, S BT & T 459t &, L0 AR £ F A %3t 42 & L(P=0.000), ZEB2-siRNA 41 P—gp.
LRP & & 4 ik 7K -F1&F Mock 284= ZEB2-NC £1(P=0.000),ZEB2-NC.Mock %1 P—gp.LRP & & % ik sbé5 £
%fwqu&ix( P>0.05), 45it NSCLC 4842 ZEB2 %k b, 4741 ZEB2 T A AKX @t 25 & & P-gp . LRP &

ik, FFIE RN % St
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Prognostic value of Zinc finger E-box-binding homeobox 2 in
non-small cell lung cancer and its role in multidrug resistance

Zhi-bo Liu', Chun-ling Liu?
(1. Department of Oncology, Affiliated Hospital of Qinghai University, Xining, Qinghai
810001, China; 2. Department of Oncology, Qinhuangdao Haigang Hospital,
Qinhuangdao, Hebei 066000, China)

Abstract: Objective To investigate the prognostic value of Zinc finger E -box -binding homeobox 2
(ZEB2) in non-small cell lung cancer (NSCLC) and its role in multidrug resistance. Methods In in vivo
study, a total of 72 patients diagnosed with NSCLC were included in this study, and tumor tissue and
adjacent normal tissue samples of them were collected. Expression of ZEB2 was measured by
Immunohistochemical staining. Potential relationship between ZEB2 and clinic survival data was analyzed. In
in vitro study, genetic knockdown models of ZEB2 in A549 cells line were established by siRNA. Cells were
divided into 3 groups: ZEB siRNA group, sequence control group, and negative control (Mock) group. Drug

Wk H #1:2017-05-17
. 37 -



T E A A

521 %

cytotoxicity was measured by CCK-8 assays after co-incubation with Cisplatin or Paclitaxel. Cell cycle and

apoptosis rate was measured by flow cytometry. Expression levels of p-glycoprotein

(P-gp) and LRP was

determined by Western blot. Results ZEB2 positive cells in cancer tissue was significantly increased when

compared with normal tissue

(77.8% vs 23.6%, P=0.000). ZEB2 positive cells in group with tumor diameter

larger than 5 cm, Il ~IV phase, lymphatic metastasis, and poor and middle differentiation were dramatically

increased when compared with those in group with tumor diameter <5 cm,

I ~1I phase, metastasis-free, and

well differentiation (P < 0.05), respectively. Overall survival and cancer-free survival in ZEB2 positive group
was significantly lower than those in ZEB2 negative group (P < 0.05). Cellular survival of A549 cell line in
Mock group, ZEB2-NC group and ZEB2-siRNA group was significantly decreased with treatment of Cisplatin
or Paclitaxel in a dose-dependent manner. Cellular survival of A549 cell line in ZEB2-siRNA group was
significantly lower than that of Mock group and ZEB2-NC group (P=0.000). Flow Cytometry data suggested
that, after treatment with Cisplatin and Paclitaxel, cell apoptosis and S phase ratio increased while G¢/G,

phase ratio decreased significantly compared with those in Mock group and ZEB2-NC group

(P = 0.000).

Expression levels of P-gp, LRP in ZEB2-siRNA group were significantly downregulated compared with Mock

group and ZEB2-NC group
group and ZEB2-NC group

(P=0.000) while no significant difference of P-gp, LRP protein between Mock
(P>0.05). Conclusion ZEB2 are up-regulated in NSCLC tissue, and inhibition of

