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B i SR

UL AT R TR JQ1 X Wmig s B
A A AL 5

Apede ! B EKRC HEAES WERY HFELT XA

(1. HSKRFEFR, 1H &3 3300065 2. LB HEARERSFEA, 2H & 3300065
L HAARERTCEEE, IH 9 3300065 4 THEILFERFTSERET, 2H HG  330006)

[(FWZE] BHH RGBS s R JO1 X/ BB =AY T 0l ik 424
SUNRBEAL > 6 B4 . OVA 5S4l (OVA 41) . JQ1 THEERG4]L (JQI+OVA 41) (n=8) . >R OVA
g/ WO ) A5 P e /N BRUBRRY, ZEARIMUR T 1 h, JQI+OVA /N BRZR IR IETEST JQ1 WK (50 ng/g) o ARUIMAK
24 h 7 B BCZ S IOEE ( BALF ) KAGIZL, 7154541 BALF A S 55 S g R R 20 & o e, il 41

AT ERYL (5 ULER A 2H /N BUZE UG BB A8 5 SR H] RT-PCR 12 Western blot 7443 B4 /N SUiE - 1z ia) B4k ( EMT )
A REPESEEH (E-Cadherin) . JE A (vimentin) mRNA M HK PR FERZ L, B8R S50 R A,
OVA Z1/NERAGE RN IR, IERESE, F0s 2 BALF IR EEE N, w40 & 5y
W2 (P<0.01) o 5 OVA ALLE, JQI+OVA /N RATE RAE SO0 W 98 s BALK Hh4n i o B0 i ysisb, g

FRPERLA AR 23 LURE G (P<0.01) o SXTIRALLEE, OVA Z/NRIMZISE [ E-Cadherin mRNA 22K 15R1A
KA TR, vimentin mRNA FH A A 7KEI R F (P<0.01) 5 5 OVA 4 Ib#, JQ1+OVA 4 E-Cadherin
mRNA J 8 H R IB/KP-THE, vimentin mRNA J 8 FRIAKF R (P<0.01) 5 JQ1+OVA 415 %] itd] L ib 5 br
TR ZE R IG5 L (P>0.05) o 4518 OVA BEM/INEAEAE EMT “UE T8 A0S 1 e 24 1 4 )
I JQU T AL s /N RV 20, K] EMT, ﬂ?w HEWE, REENAT R T — M T .
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Mechanism of action of BET bromodomain inhibitor JQ1 in treating airway
remodeling in asthmatic mice

ZHU Xiao-Hua, LI Qiu-Gen, WANG Jun, HU Guo-Zhu, LIU Zhi-Qiang, HU Qing-Hua, WU Gang. School of Medicine,
Nanchang University, Nanchang 330006, China (Li Q-G, Email: nclqg2017@]163.com)

Abstract: Objective To investigate the molecular mechanism of action of BET bromodomain inhibitor JQ1
in treating airway remodeling in asthmatic mice. Methods A total of 24 mice were randomly divided into control
group, ovalbumin (OVA)-induced asthma group (OVA group), and JQ1 intervention group (JQ1+OVA group), with
8 mice in each group. OVA sensitization/challenge was performed to establish a mouse model of asthma. At 1 hour
before challenge, the mice in the JQ1+OVA group were given intraperitoneal injection of JQ1 solution (50 pg/g).
Bronchoalveolar lavage fluid (BALF) and lung tissue samples were collected at 24 hours after the last challenge, and the
total number of cells and percentage of eosinophils in BALF were calculated. Pathological staining was performed to
observe histopathological changes in lung tissue. RT-PCR and Western blot were used to measure the mRNA and protein
expression of E-cadherin and vimentin during epithelial-mesenchymal transition (EMT). Results ~Compared with the
control group, the OVA group had marked infiltration of inflammatory cells in the airway, thickening of the airway wall,
increased secretion of mucus, and increases in the total number of cells and percentage of eosinophils in BALF (P<0.01).
Compared with the OVA group, the JQ1+OVA group had significantly alleviated airway inflammatory response and
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significant reductions in the total number of cells and percentage of eosinophils in BALF (P<0.01). Compared with
the control group, the OVA group had significant reductions in the mRNA and protein expression of E-cadherin and
significant increases in the mRNA and protein expression of vimentin (P<0.01); compared with the OVA group, the

JQ1+OVA group had significant increases in the mRNA and protein expression of E-cadherin and significant reductions

in the mRNA and protein expression of vimentin (P<0.01); there were no significant differences in these indices between

the JQ1+OVA group and the control group (£>0.05). Conclusions

Mice with OVA-induced asthma have airway

remodeling during EMT. BET bromodomain inhibitor JQ1 can reduce airway inflammation, inhibit EMT, and alleviate

airway remodeling, which provides a new direction for the treatment of asthma.

