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TAZEZBHAEMERXKE 1 F SIS ME /MR E30 Rk T 4L P RE
X EHLH

MR, Rme R, FaA, s m7, RmeE, AWA’, % #°
(1. YRBHBE B SE R R 2 AT PRBH 1100342, SR EE Rk sce it 7T ¥EBH 110034)

WE: B8 59T PDZ S i R AORIIN 7 (TAZ) E M 3ok R T (Ang 1) 3755 195 1L/ BUE 3h
BREFHEAL BV R L. i K 18 HUMENE CSTBL/6 /Ny IE 7 0 MR Ang LA Ang T + 4ERA S
(Ve)dl, 432416 H. Ang Il 21 Ang T +Ve /N B FALATER Ang 1T BB BB, F72E 14 d B Ang 1T

(1.1 mg « kg™ » d™") /N ey MLFRASE L s 1E 306 BRAL/ N AT Ang IT T30, Ang I +Ved/NEUBR H IR ST 1 1k
Ve(60 mg « kg™ ) ZLIGEEI; Ang [T 4URIE H X HRLHL/INFURR H OB 59 45 i A R K o LSS TS R R 3l ikl

JEBEINE /N BRI TR (SBP) (EF 7K R ( DBP) FILC 38 (i /K A S e R/ IN B, 7T T s , 40 3 2 3l ik, SR 98 ARG - 21
et LA/ BR F B IR, Masson J (8 0 kil /N B F2 B KA 4EAL 175 0, Western blot 3460 TAZ e {4 & HF-B
(TGF-B) B (E 5 HEARIIEY) 3(Smad3) BEER AL ELE(E 5 5 H [FEY) 3 (p-Smad3) F1 [ B R H (collagen ) 3R
ik, R 3 41/NE SBP DBP [ E A G E L (F =79.900.40.650,P <0.05) , Ang Il 2171 Ang Il + Ve ZH/)N
F SBP \DBP %35 = T IEH X HR41, Ang Il + Ve 41/ SBP . DBP 3K+ Ang T 41 (P <0.05) , 3 4l/MRD B Hh# 22
FEGERE X (F=0.090,P>0.05) . 3 4/NREBI KB L2 R A G2 E X (F=6.791,P <0.05) ; Ang Tl
ZH/IN R F B DRBE R RE 0 38 TR R W BB (1 =3.435,P <0.05) ,Ang 1T + Ve 41/ E ) ikcBE R B 28T Ang 11
ZH(1=2.598,P <0.05) ,Ang II + Ve 415 1E % %} B4 /)N R 32 gh BRBE L U425 5 TE 424 (1 =0.361,P >0.05)
3 2N B Bl kR I SR AT A T AR A bl b 2 R Ge it L (F =357.700,P <0.05) , Ang 11 2101 Ang 11 + Ve 4
JINER T2 Sl KB e R AT T AR 43 B R TR H X R A (£ = 25. 810 .4.882,P <0.05) ,Ang 1 + Ve 41/ 32 8l ik i
MR AR A 73 He B KT Ang 1 20 (¢ =20.580,P <0.05) . Ang Il ZH/NRFE Sk TAZ TGF-B .p-Smad3 ,collagen 13
AR A B T IE R XTEEA (P <0.05) ;Ang 1T + Ve 41/NR E s ik TAZ TGF-B . p-Smad3 ,collagen T 2 [ AH X}
TR EEMLT Ang T 41(P<0.05); Ang T + Ve 41/NR L3Ik b TGF-B & [ AHXT 3235 5 B 3 & 1 1E % X IR 4l
(P <0.05),TAZ .p-Smad3 .collagen I & AT Fe ik 5 15 X A LR 22 LG 24 E X (P>0.05), 3 H/NRFE
Ik Smad3 I AHXS A 2 RIS #E L (F =46.010,P >0.05) , 51 TAZ W] 5@ 18I0 25 4 Ak AH G 2K
Hp-Smad3 }% collagen [ 323k, 3% Hippoifi %, {2k Ang 11 550 i/ BR 3 2l ik A= Fner ik,