ZEB2 reverses the P-gp- and LRP-dependent multidrug resistance of NSCLC.
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it A2 THE S50 T A A R B T 35 e vy R
iR, B0 e ] 5 114 R A Sk s e A 0 R S
AR Ao AR/ LR P (non-small
cell lung cancer,NSCLC ) & i f & U 4 4378, 7 fii
95 T O 0 LB 2 85%. 4 Br ik j& NSCLC if
7Y B, R4S WA NSCLC Xt Z50ibyr 25 i
TR AR AR S BRI 2451 A DR A e & A 2
24§24 (multidrug resistance, MDR) 1 S Bk 2k
I E B4 A RS A 2(zine finger E-box-binding
homeobox 2,ZEB2) J& TEEFEFE TR 2
—B 5@ 5 E- 555 & H (epithelia-cadherin, E-
cadherin) 3 3l T [X. E-box 454, #1 il E-cadherin &
ik AR IEAAE - B (8] BT Ak (EMT) , B0 8 4 i &
= MDR. P- B 1 (P-glycoprotein, P-gp ) J& /-7 T
] b 5 T )T 2440 B 1, P-gp REAS RS B 2R RE
R 250 2 VR HT, 4 245 40 DA 200 0 P 2 % 4t
A UG 2P0 IR A L % A FE T 5 i 25 it
i 245 4 5% 4K (1 (lung resistance-related protein, LRP)
SEAFTE T A A% N A —Fhiin 25 8 1O, HoRe kA 20 fifg
% P9 ) 254 38 1/ INBE Y 1) T 2XCHE S At A, {68 448
it 32 BIAST 25 ) A5 T P AR T 2 . AR5 LA
ZEB2 YE W5 H A% , S8 it i 25 2 11 P-gp .LRP 1 )&
PRI ZEB2 155 NSCLC £ 25Tt 24 (Ve AL, B 78
M3 MDR 477 NSCLC #2 LB 3L

zinc finger e -box -binding homeobox; non -small cell lung cancer; prognosis; multidrug

1 #RETE

— R &Y
PEHL 2012 4F 1 H -2016 4F 12 A 16 ifF K2
B EEBRAT TARIAIT Y 72 16 NSCLC B AE MFsE
XPG e, B 33 9, 9 39 s R rh VR4 41
A A (R A 2 Y% >5 cm), 37 BDE TIlA
TR R . AR AEA BRI Z I oAb, B
A SRR AR SRl T2 B g R
ARETARBEATHYT ST EPRIRYT ARG AL 2
S B A 12 o
1.2 Kot
It 4 2 AB49(I 1 35 [ B AR AR .0y ),
FHAY SP RN & (W B AL 2 e A RHE A
A, R A ZEB2 Hittk BT A P-gp Ptk bt A
LRP Fifi (g A 35 Sigma 23 7)), BPt A GAPDH $i
& (M A Santa Cruz A w]), Trizol 35 (g A 3£ [
Invitrogen 2 7] ), Prime Script RT reagent Kit (% [
TaKaRa 23 +) ), ZEB2 T4 RNA J¥31 (1 5 ]
HEARABR ARG ), ZEB2-siRNA 741 : 5'-
GUAAUGACUAGGGCUAUUA-3', B iE (ZEB2-
NC)J¥%1) : 5'~-CGUAUGCGCGUACUCUAAUTT-3', fi
JifA Lipofectamine ™ 20000 H 3 (% Invitrogen A F] ).
DMEM 53 3E (I [ Gibco 24 7] ),CCK-8 X7 & .
Annexin-V FITC §# -l {77 & .Annexin- V. PE

11
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XURRE, 5 E BAGEHEE T 2 X R/ NI TIUS 138 SR HA S 10 2 25T 25 HLH)

PR RN 7] & S UL N e PE(T F 28 = KA
ARIFFEFT ) J4A( Cisplatin ) (1 [ VT I8 55 757 245 1 4 1A
HIRAE), L4 (Paclitaxel ) (1 15 AT 1254
FRAAD, A (% A 26 BD A w]),PVDF it
ECL fk2= &R & (W F - Millipore 247 )

