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[# ZE]BEM . HIWEH T (nicotine, NIC) 1T EGFR U ZEAE PC-9 fifidis 4 ML bk 35 FR 8 Je i 25 e — HOBUIOW HAE . ik
PC-9 43pl 4 4 .25 (4 Je iy T4 HOWARE Jeqty T/ — B SRR , B 5 2 S S 58 5 B DS (quantificational real -
time polymerase chain reaction, qRT-PCR) 5l E—cadherin FI Vimentin {55 {i #% ### R (messenger ribonucleic acid,mRNA ) fY 3¢
ik, Western blot ¥l E-cadherin 1 Vimentin 2 [ #35 , 4040457 £ (cell counting Kit—8, CCK—8 ) KA [F) 432 40 g i 75
BRI BUBIE T, Transwell /NE SEISKAN AR 221088 . S5 5R BT T U5 PC-9 4UML [ Bz () i A St of (Rl vfe 2 458, 4 10

wmol/L JE T T 4L 72 h J& , k4= E—cadherin TIHA Vimentin [ J#H I | B IZ AL TR 928, CCK-8 #m , M b2 14,
Jet T4 PC-9 i %t 3% AR Je SURR RS , 76 7 AR eVl 0.05 wmol/L 5B 2 (P=0.000) , Matrigel {222 52504 e il T
AN A LA 38 220 (15.70+1.53) A/ ALET vs. (32.70 + 2.08) AN/ fE5HET , F=75.406, P=0.000, P=0.000]; i 4% 51
RIS RS 2 AL, 525 EHEM I, JEH T4 E-cadherin mRNA Fi5 7KW R FEME[(0.932 +£0.100) vs. (0.459 +0.024) , F=
25.924,P=0.000,P=0.000)], Vimentin mRNA F3A7K B i FFE5[(1.200 + 0.200) vs. (1.973 +0.129) , F=20.998, P=0.000, P=0.000] ,
HKFAEAS ZAHIE], Je T+ Z XU AT DUt T4E A PC-9 X 3 8 Je poBuakdk , 7e 5 R e W o 0.05.,0.10,
0.50.,1.00,5.00 pmol/L B A Geit2#38 S, Je il T+ OBUNCZ v LAY 55 8 ol T 4 1 22 AL (17.00 = 2.00) /S A5 L ET vs.

(32.70 + 2.08) N/ 58T , F=75.406, P=0.000, P=0.000], 3 F SE 56 L BUAR R A 45 50, AR TRl T4, e il T+ B OsUI4 |
¥4 E—cadherin mRNA[(0.459 + 0.024) vs. (0.838 +0.058), F=25.924, P=0.000,P=0.000)], I 4 Vimentin mRNA[(1.973 +0.129) vs.
(1.467 £0.115) ,F=20.998,P=0.000,P=0.003) ], &5it . Jely Tt [ RIS Akid 5 PC-9 4 AR = SR i 24, — I XUICAT L)
Wik RIS,

[X@R e T HA ety ; bRz pE ik ; —H UK

[ B4 2SS ]R730.261 [ ZEkFRAERG ] A (W= HEA]2017-11-13

Metformin reverses nicotine—induced gefitinib resistance
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[ Abstract]Objective ; To investigate the molecular basis for nicotine (NIC) to induce resistance of epithelial growth factor receptor
tyrosine kinase inhibitors(EGFR-TKI) in EGFR—mutated PC-9 cells and the effect of the metformin in the process. Methods : PC—
9 cells were divided into 4 groups,namely control group,NIC group, MET group and MET+NIC group. EMT markers were detected by

quantificational real —time polymerase chain reaction ( qRT -
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were used to evaluate the sensibility to gefitinib of dif ferent
group cells. The invasion ability and migration ability of different

groups were detected by Transwell assay. Results ; Nicotine in—



BRERKFZFR 2019 F£5 44 5% 3 3 ( Journal of Chongging Medical University 2019.Vol.44 No.3 ) — 261 —

of E—cadherin and up-regulation of Vimentin were most significant with a treatment of 10 wmol/L nicotine for 10 h,so further experi—
ments were completed under this condition. CCK-8 displayed reduction of gefitinib sensitivity of PC-9 cells in the NIC group com-
pared with the control group,especially with a gefitinib concentration of 0.05 pwmol/L(F=82.005,P=0.000,P=0.000). In invasion as—