KR  PDZ 25530 R RS B T A SRR E 1 &l 2F i Ak 4E8m 2%
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Role and mechanism of TAZ in aortic fibrosis of angiotensin II -induced hypertensive mice

YANG Wenjuan' ,ZHANG Xiaotian' ,HUANG Yanhu', YAO Yang’, QU Xiaomeng' ,ZHOU Mingsheng® , XU
Qian’

(1. Basic Medical College, Shenyang Medical College , Shenyang 110034 , Liaoning Province, China ;2. Scientific Experiment
Center ,Shenyang Medical College ,Shenyang 110034, Liaoning Province ,China)

Abstract: Objective To investigate the role and mechanism of transcriptional co-activator with PDZ-binding motif
(TAZ) in angiotensin [[( Ang II)-induced hypertensive mice. Methods FEighteen male C57BL/6 mice were randomly divided
into normal control group,Ang Il group,AngIl + verteporfin (Ve) group,with six mice in each group. The mice in the Ang ]I
group and Ang Il + Ve group were subcutaneously implanted with osmotic pressure micropump filled with Ang Il ,and Ang Il
(1.1 mg- kg™ +d™") was released for 14 days to induce hypertension models. The mice in the normal control group were not
treated with Ang Il . The mice in the Ang Il + Ve group were intraperitoneally injected with Ve (60 mg + kg™') , every other

day, until the end of the experiment. The mice in the Ang Il group and normal control group were intraperitoneally injected with
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same amount of saline,every other day. After modeling, the systolic blood pressure( SBP) ,diastolic blood pressure( DBP) and
heart rate of mice were measured by tail artery method ; the mice were anesthetized with chloral hydrate , the thoracic cavity was
opened , the aorta was isolated ,and the thickness of aorta of the mice was measured by hematoxylin-eosin staining, the condition
of the fibrosis of aorta of mice was detected by Masson staining,and the expressions of TAZ, transforming growth factor-g(TGF-B),
mothers against decapentaplegic homolog 3 (Smad3) , phosphorylated mothers against decapentaplegic homolog 3 ( p-Smad3)
and collagen | (collagen | ) were detected by Western blot. Results There were significant differences in SBP and DBP of
mice among the three groups (F =79.900,40.650;P <0.05). The SBP and DBP of mice in the Ang Il group and Ang II +
Ve group were significantly higher than those in the normal control group,the SBP and DBP of mice in the Ang Il + Ve group
were significantly lower than those in the Ang Il group (P <0.05). There was no significant difference in heart rate of mice a-
mong the three groups(F =0.090,P >0.05). There was significant difference in the thickness of aortic wall of mice among the
three groups (F =6.791,P <0.05) ;the thickness of aortic wall of mice in the Ang Il group was significantly higher than that
in the normal control group (¢=3.435,P <0.05) ,and the thickness of aortic wall of mice in the Ang I + Ve group was sig-
nificantly lower than that in the Ang II group (#=2.598,P <0.05) ,there was no significant difference in the thickness of
aortic wall of mice between the Ang I + Ve group and normal control group (¢=0.361,P >0.05). There was significant
difference in the percentage of collagen fiber area in the aortic wall of mice among the three groups (F =357.700,P <0.05).
The percentage of collagen fibers area in the aortic wall of mice in the Ang Il group and Ang Il + Ve group was significantly
higher than that in the normal control group (¢ =25.810,4.882;P <0.05) ,and the percentage of collagen fibers area in the
aortic wall of mice in the Ang I + Ve group was significantly lower than that in the Ang II group(s=20.580,P <0.05). The
relative expressions of TAZ,TGF-B,p-Smad3 and collagen I protein in aorta of mice in the Ang Il group were significantly higher
than those in the normal control group (P <0.05) ;the relative expressions of TAZ,TGF-B,p-Smad3 and collagen I protein in
aorta of mice in the Ang I + Ve group were significantly lower than those in the Ang Il group (P <0.05) ;the relative expression
of TGF-B protein in aorta of mice in the Ang Il + Ve group was significantly higher than that in the normal control group (P <
0.05) ;there was no significant difference in the relative expressions of TAZ,p-Smad3,collagen | protein in aorta of mice be-
tween the Ang Il + Ve group and normal control group (P >0.05). There was no significant difference in the relative expres-
sion of Smad3 protein in aorta of mice among the three groups (F =46.010,P >0.05). Conclusion TAZ can activate Hippo
pathway by increasing the expression of fibrosis-associated protein p-Smad3 and collagen [ ,and promote aortic proliferation
and fibrosis in Ang [ -induced hypertensive mice.
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e L s A — o i L 22 R , 7T A I
H 5 ohfgtitds ' o i AR R R A 2
JEEFAT T T HIZ RWESE , R w8 I L5 99
JAALEIAWIE . Hippo {5538 2 i 7L 39 o B
A7 s BEDRSY DO RE A 40 0 15 5 e %, TR PR P A
R R R R R R B AR R B
PDZ 454 18, 10 %% 55 L3 N 1 (transcriptional co-ac-
tivator with PDZ-binding motif, TAZ ) J& Hippo i % 1]
BRI o A BIFIE R B, O I8 s 1Y) & A ]
it Hippo {55 B ARG, (H TAZ 8 H 845 & 1M &
I G LR ARG L B R M Kk E R
4; (renin-angiotensin system, RAS ) 7E 1 35 IfiL J& 195
1l 5 L P A T A B A AR WF e P ik
AR, M E# % [ (angiotensin 1T, Ang I ) &
RAS il BA WS R 0 003, Al 2 5 i 4 R ok R
I % 3% 4K (angiotensin type [ receptor, AT1R) Zt&
R I WA | I i AL e B B o A A e A
SERFA T . 4ERRIASE (verteporfin, Ve ) J TAZ $1j
Hl . AR R B, Ve 7] 304 Ang 11
55 /N BRI A P9 R 400 M 0 R T s, R