[Chin J Contemp Pediatr, 2017, 19(12): 1278-1284]
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W i — PP IF IR R GUH W . 22 A0, S Xt
o N RISt S G 74 8 7 i PR P
Wl AR LI S 2%, SR ZHE, 69T TBOA IR,
AR i BT e TR AT e T i AT 2 ) 4
=)

N O

Rz AL (epithelial-mesenchymal transition,
EMT) 5GRKLE . 48 K& MMIE it )
FHOG, EMT 29 o] S BUME 4% 2F i AL i A2, EMT
C AV 225 21 2 i 300 OC 1) 18 M AT s i PR
RITIHTIE A ™Y, O IFSEIESE A
W LA ECGE EMT B8, it EMT 0E F R
AL 534 A WUSCET AE 20 i TN e B Bz 1 27 44k
EMT A2 5 T WaNG <GB E M kR P & 1
JALRHIERY) E-Cadherin FE] fZALEFAEAY vimentin &
EMT SRR BB, 8 T EMT I 7Em 701
ALt 2 2 Wil PR B DY 7 Y OB . TR AL 45 4
5 4 ( bromodomain protein 4, BRD4 ) J2& AJS&5H4)
SR AR 258 A R 352548 ( bromodomains
and extraterminal, BET ) FJET ) — 5, E—EHE
ARG SRS W) . /Ny T Q1 2 d s BT
K BRD4 Hil5H), ERESLE M I BRD4 Z k5T
Fritk4h A I ITTBELIET BRD4 1EH

AWFFE R IEE A (OVA, Sigma, USA ) 15
SHE /N RN S, TEBUR 4G T BRD4A I
37 JO1 (Sigma, USA ) TR 7RG /N, WS
JQUIRYT R /BB AAE MR, DL EMT A G
HEAESFEN (E-Cadherin ) XL (vimentin )
TE4% 4/ U R K24 i@ i b 58 —J7
T E OVA 5 52 g/ N USSR I 57, 4R/
R ey S I R T EMT S5 8l BRI FHL
il s 73— J7 T AL o3 52 A A3 B JQ1T i 2
Wi /N BB E EMT ., R OB RIE R /R, 18
FN IR ARG R I AR 1 40 ) 790 ROk I ey 7 b A ]
REHLAL, R4 W i B BRI 7 1] S A1 T 22 1 3

WHSE

1 #MR5EE

1.1 Xz

THIEH 6~8 AR (KM ) /M 24 H,
TR 22+5g, WEIFMFE TR B RKEE 2= 5L
Er Rl s, MEIETC OVA fRRE, 4 35 R 8 IR
20+£5°C, ME N 50% + 10%, FiA 525614 2 B B
BRI 2 di it (2015084 )
1.2 A

H /N B FE R BE ML 7335 73 iU IR . OVA
PSR (OVA 4 ) | JQ1 T ARG (JQ1+OVA
4), 48 H,
1.3 OVAHBEEREENXEHIFIE

A 0.2 mL A= BER K %5 % 100 pg OVA f2 1 mg
AR, O Z e au i, I s S B
BHE ;1 L A BRER KA f# 50 mg OVA, $25]
fifi 2 SE AV FRIC N, 5% e BEVR L 25 AR AU B
i,
1.4 INER IR EY B T

OVA 41, JQI+OVA ZH/NE 528055 1 KA
15 RAHIE TS OVA JREW 0.2 mL T LIEUH,
55 22~28 KA 30 em’ x 30 em’ x 20 em® [ il 551k
AT 5% OVA ZALR SRR , R 1R,

AR 30 min, EZE 7d7, XFHRZH P A BER KT
OVA T8 A .