says, more penetrating cells were observed in the NIC group than in the control group[(15.70 +1.53) vs. (32.70 +2.08), F=75.406,
P=0.000, P=0.000]. Migration assays presented similar results [(102.70 + 7.02) vs. (18.70 £ 2.08), F=204.038, P=0.000, P=0.000]. E-
cadherin mRNA expression decreased[(0.932 +0.100) vs. (0.459 +0.024), F=25.924, P=0.000, P=0.000] and Vimentin mRNA
expression increased[(1.200 = 0.200) vs. (1.973 £0.129),F=20.998, P=0.000, P=0.000] in the NIC group compared with the control
group,and Western blot showed the same results. Cells in the MET+NIC group displayed higher sensitivity to gifitinib, which is statis—
tically significant with a gifitinib concentration of 0.05,0.10,0.50,1.00 and 5.00 wmol/L. Fewer cells penetrated the Matrigel in the
NIC+MET group[(17.00 +2.00) vs. (32.70 £2.08),F=75.406,P=0.000,P=0.000] and migration assays presented similar results
[(51.70 £5.03) vs. (102.70 £ 7.02),F=204.038,P=0.000, P=0.000]. E-cadherin mRNA expression was upregulated[(0.459 + 0.024)

vs. (0.838 £0.058),F=25.924,P=0.000, P=0.000],and Vimentin mRNA expression was downregulated [(1.973 £0.129) vs. (1.467 +

0.115),F=20.998,P=0.000,P=0.003] in the NIC+MET group compared with the NIC group. Western blot showed the same results.

Conclusion : Nicotine induced EGFR—-TKI resistance in PC-9 cells by EMT in non-small cell lung cancer,which could be reversed

by metformin.
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Hirp 85% 2 3E /N i (non—small cell lung can—
cer, NSCLC)!, Jififég £ & - HHAE RO A B I, S B0
PR FAEAAT R AT 2 15,99, 3 J7 KR T2 A i
ZIR AN H 77 (epithelial growth factor receptor ty—
rosine kinase inhibitors, EGFR-TKD) #l & & e &
WRE W LA RGR R EGFR U8 (19 4h ¥
BRICHN 21 ST L8S8R) fili i e g A 1) TG 2 i A=
AW SRS R | IR FE R 2 AR e B i &
JIRYT I EGFR 5872 AU Jili i £8 &5 | \E AR WO # 45
W 25 30 A TR IR 2% i % (objective remission
rate, ORR) JJ #5128 (disease control rate, DCR) |
ToitJiE A7) (progression free survival, PFS) g
3 (overall survival, 0S)1P=51 Hy b A WL W JH 5
EGFR-TKI I HCRE VI

3E /IS 40 i il 98 EGFR —TKI Tif 25 AL i ¥ &
T790M 1K %78 EGFR 25 B0 | b K ] B % Ak
(epithelial-mesenchymal transition, EMT)©®7 |- f7 [i]
A — D R A A . B AR
S F#AIE (E—cadherin (95 ) , 345 ] J57 240 ¢ AiE
(Vimentin ) | A0 EPRSZETE O, A 2R 40 AR 1Y)
{RAERELRS 25 EGFR-TKI fiif 255, P it , #7f1
EMT 1] LAidi%e EGFR-TKI 24,

Jeitt TR A b i) FEEE S, BRI
HEEUE R AT LA S A\ S i & A b R ) o

KAk, I BLAR 2 it A A g o1 SO (met—
formin , MET ) /2 — Ffr & HiL (1) 36 97 15 JR s %) 25 3L 245
Yy, FAE IR 0 I B I AT 2 IR BLLE A AE
AT AR, B SUIR AT A i i TL—-6/
STST3 {5 5 Sk 1% %5 EMT MM 5 IR EGFR-TKI
24509, JEF DL 458 AR IR R ARk, e
T AE A L ) T A R R /N AR R EGFR -
TKI A7 25 3 — HOSUIAT LAGE o306 % b iz [ s i
AL\ 52 AR EGFR-TKI i 24
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1.1 E&ZM#5RA