WG AR TR FIE T Ang 1A S7 Ry e /)y BURE RS, 0
MR I T Ve b /I BRI Hs | I A8 458 £ 1% 2T 4E AL AT
KEHALBML I, TR TAZ HATE Ang 1T %%
F e I s/ D B LA 2 8 A o A A P S s e LA, A
W15 TAZ 35 5 490 1 50 A o5 100 P 10 A8 45 3 i PR3 7
Hh 4 0 P e AR R

1 ST

L1 WM 18 PGS R (specific
pathogen free, SPF) 2% 8 ~ 10 J& # HEM: C57BL/6 /)
SR A b A ) A S S W) BOR A PR A L AR5
720~25 g,

1.2 FERANGME Ve I H K Selleck 247,
KA SAREN A 5E[H Sigma 2% F, SR ANE-JHAL (hema-
toxylin-eosin , HE ) 4 {8,325 . Masson Z {42, 7] B
EUR I TR B w), H b E-3- 0 R
( glyceraldehyde-3-phosphate dehydrogenase, GAPDH)) |
TAZ —$1 ) H 35 [ Cell Signaling Technology /A #] ,
BEE S HE A IR 3 (mothers against decapenta-
plegic homolog 3 ,Smad3) AR SRS B E R YR
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¥ 3 ( phosphorylated mothers against decapentaplegic
homolog 3 ,p-Smad3) . | B R ( Collagen | ) —Piity
H 2 [i Santa Cruz Biotechnology /A ], #4k 4= &
“F-B (transforming growth factor-g,TGF-B) —$i1ly H
BRI W 52 ( ABclonal) A 1 BHHE A7 BR/A 7 11
/MR ZHT PR ZHUE H [ Proteintech 24 7], 1
R4k ¥ & 6 (enhanced chemiluminescence, ECL) iz
R B R S KA ARA R A5 /N sh i et
I HsASCOWE) [ A s R A 2 i) e P O R R {0
FIE Sonic 23], i B X ELOHLIE A 22 [E Thermo
Scientific 23] , B NI BERE AL KXW A 5% [E Bio-Rad
AT AERICR R G A 3£ [E APLEGEN 4 #],
AKPFEIRIE B ALt s —0Es ), IR E 7O R A
Z[E Olympus 23 w] , EEF KDL B S ZH 231
T A WD) R AL B 8 Leica 23], HHLJEHHL
W B RKHER AW LA R ]