1.3 Fik

1.3.1 FEMBAFEEKN ML ZEB2 £k HL
FE SRR 55 400 A, LA PBS AU —BurE i BAE
Xif B Fi B i SP ARG IR & U B B EA TR, 5
KRR AN U0 R 2K, I dvis & HUE,
T 0 3% ik S A T B N R PR S A AR . T
100 | ZEB2 HifA, 4°CHF & 7% 5 55 2 KHH PBS Z
T 3 VK, RN 2 9% T, E R4S E 30 min,
JIA DAB YL J5 I ANG Gy, F oK mpise , ik i
Wi rh AR R 3t ], S R T g, AT L iR 3
(O R O URE ) B PR Yt . BEALIESE 5 S
BEUEA T PAPE A4, BRPESS R E S % DL R bRifE,
Qe Rz 0 43 Y51 43 IR (052 47 (AL
FEEE (0,3 40 Kttt FHYE4IME .0 49 <5%, 1
4% :5% ~ 25% 2 43 :26% ~ 50% ;3 43 :51% ~ 75% ;4
Sr>75% ., R E YL F 4> (immunoreactive score,
IRS ) LA Jje 0555 J3 7111 44 200 B 451 2545 0, W A
P, IRS 1143 0 ~ 12 43, Hrh<4 53 /BT, >4 53R
BHE

1.32 i ARJExTEEREST 2R 2 =00
AR, AR BT #OE B[R] 2017 4 3 H 20 H.
B T A A7 1 (disease-free survival,DFS): M AR
Ja 5 2 RIFIR BN E & G Ab %7 sl R AE /N i
FilifEEAE T AR 5 B A= 73 (overall survival,0S ) : A
ARJGHE 2 RIF IR 2 PUEA] s R 5 | R T B[] .
1.3.3  faffdEdr Byt 3 ABA9 A B4R T
DMEM #5553 (1% 10%/I54- 137 . 100 u/ml & 55 Z
100 u/ml #EF5E % ) , 7EXEFRAE T 37°C 5% 4 fkik CO,
gt B 2 R 1 %5, AS49 A RrRl &
ik 80% ~ 90% I FE AT 1B I 5% e | 55 e Fi by ZEB2-
SiRNA & ZEB2-NC Jj 150 w1 PBS ¥Afi , ffi 2 &k
JE R 20 pwmol/L, % IR %% Yu S RNE A il 73 oy 34 -
ZEB2-siRNA £ .ZEB2-NC #1155 4 %} Fi4H (Mock ) ,
ZEB2-siRNA 21 : ¥ 1 w1 Lipofectamine ™ 2000 5
15 | ZEB2-siRNA J&%], ##E 5 min, FEAIA 400 |
YA, 37 °C 5%CO, 4kLE KT 5% 6 h, s FR 4t ,
3557 48 h FEAT R L J5 HA AR N #24F . ZEB2-NC
HIMA 1.5 wl ZEB2-NC, Hi 4454 W] ZEB2-siRNA

ZH., Mock 2/ A 1 w1 Lipofectamine ™ 2000 JIg /i
A, HAx iR TR] ZEB2-siRNA 4.,

1.34 %8RBT R A H4E RS (quantitative re—
al-time polymerase chain reaction,qRT—-PCR )#& |
ZEB2 mRNA it B K IE B MRC-5 411 g A
EEYLIS ASA9 AR, A 1 ml Trizol i FHEHUE RNA,
HU1 w !B RNA 7 PCR 14 ,PCR WA R 10 pl:
dNTP 0.5 w1,RNase inhibitor 1 p|,M-MLV 3% 5%
fi 05 wl,1 xbuffer 3 w1, AddH,0 #5210 wl;
JZRN S 95°C T AR E 30 5,95°C 78 5'5,60°CIE &
30 s, 72°CHEAH 2 min, &1t 40 MEH . ZEB2 1E M) :
5'-CGCATTTCCCCCTGCTACT-3', J% [ : 5'-TGGTCG
TAGCCCAGGAATACTG-3';GAPDH iE[f] :5'-GAGT
CAACGGATTTGGTCGT-3', J% [1] : 5'~-CATGGGTGGA
ATCATATTGGA-3', &/ HTZ R CHEZRR, LA
GAPDH fE RN S, 224 4k H I JE R X ik £ .
1.3.5 CCK-8 k4| 2m fe 3t 4L J7 25 My o 4 B
BT T 96 fLA (5 x 1034~/ L), 55 24 h )5,
I AHE E N 25.50,100 & 200 W g/ml BI4AAFN
25.50,100 &% 200 wg/ml {4 R0, 37°C \5%C0, K
F% 24 h, B BEFL A TG Y CCK-8 37
(10 w7 £L),37CHRZLWFF , T 450 nm LA St
JE(H.