i ANk PC-9(EGFR 19 41 & F-MH 2 ) 3Kk (3 4
VU ZE = 2 B P o P e SR 2 . T 5%CO0,, 1HIR 37 CHE
FRIATRFE, H & 10%FBS 1 RPMI1640 57 55 55 3240
M, BARIREE SR, B 3~4 d AEARARN , X HOAE A 014 kA
TG ISEE: 25 PR — i Se T I G AL FRA M 6~8 b, JE Ty
TREPEAHE 735102 0.0,0.1,1.0,10.0 wmol/L, 7 AEEJE 52y
A% [ Tocris Bioscience 23Tl %;,E%ﬁ/ﬁﬁﬁo Jedr T H
Sigma 23 AWK AR 4 COKFATRAT . ¥ 25 mg HAER R J2Y
BT 5.6 mL ! 3L TE A (dimethylsulfoxide, DMSO) /7, B il
% 10 mmol fEAFHEE ,0.22 wmol/L JERF I8 J5 & T -20 CIK
FATRAT o SB431542 Fi— H XU 310 [ 35 [ MCG /2> /] FilS&
41 E—cadherin HT/&  Vimentin $ifA&LL & GADPH Pl
F Cell Signaling Technology, M4 IfLiE WA A PAN /2w ,RP-
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MI1640 15 FE B FNEEAMETHE LA H Hyclone, MTT 3257 1 H
Sigma 4334 . ECL & GIROA — H 343 510 [ Millipore
Corporation Fll Thermo 3 Fl A KA, Bio—Rad 23 A KR
5 BLO L, Sigma 23 7 RS , Eppendorf 23 7 5 3 2 40 il
1, BD A F];SDS Mk R4, bRt s — AR A BRA ;=
ST IR AN ARG IR A0 | AU R W AR A DL S H A TR K I
48, Thermo A H ; M TAE G, I Z R THARABRA A
-80 CHARIRIKA , H A=A H]
1.2 qRT-PCR ##: E—cadherin  Vimentin # & ik

Fie RS RNA G200 G i I P 2RI 24 5 RNA, LU
PrimeScript RT reagent Kit 1 45 35 7% 5% R B H 4B SR M
#% R (complementary DNA | ¢cDNA) | 9K J5 $4 I8 K 16 28 1B K |
¢DNA _EWE51H RS 140 SYBR Premix Ex Taq AL 10 pl
SR FIMA NS s I 5 72286 i PCR X 148 95 C
30 s FARE, BRI 95 °C 55,59 °C 30 s , UL ER A 1 48 40 4>
PEFR. FHTY" Vimentin H 1 7 B EHF5 198 5° -GAGTC-
CACTGAGTACCGGAG-3", NiliF5 ¥4 : 5 ~ACGAGCCATTT-
CCTCCTTCA-3" ,E~cadherin H iy i By L5149 0 .57 -
CGTAGCAGTGACGAATGTGG-3", N5 4.5’ -CTGGGC—-
AGTGTAGGATGTGA-3" ,GADPH H iy A Bt L3514 4 .
5’~ACCTGACCTGCCGTCTAGAA-3’ , Fiii514)0 .5’ -TCCA-
CCACCCTGTTGCTGTA-3"
1.3 Western blot #] E—cadherin  Vimentin %9 &k

PRS- 20 40 o 2 3 HAG I E—cadherin , Vimentin Y3235,
FfLEREE R 80 e (I 109 RN TIEREAEIETE 120 mV
SR FUEFFEL K, AE 250 mA fHIR S NI BRI b0 i
FIPE L SR S%INR - = IR BT 2 hi4 CIFE Rt
A E-cadherin B 30FEDIA (1:1 000) Hedi A Vimentin BL57
e (1:1 000) it A GAPDH HAFEREHIAAK (1:1 000) i
B, fiiF TBST $e 3 X, UK 10 min, A1 [FFlE Z 40 (1:
3 000) ZEEIFH B 2 hy A H TBST BE% 3 W, K
10 min, )5 f# F ECL &GRS, FIH Bio-Rad & F U4
ARG MR
1.4 CCK-8 4 & dE A Rt R F 4L 2248 PC-9 m i3 54
IpdtE oL

#4100 L 25 XS BEZH 10 pmol/L JE i T4, — HI UK+
10 pmol/L JE 1 T4 PC-9 4HMuERN T 96 £LAR (2 000 1~/4L),
FLIIA R 109% 064 0075 B3R I0RG 97 5 24 h 5 R4 B
J TRy O AN RV B T AR )2 (0.005,0.01,0.05.,0.1,0.5,1,
5 wmol/L) W5 IR, 1 B P X BRAH ORI JE & e ) e os
FIU R (AN IZmie ), BN 1 3 N 50572 h s &EFLm
A CCK-8 5 10 wL Zi& A 10%CCK-8 KI5 F7IL, 4k
SRR 1~2 h; HEFAMONE A 450 nm AAYTSEEE (absorbance,
A spprma) | X 1009%,, FFH GraphPad Prism 5 FA4-LAT AEE 2
P X BB TR A A, AL 6 R S AR BRAE HE e i

