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WE B ARRFFHEXT R (CIA) DRAFETZAEATHRAEE, A Hotair/Wnt1/B - & 37
&G ( B-catenin) 155 @& 09 A &, S AT EAHR S (WHIBD) 2% KR X F X (RA) 8 F ALl
Fik @A DBA/MJ RS CIA SR, Frd R/ R F & =04 4 4. 8840 (CIA 40 ),
BALE 4 (WHIBD 41 ), W &#%40 (MTX 40 ), WHIBD+MTX 41, #4186 2, JFRALLIE —Ht
KOG EF DR 6 RAEAHEFA, WHIBD 24X F WHIBD # § (25.78 glkg ). MTX 24048 F MTX i# §
(1.288 mg/kg ).\ WHJBD+MTX £ & F WHJBD Z MTX # & , E# 2% CIA TR F 734 hK#ET,
HEFL 4R, RABART RN EREFRRX T QMIKAEE AT IIKE, EREEE PCR &0
&-¢0 Hotair., Wnt 4p# B-F 1 (WIF1), C-myc. G1/S - 4 F A M E G (CyclinD1) &k K-, %E4
Lk #eml Wnt1, B -catenin, A5 3% 78 4 R ik (Ki-67 ). Caspase3. B # & e -2 (Bcl2 ). Bel2
MEXEH (Bax) FakizKkF, R 5 CIAZts, WHIBD, MTX, WHIBD+MTX 28 F 7 &
KT K B RE A T TR 18] 64 3 e iR TR B h AR K K @ Ki-67 &AL Y, A TA8X % & Caspasse3.
Bax £ ik ¥ m, Bcl2 &L 5 Hotair, WIF1 A B & A3 A, C-myc. CyclinD1 & B £ ik V5 18 %%
B Wnt1., B-catenin &Lk V' ; £F ¥ A %4t 5 &L (P<0.05). £&it WHJIBD E A &% CIA A2
FAIR K PR E A0 X T £ A2 %, A Hotair/Wnt1/ B -catenin i@ % Ao/ IRLA R 693570 . AT, KIEWES
CIA FAEA

KR BT B XT K RRFFHXT X, Hotai/Wnt1/ 8 -catenin 1z 53l %

Effects of Wenhua Juanbi Decoction on Proliferation, Apoptosis and Hotair/Wnt1/ -catenin
Pathway in the Synovial Membrane of Collagen-Induced Arthritis Mice HUANG Liu-yun', ZHOU Hai-li",
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ABSTRACT Objective Taking collagen-induced arthritis ( CIA ) mice as experimental subjects, in vivo
experiments were conducted to analyze the therapeutic mechanism of Wenhua Juanbi Decoction ( WHJBD )
in preventing and treating rheumatoid arthritis ( RA ) from the perspective of Hotair/Wnt1/ g -catenin signaling
pathway. Methods Male DBA/1J mice were selected and the CIA mouse model was established, and
successfully modeled mice were divided into 4 groups: model group ( CIA group ), WHJBD group, methotrexate
group ( MTX group ), WHJBD+MTX group, 6 in each group. And 6 normal mice from the same batch were
randomly selected as the normal group. Mice in WHJBD group were given WHJBD per day by gastrogavage
(25.78 g/kg ) . Mice in the MTX group were given MTX per week by gastrogavage ( 1.288 mg/kg ) . Those in the
WHJBD+MTX group were given with both WHJBD and MTX by gastrogavage. Those in the normal and model
groups were given the same dose of normal saline by gastrogavage. All medication lasted for 4 successive weeks.
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The swelling of the foot and ankle joints were measured by vernier calipers. Real-time gPCR was used to detect
the expression levels of Hotair, Wnt inhibitory factor 1 ( WIF1 ), C-myc, and G1/S - specific cyclin - D1 ( CyclinD1)
in each group, and immunohistochemistry was used to detect the expression levels of Wnt1, B -catenin, antigen
identified by monoclonal antibody Ki67 ( Ki-67 ), Caspase3, B-cell lymphoma-2 ( Bcl2 ) and Bcl2 associated
X protein ( Bax ) proteins. Results Compared with the CIA group, the swelling of mice in the WHJBD, MTX
and WHJBD+MTX groups after treatment decreased gradually as intervention time went on. The expression
of proliferation-related protein Ki-67 decreased, the expressions of apoptosis-related proteins Caspase3 and
Bax increased, and the expression of Bcl2 decreased (P<0.05) . The expressions of Hotair and WIF1 genes
increased. The expressions of C-myc and CyclinD1 genes decreased ( P<0.05) . The expression of pathway
proteins Wnt1 and B -catenin decreased ( P<0.05) . Conclusion WHJBD reduced the degree of swelling and
arthritis in the paw and ankle joints of CIA mice, regulated the proliferation and apoptosis of Hotair/WWnt1/ 8 -catenin

pathway and synovial tissue, thus playing a therapeutic role in CIA mice.
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B -catenin signaling pathway