1.3.6 X zm o A em] za i 2 B 4 SR RD T 96
FLAR (1 x 10° 4>/ L), 5557 24 h JE A0 % 5
R B R AREERESE 24 h, R G EER
L, A 7T0%ZBE T -20°C 2 12 h, 5 2 KRF X[
SEW, A RNA i )2 % 30 min, FEAIA 5 wl Pl %
WG 5 30 min, EALRI , BRI L E- A THAE 31K
1.3.7 AwX@mpeRbnmies =% T
96 FLAR (1 x 10° 4~ / £L), 5 5% 24 h JE I A il %
Bt R BE (R AR SR A2l . ARG TR 24 h RN e
YL, AR 400 | Annexin V F15 w1 Annex-
in V-FITC YL, REOEHEE 15min, FAILAIN , ARk L
BT ERAE 3 IR,

1.3.8 Western blot #| 28 i P—gp.LRP %& & %k &
AN T 96 FLAR, 1535 24 h 5 I A6 R 5
FERIGE AR AR SR 24 h, BOMEA K 140
Ji, FEFHEFRW, PBS tiE, INAELLAE , FHIIA 1 ml
RIPA 24 B F UK - 24#% 30 min, 4 C &M T
> 15 min,BCA & Pk B Sk & 1 4l i . 4%
20w g #E HARBUK & T 10% SDS-PAGE HiLJKk /3 55,
BRI IE I, A 5% B 4 W59 & 51 2 he 43
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SANA P-gp.LRP JiiA , 4°CH¥ 7 24 h, N 3t
37°CH¥H 2 h, PBS Mk 3 ¥k, ¥ 1R ECL fb2 &t i
SRR G BR, UL B -actin fE M NS IR, /08T H B 4%
AT R IR
14 Sit=EFH*E

BB HTR ] SPSS 19.0 Giitai it , - %Rk
BIE + AnifEi2s (x £ 9) 3R e AT IS AR Ay
ZFERR: . XS IESMWA TR TR, 241
[a] 35 FH 2. R & 5 224341 (one-way ANOVA), J5 2%
T 2220 6] HeAFH Bonferroni ¥, )7 2555 Welch
VAL F ARG5S o T HECFORE A X 15 11 A0 DO A% 2
X 2Ky A TE T Kaplan-Meier 5, P<0.05 k2%
SAGIHE L

2 R

2.1 ZEB2 EREEALRTEFSHLARNKRIE

ZEB2 PHM: FZERA TS, LA B (A sl
O URLILIE A FHYEAN A (LA 1), ZEB2 & 7
HLPHTER AR Ny 77.8%(56/72) , fin 55 4 4L FHE
Kk 23.6% (17/72) ,ZEB2 B [ 78 I 41 21 FH 4 3
IR E TGS, AL L 2 5 A Giit 2 X
( x %=42.258,P=0.000),