IR LR, AT H 1C40
1.5 Transwell 52346 28 it fz 2 £ A5 58

Matrigel 5 JC I 7% 35 72 W #4 fE 1:8 LLBIRR B, 254 Tran—
swell [ZMA 60 pL, FF LI A NN Matrigel , 7£ 37 °C 5%
CO, WA R IR A LANAE T 0.25%JFmHi A 5 , TG 1l
R IR AN, B> Transwell 2 NI 0.1 mL 4005
(L1 x10* 400D, FEMA 0.6 mL 7% 10%JI6 4= MLiE 1
IR, AE 37 °C5%CO, WAt 8557 24 hy Ul /hEIF sk
EWAR, I PBS Uk 2 K, 4%Z B W EE[E S 15 min, 45 5%
Yt 20 min; JH PBS WLE 2 WK, FHEI B AR 22 DAt T UE 40
R BRI AN (R 28T BE
1.6 “itFax

K H GraphPad Prism {F EI#1f4 ,SPSS 22.0 Zeit#1 4,1t
TETORNAEL + ARHERE (x £ 5) RN, ZALZ IR 1 AR HI B
RO 22000, AL W W LR ] LSD— 35 K 36 /K 7 a=
0.05,

2.1 FAEH R Rk 2L LR AR A

PC-9 it A Bk 2 A [k 2 35 A B e AL B L 1G5 K
9(0.042 +0.004) wmol/L( & 1), B #5256 v 35 AR B JE i 24
YN kR PC-9(PC-9 gefitinib resistance , PC-9GR) H: 1Cy, 18
BRI AR PC-9 FHi . RTMSEE IS 5] PC-9GR 4HAE
5L Vimentin 5 283K, E—cadherin {£3635, 52402 ,PC-9
Y2 E-cadherin 152635, Vimentin 335, X BB £
B L e ) 2 A mT R o AR i 2 A i 24 Hh A S SR

PC-9

1001
804
60+

504
407

2 AR A7 2%

204

-3 -2 -1.396 -1 0 1
HARREHE

1 PC-9 fERatkxt HAEE R K £k

2.2 R TAREE PC-9 fmie L % 18] i #4052 0 )R ZAR K

Sl — A e T AR A i B AN AR S KL
ALY PC-9 4N A% 2 58 F AN [F) vk B AT [l 9 Je oy T,
qRT-PCR LS5 R Won , B Je il T e BE 30, E—cad-
herin IR/, 7 2250 BT 45 4 SR 45 4 18] E-cadherin £
B 82 2% R (F=4.749, P=0.035) , ZH IA] P W5 FL A 45 SRR
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10 wmol/L JE 7 T 4H E—cadherin By 3250 /N T2 4
[(0.592 +0.093) vs. (0.858 +0.123),P=0.006]([& 2A). K&
JE i T EE AU BE N, Vimentin B F A THE , 2045 R B
TN A A BT A A W R e i 22 5 (F=94.701, P=0.000)
HIGPIP A ras s 1 pmol/L Je i T 40 Vimentin 35150
B Ta EH4H[(1.397 £0.103) vs. (0.946 +0.081),P=0.001],
10 pmol/L, JE /7 T 41 Vimentin ¥ 2235 B B & T 45 A 4
[(2.225 +0.084) vs. (0.946 +0.081),P=0.000]( &l 2A), iz
Western blot {7~ AH [F] i 45 5L . 25 J2 vy T b BRI (a7 (A 38 im
E—cadherin (350870, Vimentin (93353800 (& 2C), 7EJE
WA 72 h 5, FREMIBTEAG R W, S T T b3k
FEM3E NN, E-cadherin (A Z W (E 2B), FFHLM)E
W T A EES Y PC-9 Ai h b R TR A A (8] A A i &
(& 3B), i LAk, Jed T REA S URan itk PC-9 &4 I
FEIREEAR 76 10 mol/L JE 1t T AR 72 h i _E Bz [ 44k
TR, S A L R gT . EAARSEE 36 1~3,

wmol/L JEH T 2 I wmol/L JEl T
%lumnl/L T (I 10 pmol/L. JETH T

a

EfG i
a:P<0.01;b:P<0.005
A ARTRIHE SR TS BB S mRNA K-

BbER

E—cadherin a—_ — - ; 135 kD

Vimentin ' ' .. 54 kD
o
1 10

0 o1
B AR T RIS

E-cadherin a B N e 35
Vimentin .‘ 53 kD

b b VAN

Oh 24h 48h 72h

GAPDH

C. AR ey T S Rk
2 RHTIHES PC-9 4ba bR E RN

£1 FERERHTHES PC-9 4 MRNA %4 (n=3)