1.5 JQ1 BKEHEE{ER

FH Z H SE B ( DMSO, Sigma, USA ) ¥4 JQ1
V5 A B 50 mg/mLL 29V B ) IS TRV A, BRIl
B % 1:10 Fb 1) ] 10%B- 31 8 K5 ( Sigma-Aldrich,
USA) A7 RE, TEZSALIORTT Lh, K HiseilE
1 JQUIFRANE A JQ1+OVA 4/ FUE N,
BRRAE /N, 50 pefe, 2L 7dY,
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1.6 XSEMAERGHKERLE XTHRZH . OVA 41, JQ1+OVA 41,

FRA /NI TR G 24 h 457 I s 1 i
2% UL L2 AN, BRI S 4 /0N BB E TP b ®1 3l9F75
FoOT ARG UG, BTSN ES, K 18 G BB A SRk 2 (5 —3) Bk
ANAEIFREE, TRAEREEIK 0.5 mL ESHEES oo T AMAGAAGGCTGTCCTTGGE el
%30 (IR >80% ) , SIS I e T R GAGeTCTACACCTTCCCGET '
( BALF ), LA 3000 t/min 0> 10 min, 35T -80°C vimentin | TCCACTTTCCOTTCAAGGTC 91 by
{%ﬁ%ﬁﬁ , ‘]ﬁﬁ’fﬁémﬂ@i‘l‘ﬁ&ﬁj\%ﬁﬁ . R: AGAGAGAGCAAGCCGAAAGC
_ F: ATGGAGGGGAATACAGCCC

1.7 FBRAERARI Y EE R b3 GAPDH 149 bp

SCRE VR E RS, TCREARAE N T HUN
SZENTLHE, PRAFT 4% Z R PP &2 24 h & H .
PO EA I VB T 2 mL T4 . TR RS
P, —80CUKFAFR-AT £ H -

1.8 RELEWRALARSE. MREMBEFHR
i

I 2 24 h J5, WA Uk, 1)
FIRBE 4 pmo A TR H S B 2 BRI
IRIATIANE - G4 (HE ) Yeft s flliig - &5k
( periodic acid-Schiff, PAS ) Jeff,, BHEE N4
ZH /N U RS BRAF 28 | Nikon DS-Ri2 #1188 17047 .
1.9 BALF Zpait#i R 4y 3

BALF 2.0 UUUE N I HE VR 4R AL, 1 mL
AR 22 vh R (PBS) HE 5 AT ok &,
B 10 pL F B T A TR, F A AT ER A4k
BALF 4ififg B8, #HHL 20 uL EERIRF, &FilK
Pett 5T IE IR IR AN 4 H
110 INEEFHERBEABHERENE
E-Cadherin & vimentin mRNA &%

Ll GAPDH Sh N Z 1A i B 5197
(R 1), BRFEFEG T HEE 4 A
BHA R ARG . $REUS A5 RNA J5
HEATI 55 Je PCR Y1, 42300 SR 25 Promega,
USA) | PCRiAFA & (b eNatYHRE R
oA BRI SETT, M il 4121 E-Cadherin |
vimentin mRNA £ ik, 2 1 45 ) 5 8 IA RT-PCR
Prygmh & At g, ditEANLA St R4
B CHE, 83 s ilss, Skig 3 NESL, B
HAEEIME, KA A CT¥EESIHE T H Ay 5 H
E-Cadherin., vimentin mRNA [FH X% 25 &, &
N AN CT=[CT (AbHAH HAYHEER ) -CT (4

PN Z ) | - BIME [CT (XFIRZH H L) —CT (X
BANS) |, MXFRERE =22, AP

R: TTCTTTGCAGCTCCTTCGTT

1.11  Western blot i£#&ifl] E-Cadherin % vimentin
EA=E S

U I 2 2SS 1, BCHR AR . oy
BRI A A, SR TRk L R | BT
ACUKFHE R E E-Cadherin (1:1000) . vimentin
(1:1000) . PB-actin (1:2000) — i ( Abcam,
K ) R, WH TR 3 YR =R IE R
R WSO I FEPTA 1gG —ht (TLIRRE
N AYBHARAT ), FRRUERE 3 W5 T
LI ECL ( Thermo scientific, USA ) i {4, 7F Image
Lab Version 6.0 #X{F b FHAHNT E 1k 5 B-actin HEAT
SR BEE LR, HLIXTIRZE R 1.0, JpHrfifiZH R
E-Cadherin, vimentin £ 17Kk
112 FitFESH

K JH SPSS 19.0 GEdH R A wH B it A T Ge i Ak
B, TR BERHIE £ bRifEE (R2s) R, £
I GORHA] LR B R R D7 22004, ZHIRI P
FLAOR T SNK-¢q 5, P<0.05 HZEF AL X,