1.3 SLWHE

1.3.1 o ERERGIE LI RER
18 H C57BL/6 /)R 43 0 1E % X B 41, Ang 1T 41,
Angll +Ve 240, Ang I ZH A1 Ang Il + Ve 2/
50 g - L7UK A G (40 mL - g™ ") MR VR SRR 75
JEIPFFFRETIT 1.5 ~2.0 cm YIIT, B4 5 AL,
Feifh Ang Il 199838 IR HAE AL T ,24 h B4R
JAng T (1.1 mg - kg ™" - d ™' B HIEMT 200 wL 4=
KR FRek 14 d BRI Ang INF5 S L HSASE 2L 5 0
T IR/ RA ST Ang 1T T Ang I + Ve 41/
BUB IS 60 mg - kg™ Ve(H4 Ve I T A AL
10% — B A= BRER KRR S FR H 1R, a2l
FYIRLE A AnglIZH RN IE H %k HAZH /0N BRURR 1L s v
SFRE R 10% — IR A BRER K o

1.3.2 /NERIM/EFAC 22 (heart rate, HR) g9 150 &
MEHREWM  ERNIN G, R R 3 ki E 3
2 /N B S kU 45 [ (systolic blood pressure, SBP) |
#F5K & (diastolic blood pressure, DBP) il HR , H A& Jy
2 WM AU IR 2 37 °C, i T[] 2 f K /N R
BT RT E4 r  o Hs  AS, f of ) A
TN, 7 s 7 il Ze e 78 1E 5% it 2R ik, 55
3 min Wl 1 Y A HR, 2L 5 5 0, BUS(E
T P SR R T /0N B, T B Js , 43 2 = 3 ok 3
(293 mm) 33 kR A B R J S CE T
- 80 CUKAHTRAT

1.3.3 HE £ &ZFKRMNREDNREEE M3
N EBIIKIR, 2240 ¢ - L' ZREREEE b
FLIRE TR 4 wm JERGE) R, 72 R EAT 2 4K
JE A , A5 UK 10 min 86 BE LWESIIK (R ATHRR EE AR