B
1 ZEB2 ERAEALAESHATNERIE

2.2 ZEB2 &5 NSCLC &2EIGEKZ R R EH

ZEB2 ik 5 e 542 TNM 2030 bkt 45568 |
IR ¢, IR B2 =5 cm 41 ZEB2 £iAHMER
T iR B A <5 om 4, 1T . IV 314 ZEB2 %35 [H
PR F T4, eSS4 ZEB2 FakBHM: %
Tk g Re A, TRk d ZEB2 KGR PHPER
m TR el S iR 22 R A SR L (P<
0.05), WLER¢ . 72 BHE /Nt filiges 65 3645 68 il 3k
15 E BBl , LR TR ] 53.8 A~ B A
BT 15 151, BH 4 37 53 1l LEA740 0T s , ZEB2
PR S A AF R AT A A IR 4 (P<0.05)
LI 2,

SR

(x200)

2.3 #M#l ZEB2 RixxtIsA. LEEIERE A549
HRE A TF R MR

gRT-PCR 7l Western blot #1455 /R , ZEB2-
SiRNA 4 ZEB2 mRNA I 1A /KK T ZEB2-
NC #41(P<0.01),ZEB2-NC #1 Mock 41 ZEB2 mRNA
R I FRIRKOE LB 22 = e e it24 2 L (P>0.05),
VLK 3A B, #E/R%5YY ZEB2 SiRNA fEfSIHH A549
4l ZEB2 (335 . Mock 4 .ZEB2-NC 41 F1 ZEB2-
SIRNA A1 A7 I BENER S AZ IR v B 38 fin i
B#A, Horh ZEB2-siRNA 2 41077175 R AKX T ZEB2-
NC #H (P<0.01),ZEB2-NC FI Mock ZH 41l g 77 1% %
Feas 2 S ogeita# X (P>0.05), ULIE 3C.D.
2.4 % ZEB2 RiAXTIASA. LB ERE AS49
SR A TR A RN

ZREA . EEAZEEAN IS , ZEB2-SiRNA ZH 4l if1 )4
T3 T Mock ZH#1 ZEB2-NC #H( P<0.01),ZEB2-
NC .Mock 40 TR 22 S ese it #a L (P>
0.05), ULKl4A B,

Mt ZEB2 %&iA5 NSCLC IEFRBRNER

ZEB2

I Rt Bil%k X2 ME P1E
. W B
PEH
5 39 28 11
1.762 0.184
& 33 28 5
Jies B A%
<5 cm 41 27 14
7.834 0.004
=5cm 31 29 2
AR
<60 % 31 25 6
0.259 0.611
=60 % 41 31 10
VB Dainl
Mg 33 24 9
0.899 0.343
e 39 32 7
TNM 433
.1 30 17 13
13261  0.000
m. v 42 39 3
WSS EERS
P 28 17 11
] 7.718 0.005
& 44 39 5
AR
=k 16 8 8
ok 32 26 6 10.045 0.010
1k 24 22 2
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100 100 T
80 80
g
= 60 & 60
= 40 & 40
1‘5 g
20 - T o A
0 T T T 1 0 T T T 1
0 20 40 60 80 0 20 40 60 80
AJEHAERTE 1 A ARJ5 AR 1 A
A KA ZEB2 Fik 5T AEAFRIIK R B KlH] ZEB2 ik 5 BAAFRIYLK R
2 ZEB2 ®RiA5 NSCLC BEWEMNXE
15 7 B}
g 25
:K e
i I ~ IEpy e — B0 T =
= = i
Z Boactin e sw—— = 15
=< {10 J
= 10
é 0.5 4 j"_ B ()W’% N ¥
8 R & 054
N s 2] .
&' A %’1} '“Q” =
E 0 T T T (\)@ ’/« N 0 T T .
Mock iﬂ ZEB2-NC iﬂ ZEB2-siRNA éﬁ (\& Mock gﬁ ZEB2-NC gﬁ ZEB2-siRNA éﬁ
A B
100 100
80 80 -
S 404 T g0+
M40 S 40 4
N &
20 - 20 -
0 T T T T T T T 1 0 T T T T T T T 1
0 25 50 75 100 125 150 175 200 0 25 50 75 100 125 150 175 200
I /(o g/ml) ERZEER (o g/ml)
C D