K NIB KT % (rheumatoid arthritis, RA) &—
CUIBZS 78 I B = SN ¥ i = A NN Sl PS8 A [ S S|
B G MG , I 0.28%~ 0.45% RyFE AL ",
Horb 2547 173 (BB g MR A5 1k TAE 2. IR
FERIZIG 5 4F, 30%~ 40% BERIKTT SHE 55K
B AT AR 5 B e AT ©, XATRE R THE
KL FFMAT 4,

Wt 8 1 55 2% e B 1 L Ok ST B IZ AE 7R
Ho HAF 55 PO GIE BN A K LT U
K& MRS, 3 RAY, KAEIE %% RNA 78
H S B th g s h g e 1)z i 58,
Hotair: RA i) S 2 it Al R ZH ZUER 32 31 T Hotair
TR BE BRI ) i I PR 561 J P R 45 4
M, WRERFICIEN], A3 b RELH 2L AT LA S 2 it
IT R R AR 4L © . IRALEBIE )T (Wenhua
Juanbi Decoction, WHJBD ) /&% F Z4EXF RA Il R
s 26Ty, LRI R AP BUS T R TR
R 1L WIRRIGI T AL, A AT A R S 5 e O
& (collagen-induced arthritis, CIA) A, B[
HIAFSE RA i B . BAT RA 19 BRRR AR 0 4 92
SERRAE AR © ) A N S SR, B WHIBD
b W BB . JH T A0 Hotair/Wnt1/ B -catenin i i
HISZI o

MR ETTE

1 3 ¥ DBA/MJ /N B, 45 FV, SPF %%, It
PE, 6~8 [y, WIKT LG SEsesh i S A R
A, ST L BE RS R, SRS
VEARE: [SYXK (#) 202450012], % MEAriE A Hik
7, RE: 20~26 C, 1B : 40%~70%, iV PSR

1R TR, I AL R 24 K2 Sl 4 2
S0HZE 524t (No.JACUC-20210823-06 ).

2 Z5%) WHJBD 41h: B R{l30 g Z&XHE
20g Pik10g 2lE6g MRIA2% fE#&E10g

HIFF+10g HI=10g Johii20g A 20 g
W30 g, MW THM L HFaBER b,
il ) BE VR e B A 100 mg/mL UK BT, ke i 2n
T ER AT RS N AR AR (52
B ) O St s MR R R AT 2
Y, NEHZR R R H 25.78 glkg.

FH s ( methotrexate, MTX, 2.5 mg, [iff
fHiHZS) A BRAHE, b5 : H31020644 ) TREW : /)
S 25 %) K 55 5 1.288 mglkg, ¥ MTX B ik
K, BN 0.5% &P RLL e R, 58 )7k
b, BoE M MTX RS