#100% 95% 85% \15% ) , 451 H6 7K 3 min,
ZRIB/KIRI 2 ming R ARG PG4 5 min, ZE1H K
Uk, AL Ay Ak 10 s, AR KRR 2 K, BIR
3 ming AR5 ALY G 1 min, 7K 2RO
JE PR K BB, B o fliH DM4B Y Leica I 3
BEAA IR Image J US04 RGETTH 2 Bl ke SRR
1.3.4 Masson F&iXaMl/NRERNBRFENIFR
B3 41N BIKIR, 4 40 g - L' 22 5 H g [
E A S 4 pm JBERY] . % Masson
YL LI A SR I G A A AR B LR
Jiti: H Y] 5 78 W OoR s gk AT 2 IR, RR IR
10 min; BB S BESL K (T 4785 BE AR 43 % 100% |
95% 85% \15% ) , T FESL 7K 3 min , 2518 KIR Y
2 min; [ Weigert SR ANE YA YL A 1 min; R
CPEAL B ST A 5 s, K Pk Masson ¥ fb K IR #E
3 min K PE, ZEIR/KYE 1 min [l 75 21 5 21 4% €87 G
5 s, pPygk; e A9 R LARMPE 1 min, BEEH IRV
WRVE 3 min, 552 TAEWVE 1 min, /K6 SRS, T e
WEY(E 2 min, K 3% ; P G B 47 A 55 R AR TRk
1 min, K3 PR B K, & BH, & F; i /1 DM4B 7Y
Leica {5540 I8, Image J EMER 73 b R4 1H 53 323
[k £F A AT FR
1.3.5 Western blot % #: i /NR Esh k& TAZ.
TGF-B.Smad3,p-Smad3 #1 Collagen 1 & B &KX
B3 /N F SR , A A A% A i)
W4y B A A% 2R o P s Btk P R B 1
o) & A T 2 1 5 R 30 pg &R TSR
STV i R JUE PR UK I A T B LUK, 43 B I R I B
TR 2 R — 9 SR TR e AR R 40 8 5% 2R 1
HEAERE A 2 b, j# i TAZ —40(1 25 000) .
TGF-B —4i (1 : 200) ,Smad3 —# (1 : 2 000) .
p-Smad3—$ (1 : 500) ,Collagen 1 —#i(1 :500)
GAPDH —4(1 : 8 000) ,4 “CHF e b 1%, i 115 4R
I AARGEES & 0 ZHUEEIE T 2 h, ECL 3R 2.4 ; b
P22 R BUR R GEUR , Image T 3504 K BEAAL,
LA GAPDH Sy NS M, H W AR Rk 5 DL H Y
EEKEESNSEORKEENERR,
1.4 %Hit=43E [ GraphPad Prism 8. 0.2 %43t
TG Eo AT T FOR AR + ARifE (x +5) FOR,
221 8] F R PSR 2R 5 225300, R AR P e/
SBEEE Rk ¢ K56, P <0.05 HERA S EE L,

2 #R

2.1 3 #ZH/N\ii SBP.DBP #1 HR tb# 45803
1, 3 2/ SBP \DBP i S A G124 E L (F =
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79.900 40.650,P <0.05) , Ang Il ZHH1 Ang [l + Ve 21
/N SBP \DBP {25 i T 1R X B4, Ang 1T + Ve
A/ SBP \DBP B E MR T Ang II 4, 225 A 4iit
FRL(P<0.05) 3 4l/h HR B S L ge it
22 Y (F=0.090,P>0.05),

%1 34/ R SBP.DBP #1 HR (b

Tab.1 Comparison of SBP,DBP and HR of mice among

the three groups (xxs)
A5 n SBP/mm Hg DBP/mm Hg HR/(JK + min ")
xR 6 108.3 £2.0 68.8+2.3 534.3+23.7
Angll 4 6 162.0£4.2° 105.5 £3.4* 523.0 £16.5

Ang I +Vedl 6 144.8 2.4 85.2+2.9% 520.0 +32.8

F 79.900 40.650 0.090

P 0.000 0. 000 0.914

T SIEE A AP <0.05; 5 Ang 1T £ 4P <0.05;
1 mm Hg =0. 133 kPa,

2.2 3AMREFBKEELRE ZRWE 1, EH
YFHRZH (Ang 1T 4HF0 Ang T + Ve ZH/)NBR 35 30 ki
JELRE 43 ) g (40. 78 = 1. 63) . (55.30 +£3.90) .
(42.10 £3.26) wm, 3 207N 3 3l ks L BF L 4% 2%
RAEGIEE N (F=6.791,P <0.05);Ang T 41
/NBR T B KR JEE B R 2 i TR O IR, 2 R A5
T12 7 (1 =3.435,P <0.05) ;Ang 11 + Ve Z/NE
TR BT Ang T 4, ZRARITEE
X (1=2.598,P <0.05);Ang 11 + Ve 415 1F % %] 1d
H/NRE S BRBEE B L 2= R G4 8 L (1=
0.361,P>0.05),

5~ : i .
s : Ve f";“‘ ‘ )y g }",(,l
. YW E
s N D - R
A ph T LRSS =
{2 Aty -«
4"* & [ ) T ik
S5 Mou ay
- '/'/"s( "\0 ‘ﬁ’l" «‘,.&\.-
&4 s &
N T v
\,,"* 4' ) [0 80
\Y . = SNy
s ; ,}4‘ ‘\’ A
> A )'(".4- v?“ e
P N o o - o
A g '{‘— B LA C {00