AL ZEB2 siRNA J5&-2H 411 ZEB2 mRNA ik ;B 554t ZEB2 SiRNA J5&ZH 21l ZEB2 & [1351k ; C: AN [RIVR B EA AN F1 S A549 4 it
AP D AN B T S AS49 44773 + 5ZEB2-NC 4114, P<0.01
3 AEREIREEEMZEIERG AS49 MREFEERILE

2.5 %l ZEB2 FiAxTIAsA. LHEIERE A549 4l H#, ZEB2-siRNA 41 GG, 1 & 4> KA, S 1

40 B BV R 4346 RO 22 i AT AR R 2 R A SRR L (P<0.01),
Z S BT , 5 Mock 4 .ZEB2-NC ~ ZEB2-NC F1 Mock ZH 41 i i 1 # Lb A 2% S e i 12
Mock £H ZEB2-NC 21 ZEB2-siRNA 2
% ] € | 30T ¥
5 z g -
- o1 | oz — 7 s 207
=5 1= H
- 04 T3 =
= = 2 107
= s =4 =
10> 10° 10* 10°

Mock 41 ZEB2-NC 41 ZEB2-siRNA £

A AL FLE AB49 AHAEYH T H
.41 -
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Mock £ ZEB2-NC 4 ZEB2-siRNA 41
" . 257 T
< 4 < 5 < 4 T
20
) i ¢ = ) o
3 ai’| @2 -3 el =73 ¥ 15
= EE : ER E 10
Q4 =
LLLLL. S LBNLRALLLL BELERALLLL B LE L SRR L LR L SRR B L R e i Ll AL 0 . . .
10° 10° 10° 10° 0% 10° 10° 10° 10* 10° 10° 10° Mock 4l  ZEB2-NC 4] ZEB2-SiRNA 41
B £eAmAb IS AS49 AHAEET R
i 5 ZEB2-NC #H [t4%, P<0.01
B 4 JsHEEEEA RIS AS49 ARAT- RN
=X (P>0.05), WK S5, 45, ZEB2-siRNA 4H P-gp .LRP %K 4 2 1A /K S RAA
2.6 #H ZEB2 FiAxIASA. EZEEIERAE AS49 (P <0.01),ZEB2-NC £ Mock 41 P-gp .LRP 4%
“HAE P-gp.LRP EHRIZRI M BB ZER TG AR L (P>0.05). WK 6.
Western blot 255 7~ , 5 Mock 41.ZEB2-NC 4]
Mock £ ZEB2-NC 4 ZEB2-siRNA 4
Gy/G: 55.37% GG, 53.12% GG, 46.67% 1
g S 215206 S 2014% & S 28.18% 80 =3 Mock 41
G/M 2311% GJIM  26.73% G/M 2514% 0 @3 ZEB2-NC 41
C ISy =a ZEB2-siRNA 41
i g_if 40 ¥
E )
] = 20 A
s 0
i - “&mms?mn o e - ”~ ‘%hamlsufnu) b i Lo " ‘%ham\eisf{%m—ll w e - GC/Gl gﬁ GZI M gﬁ S gﬁ
A AL BRI ASA9 41 JE A5 1k
Mock 41 ZEB2-NC 41 ZEB2-siRNA 41
H B}
8 Gy/G; 67.09% ¢ GG, 67.36% | Gy/G, 50.10% 8 =3 Mock £
S 15.30% S  1511% @ S 2161% 40 8 ZEB2_NC 4]
& G/M 17.60% & GJ/M 17.53% GJM 28.28% 5 w2 ZEB2-SIRNA 41
i : =40
2 g il
= 20 -
=
0
A A 1R e IR (A0a0 Rarn Lea s npags B R L R AR R A St GJ/G I GJM S
Channels (FL2-A) Channels (FL2-A) Channels (FL2-A)