2 #R

21 IINEREmEZIEITANE
OVA Z1/NEUBH 5 B0 S 2 P 2 fie
BEREREE . A . BRRE .. RAMEREESE
R, JQI+OVA 2 FIRRIE OVA e, Xfig
H/NRIGI Rtk
22 MARKRELENZNRSEEBETL
%L HE YL@ R rl Ul OVA 2/ BB 40
A, A SRR L ISR R R it R 4 R
il fn BEREJEL A L R A EREL . s L AR SEEE
SIERER BINIE, SOERAE, BAERAE . EE;
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i BE PAS Y T AT UL OVA 41/ RS E AR
NG A BN M IEIN, AEIE L BE DR A

LLEOFEROT IS BRI , AT HUR BRI

JQI+OVA AU/NE RN . RAT AR & <UE

B RENRATALRESI( x200)

OVA 4

LEMIIREIE OVA A AR, ORI A= 8L,
RO ARS8 o R B2/ Bl S A B i e B 25 4y
FAIEN, R RO, RIERE, RS,
SUE A B RAE AR . WA 1,

OVAZH HE B T ] UL/IN SR8 JE BRI UAS, J AT Rt S i B i

JififLRE | SUERESGIE, SERETERR; PAS B R ] UL B EOMOIRAAIEIE A W, BRI MBI, S A T AT
W LLE T WAL, JQ1+0VA 41/ BT AR I L2 B S BRI OVA 4147 Brisids, ARREAMNIE A28l il ool
AW o O BRZEL/IN RS AUE ML BE SR AR T, Ol b B TR IR, SO R, R A), AE R S R TE AR AR IR

2.3 /MER BALF H4mBait#i R RERR R AR T o
B3k

OVA /N BALF A 40 it 3+ %0A 8 22 T Xt i
20 % JQ1+OVA 4 (P<0.01) , WERERIE: R 200 A 4>
LU R S v T B ZH S JQ1+0VA 4 (P<0.01)
JQI+OVA 4 5 %} B8 20 BALF v 40 i i1 % & vg
R PERL A A 4 b i, 2R LG ITFE X
(P>0.05) , W32,

&2 H/LENNR BALF REITHUR REER AT ZHAE B 53 bL b3

(x+s)

1] " éﬂiﬂ@zﬂé& BT P2 it
(% 10°/mL) HAE (%)
X L 8 03+0.3 1.4+09
OVA 41 8 4.1+2.0' 7.8 4.8
JQ1+OVA 4 8 1.1+0.7" 25+12"
F1ii 19.975 10.966
PAE <0.001 0.001

e azs 5 X B4 #, P<0.01; bos 5 OVA 41 b £,
P<0.01,

2.4 RT-PCR Z&ll&H/MRATEZL E-Cadherin,
vimentin mRNA FRix 2544,

XYL %, OVA 41 E-Cadherin mRNA
ik B A, vimentin mRNA 3 35 # 5 ( P<0.01) ;
5 OVA 41 b %, JQI1+OVA 4 E-Cadherin mRNA
ZE KK A, 1M vimentin mRNA 26 3K 7KSF R 4

(P<0.01) ; JQI+OVA ZH 5%F R4 He 4 bk 48 b
FR T TG L (P>0.05) . L3, 2,
2.5 Western blot i% # il & 2B /M R fh H &
E-Cadherin, vimentin ®EEHRIAZTK

XA HE, OVA 41 E-Cadherin 2 [ #35
T, vimentin 45 H#EiE FiE (P<0.01) ; 5 OVA
HIE, JQ1+OVA 2 E-Cadherin 45 [1 26351458,
1M vimentin 45 H#& iAW 55 (P<0.01) ; FikPiFhE
HRIRFEXT 25 JO1+OVA HZE b, 25Tt
GarEE X (P>0.05) . W3, K3,
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# 3 £4H/IR E-Cadherin, vimentin mRNA REZEAKERIELLE  (xxs)
E-Cadherin vimentin
20531 n
mRNA EH mRNA HH
X HEAL 1.01 £0.10 1.00 1.00 +0.21 1.00
OVA 4 0.29 + 0.39° 0.37 + 0.34" 427 +1.27" 3.06 + 1.49°
JQ1+OVA 4 8 1.04 +0.27" 0.88 = 0.54" 1.39£0.67" 1.17 £0.75"
F 14 19.062 6.774 36.250 11.288
P1i <0.001 0.005 <0.001 <0.001
e anS5XTIR4LELES, P<0.01, bnt OVA 4HE, P<0.01,
6 a D 3T ooy P e Y N . i
= ® E-Cadherin mRNA T WA Y Rl e B 2 <3 T s R e
T vimentin mRNA N N . i
§4_ - (0 A, 50 R 3 I iy ) R D R
%3- | SR Wy S5 52 % AR e S8 J 98 14 43124 e HEHIL A
%2' b PANTERE , FHAGE IR A TR iR F B
1 RN i o 5 SO N N N
EO AT I Wity F A8 35004 2 BT SR M R TR R