ATERA IR ;B Ang 1T 2H;C: Ang 1T + Ve 41,

B 1 3A/NRENKIGEFR(HE £, x400)

Fig.1 Aortic hypertrophy of mice in the three groups ( HE
staining, x400)

2.3 3AMRENKFENBRILER ZRIKE

2, Masson ¢ fa 2t B G ox ) 5 1F & 4 R 4 b %,
Ang T AH/NERFE Bk B i 200 66 5 5 HEFR Y
W LT 4434, Ang 1T + Ve 41/NEL = sh Ik &F AL 75
JEEL Ang 1T HI R ok, IEHXTIRA Ang 1T 4H
HiAng 11 + VeZH /N B 3= 3l JDk BE i J5t 21 4 1o X A 40
Fe A3 32(3.95 £0.59) % . (24.25 +0.52)% . (8.01 +
0.59) % .3 ZH/INER 3 2l Jok BE I It 2 4 T AR A 4 LE b
WERAESITEE X (F=357.700,P<0.05),
Ang Il 2071 Ang 11 + Ve 2H/NER 32 30 BRCRE i D £F 4
AR E SR m TIERE A, ZRA5%TFE
Y (1=25.810 4.882,P <0.05); Ang I + Ve 41/
B T Bl DRRE G i 2 R T AR A3 LG S AR Ang 1T
H, ZRAG R (1=20.580,P <0.05) ,

A TER A BR4L;B:Ang 11 41;C:Ang T + Ve 41,

2 3 AINREFBREFLELIFN (Masson L, x400)

Fig.2 Aortic fibrosis of mice in the three groups ( Masson
staining, x400)

2.4 3 AN EB kB TAZ, TGF-B, Smad3,
p-Smad3 F collagen | EAMEXRIZEILE %45
W 2, Ang I 4/ B F 3 ik TAZ, TGF-B,
p-Smad3 |collagen [ 2 X} FREEEE S TIEW
XYL, ZE R A G XL (P <0.05), Ang 1T +
Ve 4/ B 3 ik TAZ | TGF-B , p-Smad3 | collagen
I EAMXRBEEFRT Ang I 4, 27 H5801
N (P<0.05), Ang 1T + Ve 4I/NRE Pk
TCF-B 3 FAHR R o T IE R M IRAL, 22 A 4eit
78 X (P <0.05), Ang I+ Ve 415 1EH % HRZ1/M R
Bk TAZ .p-Smad3 \collagen I & FIAHXT ik L
BRERIGFE X (P>0.05) . 3 /N ESKF
Smad3 #H X} 3 ik B % F LS I E X
(F =46.010,P >0.05) ,

x2 3HNRENF TAZ, TGF-B,Smad3,p-Smad3 F1 collagen [ EHHEXRIZELLE
Tab.2 Comparison of the relative expressions of TAZ, TGF-B,Smad3, p-Smad3 and collagen 1 protein in aortic of mice

among the three groups (x£s)
2H 5 n TAZ TGF-B p-Smad3 Smad3 collagen |

1B T RR A 3 1.00 +0.00 1.00 +0.00 1.00 +£0.00 1.00 +0.00 1.00 +0.00

Ang I 4 3 1.50 £0.06° 1.93 +0.04° 2.46 £0.19* 0.96 £0.04 2.98 +0.26°

Ang 1 + Ve 4 3 1.19 £0.10" 1.34 £0.08* 1.67 0.15" 0.94 £0.10 1.57 £0.02"