B SAZEEALIE)S AS49 A1 E A5

1 5 ZEB2-NC 4 H#%, P<0.01
5 J5i$A.EZEE A IR T AS49 HAREHATE 1L

257 =3 Mock 41
P-gp _—— .- |/ & ZEB2-NC 4]
X 2.0 BT ZEB2-SiRNA 41
LRp A — 2 18]
ﬁ 1.01
B-aClin  ee— A A— # 5 T
Mock i ZEB2-NC 4l  ZEB2-siRNA 41 0 i
P-gp LRP

A AL PE IS A P-gp (LRP 2 13515
o 42 o
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25 7 =3 Mock 41
P-gp om— S | ==\ ZEB2-NC 4
¥ 20 o ZEB2-siRNA 41
LRP  — S — K
=
Poaflil e s com—— &
Mock 21 ZEB2-NC #H  ZEB2-siRNA 4
P-gp LRP
B M S 40 P-gp LRP & 3816, 1 5 ZEB2-NC 4[4k, P<0.01
Bl 6 JiAsH. L2E2 4R 5 AS49 HAmEHITS 1L
3 itig TFEFIA Sk, ZEB2 55 US98 4 IR 245 %% UIAH G

ZEB2 Ji snail Z% F B 5L ;AN -, lad
BMP 1 TGF- B {55 (& i T ilihs s T &k,
KRR A0 RE . A 5O /R, ZEB2 il i
R - ) JE AL (EMT) S5 e () & A a0k Je A
o SI4E M HLEFRFLAE 42! ZEB2 R 3Ris, H
ZEB2 & 1R KKV 5 2 S AR BE TNM 4310
Ik 458 A 55 . REN 4B5IES2, ZEB2 fiE ¥E EMT
(A, S B e 2 T () R B sk, 2 T a5/
M it (= 2B NS AL . ASBESE 430X NSCLC ZH 41
s34 2] ZEB2 Rikilb 4153 #Hr , 45 R R ZEB2 &
PR SR 305 TR 55414, H ZEB2 ik 5
oK/ TNM 330 Ik B 56 B T AR S G, it
W] ZEB2 E A NSCLC i2Wi A I& PEAG W e A -
A HGEEFK, ZEB2 Rk REMS I & 1 2 (1 (cyclin),
PEFEMIEE AL, A s R ZPB R
XIA LR TE R ZEB2 ik [ H 1) i o A A7
B B 5 155 1 ZEB2 I8 , ZEB2 Xif G4 i yed )
Ja Al HA B2 SAEH  ASFFEX NSCLC (835 it
TR IR, 45 5 s ZEB2 FAMELH A= AE i R TR
AEAERAL T B SRl 8 ZEB Fe kK F-rl LA
YEA NSCLC 5 (1 T ZE Al F54m

FARIAG 2 BT ZIRYT NSCLC Y F2 B
H il NSCLC 4 28k r 259 sk, SR i 8 2
RS 2598 o R 251k, 3Ok 4B MDR B4R 0T
8 A7 I, X IS NSCLC 37 ] A A7 A 1y Ji PR =2
—, MADER 2583145 i, NSCLC #IHiXby7 259
U APAR PR AL TR 24510 P B 7 R, RS TR 22,
Hk 58 k5 AFAAERAR . MR 4 Al MDR SR B
e R R R Aok g ) B, EMIT 2 S B0 g 4 A=
MDR A9 EE R A, A BN, PR 41 i ZEB2
Fik L, 555 EMT 4k, 306 5-FU it 2, £ K

43

ARHFFE s M ZEB2 Fik 5, i L AZ AL PR
AB49 Y M-I BN, B /R BRI ZEB2 3RIA P figd
1= AB49 2 XTIk T 25 W I fUR M . GAO SFER
CCK-8 /3T i, 5 YL ZEB2-642 114 /N4 it if
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