3 FEAMHMAF 4 AV S (chondrex,
5. 20022 ) ; 524:1K5 (chondrex, HIt5: 7008 ) ;
A5t 4R (chondrex, Hlt*5: 7002 ) ; B bk E2L 41 ifd
Jei -2( B-cell lymphoma-2,Bcl2 ) #ii#& ( Abcam, L5 .
GR3412384-2 ) ; Bel2 #H 5¢ X # H (Bcl2 associated
X protein, Bax Jii{& Cell Signaling Technology, it
*7:2); Caspase3 i {4 ( Cell Signaling Technology,
fit 5. 19); Jib 8 3 5 Bt i (antigen identified by
monoclonal antibody Ki67, Ki-67 ) #iif& ( Abcam, it
+5:GR3193982-1 ); Wnt1 #H ( Santa CRUZ, Hit'5 .
#L1619); B-i% ¥ M 11 B -catenin) Hi /& (Cell
8ignaling Technology, 74t %5: 5); & Ht /N §lgG
( Cell Signaling Technology, it 5:35); LLEE T
I9G Ptk (BMESEYHATIRATR], it ;805472710 );
RNA HAURIBGAR & ( Bl Ze 2 E et AR A ],
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fit'5: ES1M1901F ) ; =4 H e (1 25 4 Al 4k 2 15
HIRAT, L5 141016 ) ; RHFILLF R (JbxT
FORFERHEA AR, Wi &2 R =S
H AL ) 5 DAB il & (dbat i & Ay
HARGIRAT, #t5: K216405E ) ; i # s 7 &
( TAKARA, #t5: AHG1528A ) ; FastStart Universal
SYBR Green Master ( Roche, #t%5: 11610100 ) ;
EDTA 45 ( M -84 TRAKRA R, #t5:
13189A71) ; PCR51¥ (it ( 1) R oA
FR 2y 7] ) 5 NanoDrop2000 ( Thermo ) ; 96 fL JG#E i1
PCR #x (Axygen); lifts kR ( X G WA A EH
BT ) 5 7500 A% i s PCR AN ( 98 F N A9
RGN ) ; RM2016 #IY) AL (FE[E R A R
/5l ) 5 HD-330 AU R bl (IAJ6Z A AUARA FRA ] ).

4 Jrik

41 CIARETRE S SRR UL A5 WKk 2
g2 A RV R 1 5 SRR e e R A, HkEL
B, TETEZRIRK EANEBOF WAL, 16 RUEZ
TS 0.1 mL AL, 21 KRGS T R s 4= Y
Ji2 JE R N A R AR 3R (RN e A AR A, dl s FL AL
A, KRk RE . fERERZ SES 0.1 mL 7k
F, AR 5% (arthritis index, Al) 433 1
XF/NERARRIHEA TSy, B L R4 R =i 16 47,
PP 1 o i Y, SRS NS

42 SHRZGYT I KRR/ B IR
B WL 5 6 4> 8 CIA 41, WHJBD 4. MTX 41 .
WHJBD+MTX 41, 416 H, F:RfHLIERE—Ht Kk
FITEH /N6 HAE N IE R 40, WHJIBD 4145 K Tk Al
7] 25.78 g/kg; MTX 41 43 JH 7~ I 2 7K 1.288 mg/kg;
WHJIBD+MTX 4 % K 7 7] 45 51 5 WHJIBD 7K i 71,
B JH TR SRR MTXIRER . W25 4 85, i
3% L L Z AT R, BUNEROCTT IR, -80 €
PAF (R — A ATEALBE ),

5  WEHE bR KA I Ty

5.1 /IR BB IR BIUR GE mi A e
PEMIIIG , SR PR RO /)N B 2 FNER DG ik
o ANRHTAY TS, R R 1R, B
D27 B[R] — B R ] — bR R, B2 252
o KPAPIKEE (mm?) = J5TUEE (mm) x B
THE (mm X

5.2 fiEdift  BUHEE/ UGB IR 2L, I
AT OPE, A SR E A 5 pm; A
WEPIR R UIR A IR RGE W . B L EEE K
BB S A T HT B AB S i VR I L = 0t 3 S P

M1, YA B3 ReL X i —HiiEE (B -catenin:
1: 50; Wnt1:1: 50; Bax: 1: 50; Bcl2: 1: 5 000;
caspase3: 1:50; Ki-67:1:1000), 4 Citk, wH
BB 0 (1: 2 000) ; fii ] DAB Ak &
WA, BRRWEY, 1% FHRIERE L. 1% ik
R, BEOEENK,. —HRGE; PR E A,
BT RIE, Image J 70HT .

5.3 SERTYEGE = PCR 2 (real-time quantitative
PCR, RT-gPCR) #4E4H 2% RNA $2 Bt 57 & 0 1
X5 ¥ i 41 21 9F 47 RNA $2 52, NanoDrop2000 il
E RNAMREE (ng/wl) FIZLRE, ODygppeo HLAE AT
1.8~2.0 Z BV R 5 5 A FH 00 2 SR a6 iR A 7 30
&, A B eDNA, Jz B %4 37 °C 180 min; 85C
5 min; 4 C {4 7%; {# J{ FastStart Universal SYBR
Green Master i}t 17 qPCR: Hotair, C-myc J# &
( MYC proto-oncogene, C-myc) #l G1/S- %F 5
Ji4 # % 11 (G1/S-specific Cyclin-D1, CyclinD1),
Wnt #f1 %l Al ¥ 1 (Wnt inhibitory factor 1, WIF1),
RA . Bl BAL, AT fiAs: 95 C,
fa] 30 s, fEFA%EL1; PCR & i: 95 C, 5s, fE¥
%040, 95 C, 34 s, TEHEL 40, KEFLFK. T
KuIRKELER 1,