F 15.190 92.040 27.850 0.269 46.010

P 0. 005 0.000 0.001 0.773 0. 000

A G IER A BRAL LA P <0.05; 5 Ang 1T 41HEP <0.05,
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Fe I A — PP PR , AT | O i
SEMEAR AR , SR e T A TR A I A 5 4 RN T R
AR AT A A R | Y — o Y
ML AR | Rt R A8 21 4 Ak AT A2 1F 1 e v, o i
MK 7Tt 0va 0 ¢ 1K A i 2 e s 1)
SN TR AT B4 4540 T A, e &5 Bl ks
REREAL ™ AT 4 Ak e T 98 AT 32 Bl IR
FFRAE , QAR S kO e Sk AL S 5
VA, BT, KRS I A R R M R L, &
o Jirt RS Y, L o A5 & 4846 %) 28 AL o A 43 W
Ty, XA 20 R B A6 7 e I A S HE I A8 I
PR {1 - [ 5 2 A 1 =0 WA 0l | K R
A AT, X6 v il Fe R JFEC 1t A8 £F 2k Ak I 2 1) Tl B
g BAEEE X,

1 IS 0L B 9 P A LR A2 Ak e Herp iy
-1 Bk Z B [E i £ 4% ( rein-angiotensin-aldoste-
rone-system, RAAS ) f) i i% & fe B 1 N £ 2
— 0 Ang T /& RAAS [ B840, 32 20 i
5 ATIR 454 R4 HAE Yo s 2 245
TG B Rho B0 A% K-« B , AT 3§ 0 1 &7
S JULZ B S 5 | £ 4 A 0 T SRR A R 3
AEREAG , AT I 1 1 A% F 9O L AR BF S 4 R
7~,Ang 11 2HF0 Ang 11 + Ve 2H/)NE SBP . DBP & 3%
BT IE R A BE 41, Ang 11 + Ve 41/ SBP . DBP &
FEALT Ang 11 4H; Ang 11 4170 Ang 11 + Ve 41/
E Bl bk B R €0 S HE AR R ST 4 A
Ang 11 ZH/INER 32 3 Dk BE JE 32 i 28 K T 1E 5 % B2,
T BN IDKBE 1 i £ A 1 BR 43 b 2 R T IR R 4
s Ang 11 + Ve 41/ F2 B K I 27 2k 58 HE R
Ang Il 2852, 32 2 Dk BE S JE | 3 3l BKkOBE JIg Ji 2T 4
AT R E T Ang 1T 45 X ULHT, FFEE0ETE
2 J& Ang I1 B Al 5| i e ifn s , 70 e 0 ] S 3850/ B
S S 4 2 B0k AR LR £ A TR BT Ve
AT R v R B I 3 sl Dk AR DA K T2
KT 4EAL TR

Hippo i J# & —Ff = BE ORSF A5 5 5% 308 %, 78
HABE KB BA SR EY R e . TAZ
VeI KL K AN oMeE 51 S 20 4n e g2
AT AN, ML 50 727 5 18 40 AL Hippo/ Yes AH G

HH/TAZ {5 BB R B ), MR I v 5 | e 1 4
B0 L YAP/TAZ {55 38 BTG , A M4 R AE
PR30 B 15 | i 20 Pk ks A A A 722 5 T L 9 )22 3 T
M YAP/TAZ {553 % , 3 10 96l 42 1L 48 R AE K 3y
RO EERE AL AR 45 2 o FE w8 IR 2 R B A
Hh P IR 3 ) 0 o PRk o o s R  Ef
ERAEMBHKFAEREAAS05 . Hippo JE & F il A BERR
VR g #0430 (large tumor suppressor, LATS ) i
IR AL PTHI F ie sHHaE 1 YAP/TAZ 3405
WENNMANN 25V BE58 % B8, Ang 11 il FEAIK LATS S
it Hippo i EEE P, B YAP K@ik, AAF5E
25 R BoR, Angll A /) B 3 3l ik Hh TAZ | TGF-B
p-Smad3 (collagen [ # I AHX 33K & B 35 & T 1E
XTHRZH , Ang 1T + Ve 4/NE 2 3h Ik th TAZ  TGF-B .
p-Smad3 ,collagen 17 [ AH X 35 5t 2 F KT Ang 1l
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