2151 E-cadherin Vimentin
U 0.86+0.12  0.95+0.08
0.1 mol/L J& i T4l 076 +0.06  1.09+0.13
1.0 mol/L e T4 076 +0.05  1.40+0.11
10.0 mol/L JE 7l T4 076 +0.05  2.23+0.08
FH 4.749 94.701
P 0.035 0.000
25 I 0.1 mol/L JE i T4 P1E 0.214 0.124
25 FI41IRT 1.0 mol/L J2 il 1741 P8 0.191 0.001

25 4 F 10.0 mol/L JE 1t T4 Pl 0.006 0.000

®2 AERERETIHS PC-9 4 EMT ZEEHENRIZE

(n=3,%)

2151 E-cadherin Vimentin
24U 1.12+0.28 0.92 +0.08
0.1 mol/L e T4 1.03£0.25 1.02+0.11
1.0 mol/L e T4 0.88+026  0.95+0.17
10.0 mol/L J& it 741 046+0.14  0.21=0.02
FiH 4.507 4.439
P 0.039 0.041

25 I 0.1 mol/L JE i T4 P1E 0.665 0.257
23 A4 1.0 mol/L JE it 1741 P8 0.261 0.740
25 FZHF 10.0 mol/L JE it T4 Pl 0.010 0.011

®3 AEERHTIHFES PC-9 4l EMT EEHENRIEE

(n=3,%)

251 E—cadherin Vimentin
E{EE 0.23 £0.06 0.08 = 0.01
24h Rl T4 0.16 = 0.05 0.11 £0.02
48h el T4 0.13 £0.05 0.14 £0.03
T2h et T4 0.08 £0.02 0.17 +0.04
FAH 6.154 8.783
PiH 0.018 0.007
2SR 24 h e T4 P 0.093 0.092
2SR 48 h e T4l P 0.023 0.008
ZEEMM 720 e T4l P 0.003 0.001

23 REFETHFEEHFRBA WA PC-9 #2548 2t 2
W94Z 2 A

PURALELAY PC-9 AHAEZEE 10 pmol/L JEH T 72 h &,
PC-9 4 i X EGFR-TKI Ay 25 1 75 75 4B 2 Je ¥k 0.05
AR B, PR A BT 4 A S R et T 2l A A2 A e s 1
25 F1ZH[(54.083 £ 0.380) vs. (36.684 +2.703),P=0.000) ( [&]
3A), 1RZESE R R T 4l PC—9 20 i i 1t 5 5 e 1) 200 i
Hiin W] R 3G 2 A L T2 L AHT(32.70 £ 2.08) N A ALET vs.
(15.70 = 1.53) AN AET , P=0.000]([& 3B.C), L5250
B, et T 44N EE PC-9 20 i J i ik IS 1) 20 R B A LL 28
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FIA R 1 (102.70 £ 7.02) A/ E 5 IET vs. (18.70 +2.08)
AR | P=0.000] (8] 3B D), X Eesk R0 2l T 53
THURANMIRE PC-9 K AE M2 (2 HAZZE AT .
24 W XINIEERE T HF PC-9 Mty & B R
Falz A

ARk el TS PC-9 4 A IR it 2y 12
PR PSR e i T S8 5 R e it 2 . PC-9
YU | 5EH 5 mmol/L — FIRUITALE 4~6 h, 4R
JH 10 pmol/L JE i TAMFE 72 h, 757 AR JE M 40.05 mol/L
I, 7 2281 285 A S R A5 21 TR A0 A A7 W e 2 5
(F=82.005,P=0.000) , = J5 I B /0 Afr 45 S Je oty 1 2H 4 i A7

5 [ A REA:

o I
B8 el T + ZHRmd

—_
[=3
(=)