Xof B4 OVA 4

JQI+OVA 4

B 2 RT-PCR % # fll & 4 /v R E-Cadherin,
vimentin mRNA &£ (n=8) a /R X AL, P<0.01,
b /RY5 OVA 4lH%:, P<0.01,

;@b j&
\
B H S B B S
il F
RN
E-Cadhcrin o == a—

VIMENTN a— o —

—ACHN  ——— -aCtn e— —
p p —_

5.0+
4.54 B E-Cadherin

W vimentin

BBV MOE 7y

Xof B4 OVA 41

JOI+OVA 41

& 3 Western blot i% #& il & 48 /v fR E-Cadherin,
vimentin EERIE  EEIAIKAHE; FERNEITE(n=8),
a /N SXHIRA L, P<0.01, b5 OVA 4%, P<0.01,

W Mg S AL A2 %, U B I Mg R AL
il B — N E PR, U I L R g R 9 1l PR
TR AOG s S A2 e PR S AE A0 AT 5|k <l B Y
J, bRCT AR AL, F LR, A AR R
VRSN, B AE A P, SO R 2
PR A HE L Je CEEIH R SCHE, A AYARARZE

Keih B2 2 ARSI AN = Z RIS BRI R,
AT A BB BRRIT AL, R 2™ 5 %
RAEFEIRYT L T 1Y, ik s 2y b R TE
VR S RE R R, T BHLLE RN S
BRI TR ", BRI & PR R T
IRIT X T T TGF-B1 i S EMT 32 2 LA £F 4 41
Ji B o f R TeR g T R, TR RGBSR &
ANLH], FHRE L EAFREXT DR b
T 2 YAk A X 43 5 R A8 AR DG 1A U I e X
T F AR A e A RE

EMT J2 - Bz 41 M 328 47 434k Ay v ) 22 280 1 [ 72
AN R, R RIZEAL EMT 50 A7 76 T4 5
KT M LR i M IR s AN R
SR AGE F R KW SZ WE EMT, 52 S 508 75 it
PRI &L, PRREE L E R, 4 Rl il £ 4k
AR 2 A77E P, S OE S EMT 2 YA
%, EMT & —F R RAS, G <0 - 40
e & Ry 3 003 I 75 L Rz 4 ) LT 248 1 41 g
eorde, B EMT., 59 B9 EMT $0A S22 i
ATE R P AR B AR 0 RO R, X I N T
R SR AR, R S LEI A AT
G U R EMT A5 DRI Sh RE R R4 T
PETFRE", EMT 36 AT S0E T Rz Utk sl as
SRV R IO 2 0] 7 R (TR T A8,

ZREHS S TN EMT A48 ki,
b U E-Cadherin., vimentin 2%, XS5 (% T 4id5
OB AR . d L e R R G B kA
HEBEMVEM. E-Cadherin & F 57 20 i 2 11 (1) 25 R
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Gy, XFT ARl p JERE B EEEN, & E
M R A YRR ICY), E-Cadherin FEFRILT
AR I, E-Cadherin ZERI/ Ml S48 T
EAT PSR S Yaek i o )| N1 4 R S s v
& MR FEAT . vimentin XFRIIEE T, J2IH]
F0 ST M ) —Fh ] 22 B, 2R T ) A A
M COnRCEFAEdnif . N R A ) Mg, R
JoT 2 M A A A e ), AE AR AR Y A i D)
R R EEZEEM. B E-Cadherin 3235
IKFREAR, SGE B R RE B BT, M i —
A RS I A e

FATH OVA 55 . WU B/ INER R 1 314
BEARY, G D) R Qe SR B, IS
A HER KR IR BT IR /N R B, AT DL R
Wi /NEUSCE R IR, R, KRR
SiE ZH MR, SE N BRI N, ARIR A0 M
SERE T LTS L . RT-PCR 5 Western blot
SR I 2 B i N U ZH 2 E-Cadherin 283595
59, 1 vimentin FRIAHINN, R OVA i 5 i
AU, BN ERSIEAAE EMT, OVA Al {2k
FUAGE HE M KA P, s iGN BRRTE
Y E-Cadherin F2iAF#4I%, vimentin ZE3438 0 21,
XSRS AR 25 R — 3K