6 Siil=¢J¥k  fdiF GraphPad Prism 9 JE47
it 5. TFERFRERA X £5 Fow, P4 E][A
FLBCR K55 2240 18] e s R R B DR R Ty 2290 L
LSD 1% SNK ;5 ; P<0.05 NZESA G2 XL,

RAOENAIR, FPEI G IYRKE

LA TR J¥5) (8° —3") I E (bp)

Hotair % : GCGCCAACGTAGACCAAAAG 20
Tiff: TCTACCGATGTTGGGGACCT 20

CyclinD1 _I-jif: TCGTGGCCTCTAAGATGAAGGA 22
TiF: TCGGGCCGGATAGAGTTGT 19

C-myc _I-i: ATGCCCCTCAACGTGAACTTC 21
Tiff: CGCAACATAGGATGGAGAGCA 21

B-actin  IJif: GGACCTGACAGACTACCTCA 20
T iF: TCTTTGATGTCACGCACGATTT 22

WIF1 [-i: GCTCTGGAGCATCCTACCTT 20
Tff: AATCATGTGTAAAGGGGGCC 20

& R

1 S /NRET IR A (£2) 4
A 0 K #, CIAZWHJIBD, MTX., WHJBD+
MTX 41 %5 40, 47,64, 61, 68 K & 17 ik J& 14
K (P<0.01); SFiEw Al e, CIAZL#EL 40,
47, 54, 61,68 K X 17 i ik & BHOK (P<0.05) ;
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®2 HAVMROCTIMIKEIE (mm?, x+s)

251 n 0K 40 X 47 X 54 K 61K 68 X

EH 3 4.03+0.60 5.07 +0.44 5.05+0.37 4.84+0.12 5.15+0.45 4.68+0.24

CIA 3 4.23+0.48 14.93 +0.34%* 15.34 + 3.39%* 13.15+3.13** 12.18 +1.91%% 11.86 +2.26"*

WHJBD 3 3.90+0.38 15.88 + 1.60* 13.49 +1.41* 10.82 + 1.49* 9.49 + 1.40* 9.26 +0.97*

MTX 3 4.07+0.15 15.27 + 1.49" 13.07 + 1.67* 12.31 £ 0.74* 10.27 + 1.48" 9.40 + 1.32*

WHJBD+MTX 3 4.13+0.20 14.19 + 1.09* 10.83 +1.77%4° 9.88 +2.07" 9.34 +1.82" 8.11+1.56%*
T SAUH 0 RILE, "P<0.01; HIEHAIRMILLA, ©P<0.05; 5 CIA 4ilFAlIHLE:, *P<0.05; 5 WHJIBD 41 ILEE, ©P<0.05

5 CIA 41 [7] 1 1 &8, WHJIBD+MTX 4H %5 47, 68 K
T i K B g% (P<0.05) 5 5 WHJIBD 4 [A] 1 1
B, WHJIBD+MTX 255 47 K 57 fif i JBE ik 7% o
(P<0.05),

2 BB L K67 £k (%£3) 5
A, CIA 4 Ki-67 Fikiin (P<0.05); 5
CIA ZH k%, WHJIBD. MTX., WHJBD+MTX 413497
Ja Ki-67 ik /> (P<0.05) ; 4355 WHJIBD 4 5{
MTX 41 b4, WHJIBD+MTX 41697 )5 Ki-67 FiA T
ik, ZR¥HAGI#E L (P<0.05),

*3 HA/PRIBIRAL Ki-67 Rk (%, X+s)

A5 n Ki-67 BHPE4ii %
EH 3 0.357 +0.032
CIA 3 0.750 + 0.036*
WHJBD 3 0.547 £0.035%
MTX 3 0.567 +0.025°
WHJBD+MTX 3 0.453 £0.032°4°