A HARX A7 2%
3

NN
S NG S N
NS SN 9
IR IR A

F AR R (umol /1)
ARl TS PC-9 dfakkss AR e i 2l

B s
EBp LT

BT +
IR

C. Al 734 PC-9 4N =22 I HIRIE

5 R 0 25 T PR (54.083 + 0.380) vs. (36.684 2.703),
P=0.0001, JE 7 T+ FF XUBK 20 40 i 77 15 R AR T e v T4
[(41.692 + 1.164) vs. (54.083 = 0.380),P=0.000]( &l 3A), 7E7
AERFSEWRER 0.1.0.5.1.5 pmol/L AR SC(K 3A) BT
T+ HRUIRLLY PC-9 4RI (222 RE S L e iy T 4l >
[(17.00 £ 2.00)NEAE LT vs. (32.7 = 2.08) AN/ ET , P=
0.000) (1 3B.C), LR H IR JE i T+ HSUITZE A
b Je Tl T 41 PC-9 4 27 B A0 A [(51.7 £ 5.03) A/ i
BT vs.(102.7 = 7.02) 4N/ A5 LEF , P=0.000]( & 3B.D), LA
UEER B HOOUIRe A L Je i T S S US4 PC-
9 WARR R R 28T, Wk 4.5,

oA e T4 JE T + ORI

R

B. Rl ZRIT RS RET1 (200%) FIZHEIE A (10x)

=Yy e = Eatil

EEe L Ta

BT +
G e

TR A0 L

TR
D. A[l7r41 PC-9 AT FERE SR

a:P<0.005
3 RBaTiHS PC-9 flkEFERMAMBEIR
x4 RHETHS PC-9 MM (n=3)

25 0.05 wmol/L. 0.10 wmol/L. 0.50 wmol/L 1.00 wmol/L 5.00 wmol/L
k| 36.68 +2.70 2727 +1.87 2332+ 1.82 17.46 + 1.01 13.12 £ 1.15
Jetr TH 54.08 +0.38 39.69 + 1.26 3092+ 1.16 26.71+0.97 2242 +3.01
JEl T+ T HUIR4L 41.69 +1.16 31.80+ 1.34 22.60 +0.93 18.12£0.51 1123 +1.44
F{H 82.005 51.742 34.895 107.996 25.938
P1H 0.000 0.000 0.000 0.000 0.001
AR T PE 0.000 0.000 0.000 0.000 0.001
NICHE T T + —HIXUIRA P {1 0.000 0.001 0.000 0.000 0.001
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£5 FTEHHEPC-9 HMMEZRITER (n=3) #6 TA5HEPC-9 4l mRNA Ri% (n=3)
B! 12BN IR Vol E—cadherin Vimentin
25141 1567+1.53  18.67£2.08 224 0.93+0.08 120+0.12
el T4 32.67+2.08 102.67 +7.02 Je T4 0.46 + 0.01 1.97 £0.10
JeilT + ZHUIRAL 17.00£2.00  51.67+5.03 — HORUIRZE 077004  1.13£0.10
FAH 75.406 204.038 Jet T+ H U 0.840.03  1.47+0.04
P1E 0.000 0.000 F 25.924 20.998
=AM H TH PE 0.000 0.000 PAH 0.000 0.000
i TR T + —HAUIREH P A 0.000 0.000 2 (LR T T4l PAY 0.000 0.000
et TR T + —HIXUIK 41 P4 0.000 0.003

2.5 ZWMINE R AE T 5 PC-9 4afie ey L8 Rakie

qRT-PCR S 45 R R e THI T2 A4, E—cad-
herin ) mRNA & AR T25 FHZH[(0.459 + 0.024) vs. (0.932 =
0.100),P=0.000], Vimentin ) mRNA [ & & & F %5 {4
[(1.973 +0.129)vs.(1.200 + 0.200) , P=0.000]., JE it T+ 3%
WRZHAH e T2 3t T 20, E—cadherin () mRNA 95 &0 58 7
[(0.838 +0.058) vs. (0.459 +0.024),P=0.000], Vimentin
mRNA 12 S FEAR[(1.467 £0.115) vs. (1.973 £0.129),P=
0.003]. 2 /KPR BUAAIR AR (] 4A B) 17 ELTUSE A
ZHUIREELL e T T AR (Y PC-9 A4 B AR 1 B3
([ 3B), ksest BRI | — HI XUIRBERL RS e T (i
SR b Bk, WaR 6.7,

IR EA piTa
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