BET & /& BRD ZKGEH WIS IECN ) IZIRA
[ —A~, LA BET 8 IR A Z5 A 385 A 1 ) 32545 s |
RIEGHR TR, RIS HL FLE . EYTE
PR T R /N 3 A I R M T 5 ) SRR
BRD4 5 BRD2, BRD3 #11 BRDt [A] J& F BET & [
FG P, KA e & A 2 DRI AR IR
SRR, IR AR T AR EE R A,
B INFE ARG 1. A Wb EEZE . ATP
WO g o i R A BT 155, IR Z R
1) & A 5 HAT B/ B OIS . IRES A0 AT i R 1k
PO ZH 2 R iy S TR 24 PR 5, 5 SR I
ARG, HEERERCME K a5 &8 e -,
JA77 DNA il . s . Qe Bl Hogss
W, 25 RIS AL IR B AR, S —
BEPR I A . ISR ER, BRD4 TEH T IER 5
R EHEEZWEMN, SFTE MG W
AR, SR RIBNE SRR SRS,
H 225y 20 P, BET % H 4045 BRD4 7615 19
B 4 M F S M B R SRR P e sk R (1 e A &
EE 2 EEA/ER, BRD2, BRD3 L E #UEM

FE NS F/IN B GP28 72 GoAs 8 (1% 240 e v 48 57 AR
FH, BET & (A ol 5 RYEZLH B8k, SHUAR
Go 38 B ARV 3 VAR 56 P4, AT R 4 I e S S T LR
TGF-B 755 (1) 41 g 48 58 A1 20 it X 7 i B ™7, )
FEA MRS A& BL, BRD4 5 A RAGE bR 406 1L-1B
V5 JOE R B VA OG, FE A9 ROAE 3 AR I
Py A

RIARERAL AW JQ1 B R A BN BET A
INTFIIHIF, JQ1 5 BET K M IR G5 AT 25
FEERERE, JFRERSME BET ARG &
P A e L B4 ok, B BET 5 ik i i
RIREE G, ORI Z 1 (R N ARSI SE B0 IF 5 2L UF 52
JQUZEBL Mg i B 1 . ER S RZE T mfEH M
P Wang % PO SE IR 4 AL N B S A
58 &L, BRD4 4I5] JQ1 R lier 4k, i
HRTA] E1IRSR R JQU AT AN [v] 2 5 410 ] il £F 24 1k
() A o JQ1 AT LA S5 RIS e SR R AR 1 ) S PR e 5
T 1gG A=A FN¥G5E, @R BRD4 5 OCT2
oy L UTTE I RE 7, DA il 12 4 2% o s 2
W2 Wity 545 1) 8 A B B by d i

O A S S I B 5T & B, JQL 38 & Hh by
BRD4 T REHI ] EMT #H 3¢ K 18 =ik /4%, MIfif
ABH 1 EMT B & 2E B, BRD4 5] JQ1 RE 7540
/NS EE S EMT 2 4] A7k S 45
EMT 7 BEA XS /)N BB I e — 22 TR 2

RS JQ1 FHHAYT OVA 5 0% /N,
SR LI IQUIRYT G , BRI BUE 9E B B sz
IEREARSERE | RIS, AU BRI D
PO 20 it A= ANBH &L . A RT-PCR Az Western blot
20 I EL 45 2H /N BL EMT #2645 1 E-Cadherin f2
vimentin FRik7KF-, L5 LI L JO1 eV I LA VAN
LU 2H 21 E-Cadherin ) mRNA 35 %8 OVA 41 34
9, 1M vimentin 250855, EMT i B0, <
HEEPR . FEERARE L, Z5REAL mRNA
FIR KA A, JQ1+OVA 4/ Bl E-Cadherin
vimentin [ 8 F A KFEEE OVA 4L 2= 7
3, (AR S REA IR R D, A E
i — A INEAS 1 DL SR 4 () i — 20 005 EMT 55 A
Y& ASE SN Y

BZ, BRI R OVA 5 5 iy
NRAFTER] Y EMT AHCGEE YR, JQ1 REHIHI
ANERUEERG ) EMT 5 A%, DS RAE S5 #i45,
P EMT #H ¢ 45 [ E-Cadherin 11 vimentin 3%
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ARG FACE I EMT, DT 35 B3R 7 9 i
AIYER . 2 b, BRD4 a]fERT LAV NG 7 e
A2 W1 A, H BRD4 S50 JO1 ] LUK 4543 3
IRITAERL, JQURE I AR N )36 7 TR ) i,
XM 7 A B R
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