. 5% 4l #, "P<0.05; 5 CIA 4l Ho g, “P<0.05; 5
WHJBD 4114z, *P<0.05; 5 MTX 41k 4, ©P<0.05

3 KU/ 414 Caspase3. Bcl2, Bax,
Wnt1, B-Catenin I EKLLE (£4, Kl2) 5§
1EH 40 %, CIA 40 Bel2. Wnt1, B -Catenin 3 ik
H4fm, Caspase3. Bax fiH#&KAH /D (P<0.05); 5
CIA 41 [t#:, WHJBD, MTX, WHJBD+MTX 413457
J& Bel2. Wnt1. B -Catenin & [1#53A0/> (P<0.05),
Caspase3. Bax & [ i1 i (P<0.05); 4> 55
WHJBD., MTX 41 It #¢, WHJIBD+MTX 41 i@ ¥7 )&
Bcl2, Wnt1, B-Catenin & (H ik H K, 2744

T4 FKA/NRIGEEY14 Caspase3 ., Bcel2,

Geil2EE L (P<0.05),

4 41/ B B 4 21 Hotair, WIF1, C-myc,
CyclinD1 mRNA ik i (£ 5) HIEH 4,
CIA #H Hotair. WIFImRNA % ik [ % (P<0.05),
C-myc. CyclinD1TmRNA % ik 3 fit (P<0.05); 5
CIA 4 & %, WHJBD. MTX, WHJBD+MTX 4
+ i J5 Hotair. WIFTmRNA 2 i #4 fin (P<0.05),
C-myc. CyclinD1mRNA £ ikJ# /> (P<0.05) ; 4l
5 WHJBD., MTX 4 L%, WHIBD+MTX 41i/97 5
WIF-1, C-myc mRNA FikH 1k, Z2RWAFI¥E
X (P<0.05),

Ki-67 |

Caspase3

Bcl2

Bax

Wnt1

B -Catenin

H:ARIER 4; B A CIA4]; C i WHJIBD 41; D & MTX 41;
E i WHIBD+MTX 4 5 216585k R BAVEAAL ; R ik Sy B 4 it
B2 K4/NEIIHZ Ki-67 . Caspase3. Bcl2. Bax.

Wnt1, B-Catenin & [13ik (g4, x400)
Bax, Wnt1, p-Catenin SR IEHE (X+s)

215 n Caspase3 Bcl2 Bax Wnt1 B -Catenin
1B 3 0.763 = 0.085 0.310 £ 0.026 0.697 £0.015 0.290 + 0.026 0.300 +0.035
CIA 3 0.517 +0.035* 0.663 + 0.040* 0.363 + 0.045* 0.733 +0.045* 0.770 + 0.046*
WHJBD 3 0.643+0.015° 0.537 +0.020 * 07623 +0.056 * 0.500 + 0070 * 0.577 +0.035"
MTX 3 0.647 +0.031* 0.557 +0.051" 0.613+0.040" 0.62000.010* 0.673 +0.0207
WHJBD+MTX 3 0.680 +0.030" 0.426 + 0.040 “*° 0.587 +0.073° 0:383+0.030“*4° 0.463 + 0,030 “*°

W . SIEWALE, P < 005; 5 CIA4ILE, “P < 0.0555 WHJIBD 4iLt#:, 4P < 0.05; 5 MTX 411t45:, °P < 005
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x5 K/PNEIIEHS Hotair, WIF1, C-myc. CyclinDImRNA #ikL# (Xzxs)

2H 51 n Hotair WIF1 C-myc CyclinD1
EH 3 1.000 = 0.000 1.000 = 0.000 1.000 = 0.000 1.000 = 0.000
CIA 3 0.788 + 0.037* 0.019 +0.007* 1.369+0.018" 1.697 +0.172*
WHJBD 3 1.349+0.131° 0.105 +0.006 “ 1.121+0.100° 0.994 +0.120*
MTX 3 1.409£0.122" 0.118 +0.005 * 1.018£0.030" 0.917+0.015°
WHJBD+MTX 3 1.621+0.098" 0.083 +0.000 “*° 0.845+0.087 “*° 1.185+0.188“

¥ HIEWH LA, "P<0.05; 5 CIA 411#:, “P<0.05; 5 WHJBD 4 It#:, *P<0.05; 5 MTX 4[4, ©P<0.05

W ®

Bl N RA B RZ AL, T E RARYT
TR ZARA . 1% 3] RA 5% A%, 294 1/5 1
H IR R ?

WHJBD /2 i Xl 5 {3 4% 28 2 4R 2000 45 6 i R
FERUR . ERNEROE S, Ar0E MG 4
HERETHREHL, DAVEARE LA, mE %, dt
REY ., RIS B A S S JE R ALE AT
S R AN A R, W53 B R A B AT AT LA
1 515 AN JE I CD4™ A1 CD8™ 11 1 432 M It 1 ] %
PR R o3 s AR A PIRIEN, FTLATUIRAS
Z ## (lipopolysaccharide, LPS) iS5 /Y F 40 iy
Hh g R 2R aE, H B2 BRI 50 R W 2 A e 1)
PURANEF S oA AT & 2 St IR A FUUETR 2
Rk, ety R =G RS, B i
SRR, AR IAC , FTLLIZEf# CIA KLY
KT, DD S AR M TR, DU DG R
PR, TSRS A, NI e R Y IR R
AT A Ay, Ay, DA — B 2, A B
TP AN, BRRARREEE Y, A EACLE, TSR,
HIR AR, R E LR ASCE S5, AT 5y, B
KGR, FHmRedt, #— S 2 XAR — 8 2. H
HIr PRI M 9 288, HAG ks, EA
PO, fr—58i, #E—BZ R, B A #G; &0
KR ZIE, ZMH4 28, EUESEE, FPLC,
AR, R, SR XU AR R, g
wJa SRR 2y, WAy IR RGE R, I
MATA, BRAEZ Y.

Wnt1/ B -catenin {5 5@ AL HAF TS5
RA, B FZUENEMPMAT AN rEsE I T2k
e it RA & B ZH I . Wnt12& —FiiE a1,
AT L5 240 Bk s 1 2R M A X e e R
XIZEE, IR B B PSR A DR R BRI AR
HURS i B -catenin AR didrEfae, Raks
UL B SRS S 12 5, W C-myc A1 CyclinD1 ™,

b b, Wit & AR R, BRI, Wnt 7]
DT 5 315 B AR AT AR AR M O BT S 5 RA™ . A
T R B 2T £ A L o B R 5R Wit S 3T B R
BEASZAR N . BT 1 (R AR AR T
SAE R A T T AR K LURRIRE S T 1R
A5 S s A KL C-myc #il CyclinD1,  #B4& H A7 1
TIANMEI . T HEEEThEE 1Y,

TEABIGE T, WHIBD ., MTX LK% WHJIBD+MTX
FH 25 7E ¥ 4% T Ki-67 ., Bcl2, Wnt1, B -catenin
HEHFIE; FRIKT C-myc. CyclinD1 JE[R 1k ; B
| Caspase3 fll Bax ()3 ik, KM T ix WHJIBD 1]
REiE L Wnt1/ B -catenin {5 530 %, 52 i Y 165 400 6 174
BEFE AT, PR 25 Bl a3 L2 A T DABRAR T
Wnt1 ik T B -catenin 25 YR RAITEE
I T RS L K C-myc # CyclinD1 #9363k, M
W TR T 1 Caspase3. Bax ik,

Hotair {f h — Fl B X IR IF LS, B35 £
il 5E B 09 94 422, A2 45 Wint {5 53 %, Hotair /£
LncRNA Hi—Gt, X RU#RE . & R B R AR
MAER G 2%, EASA EEmMNE A, M E2E T
R S L TG PR S 5 A SRR R e 2 o SR
AW " WIF1 B—FrmitkEn, algES
Wt 2 H IS G YE . A5, Hotair nf LIE
T WIFA 3 3719 SAL I8 Wint £5 5m g% 20
A AT 2 B, Hotair & WIF1 78 CIA /)N B
H AR ik ; WHIBD, MTX L) Jz WHIBD+MTX
i) Hotair 1 WIF1 Zib345 . N WHJIBD
XF CIA /N BURY T BAE T 6B 3l 2o f2 #F WIF1 1 23k
AT Wit {5538 B E 1

SRV, ARSCE R EIE T WHIBD X Hotair/
Wnt1/ 8 -catenin i #5200, DL X CIA /N
FES AR A 3 FE AR T R VR . A TT R sE i AL
WHJIBD &5 CIA /N BB IS 58 R T i A, A T
RENRTT IE

Fasihs I,
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