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CEMEFHR O

ok Almg e i Hippo 15 5 it /] Bl s i 55 iy e HAIL IR 52

MR IR B

HBE B8 HEUWHBOKMTRZ M Hippo 5518 B Xt/ BT
TR R HALEIGE ., Ak 6 BRI Y CSTBL/6] /N
SUBEHLA N 3 20 . X R 2H AU BOK AL B 2E , A7 — 2 &
VA A% ( DEN) /IS AL ( CCl, )/ Z B ( C,H,OH) i S /N
JFFSRR A R KK AR (0. 1 mg/kg) T, 45 1 % 2 J], A
HABOKALBRZE I I TS 1.0 % DEN, &8 1 W43 A%
957 R, T RO (5 mlrkg) B 2 R HE 8 JH
18 i MEH 20% CCL, W FRATME R (6 ml/kg) B 2
W BORNMBELE S B 4425 20 J& . W RRALL T M A 7%
W, TR B TR 2 (ALT) (A RU5E 2 i (AST) I
WA ALFE BRI RS I | 2K 11 ER 328 ( Western blot ) Fl 4028 5 S
W2 /NP4 22 MST1  pYAP  YAP pTAZ TAZ & (1)
FkoKF, R XA/ U RE SR 161, B 2 5, A
RUZH T WERRE | T MRS | 7 JURDIR 25755, BORANBs L 97
AR W R, HE Yot R, X BB/ B /N 2544 1E
B BRI /N 25 M 3R L, AT b A i 2T IZ IR BE,
S VEANMLIR Y, AEAERR 2 30, Rk AL BT B /) BRI
AR TR EEWE . S 9L Western blot 453 g /R A 4]
ANERE T IR /N BUF AL 2L pYAP (pTAZ 193 IR B/KT
I, MST1 \YAP \ TAZ [ & 11 3% 35 7K 38 5 Bk K Al g T i
J& , LV MST1 . pYAP  pTAZ & %A /KF, Tl YAP TAZ
M ARDIKT, 88 BOKANTEXT /N B R 97 1E H
T i 5 MO 9 Hippo (554 X,

KR BKOKALGE ; Hippo 15 5 38 1% ; P s = & WS
MU EALRR ; £

FESES R965.2
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JF982 ( hepatocellular carcinoma , HCC) J2& 38 [ H
DL AR R 22—, B e R R HLME LUIR T YRR
AR A BB SRR A DG T R A AR
o B B R R TR VIR A0 R S5 R
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FRKANR ( Colchicine ) &4 R by < B0 b 21 4™
HP PR A HLAE B BUA ST W, Bk
AKANBE N 5 1 4 A — 2 4 i VR T AR KAl
BB B 36 T VR L] i AS AR, B RaE
Hippo {5553 #% 19 R W RN 1 YAP 1 TAZ AN Y
55 I A1 R 27 4 A A5 5, 7 LA 2 98 i 98 1
WO AT BB (5 S AL, SR TR AL B BE 753
TR Hippo {5 530 5 0 P9 (14 & A % H A&
DAE , PRI S5 B AR T RO AT /N BT
FERIAIT I, Ik — 2 098 HA 5 Hippo 15 518
B AR FBLA

1 HR5HE

1.1 ##

1.1.1 =%z 30 H 6 J& kY Rk
C57BL/6J /N, IR B 20 ~ 22 g, ) [ 370 g R R B2
Wk W R A BR A A [UE 5 4 5 SYXK (& #)
2020-001 ], /AR AE B A M7 38 KR IVC S8 &
Wi (SPF BRFR RS , M D TS TR iR Ak, 3R
Bele 2 L 24 °C, M X BE 50% , 7 /T 60 43
D112 h sZBOt/ mEIEER o /INERAE B 25 T AR 35 1
J), LA 7 S 56 T 1) S 3 3 A5 1, AR BRAE rh BT B K
(RS2 50/ BRI H 8 1) 35 S A S S B T AR ST [ K
ARG O TAERF2- 5250 h A TE R ISP A 29 Filds
B (/S PR A UAS . LLSC,20180015) .

1.1.2 £ZH % 5&KA  FOKME (46 =
98.0% , 45 : PS0197-0025) W [ KL #F Push A= 4%
RIS SPi MST1 (#3682) . pYAP (Serl27) (#
13008S) . YAP (#14074 ) . pTAZ (#59971) | TAZ (#
72804 ) LA [ 5[ Affinity Biosciences 2\ ; PU
FA ALK (carbon tetrachloride, CCl,) ( 4w'5 : C805332;
4l =98. 0% ,AHXt 50+ i . 153. 82) W HVLIRfik
wRMEAL R B A R A F; = 2B BE (dieth-
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ylnitrosamine, DEN) ( 25 . 73861 ; Zfi if =99. 0% ,
Iy T 102, 14) 1 HEEIRBADRHEABRA L,
2.1 (ethanol, C,H,OH) ( %5 ; 100092008 ; 4 Jif =
99. 7% , FAXH43F i 146. 07 ) W [ TG 46 ¥ .7 1 25
(i) REAHBRAA,

1.1.3 £Z2ME SEAEE OV EKF T
Jits AU ] 3 A IR 2 ) g B ZH LA HEALIA 1 7 ]
Leica A F] ;¥R VRIS AW B 185 A A s PCR Y
WA T A AT AR A R |5 Y1450 BB A
AL TAEG G A 78N JE B e RS B AR A FR A A 5 7K
SEHL KA AR A A R A BR A F] (bR
PN B H 3R A R AR (L) |

1.2 XEFHE

1.2.1 FHy@BAE P30 HARTE AT KR
HEPE/ NG, BEALIA 5> g 3 4 % BRZ BERIZH Bkl
B , 757 DEN/CCL,/C,H;OH 75 5 /)N BT 8 #5550
FRKARAB 150, AR BRI R 4% R AR Ty
KXHATIERL. O 1 ~2 J&, B 1.0% DEN, &
B ;@3 ~7 L HEE 20 % i TR CCl,
V(5 ml/kg) B 2 ;3 8 ~ 18 Jil ,HEH 20 %
WM CCl, W (6 ml/kg) , B 2 K; @
953 TG B & 10% B9 2B WA ik K,
BFRE, AN ARG 5% 19 FIFGE, 51k
FRAE AR, IR B OK E 5 20 AR, R,
BRI $2 A T 0. 1 mg/kg B R 25 /N BUE B B K
B, X REZH 25 T A1 . A PR I, 8 BRIk, 20
JAA, S SbExs /N BT IR ik Bk AR R A
H, B TIAE 1% FRMER EP &P, R &K
D5 K S0 B b B8 /I8 B, BO/IN BRI, 72
RHSE N, FH PBS 1 VT V6 26 B 0% i v, 78 BH 5
(R IREE T RS/ N BUFFIE A R AR S e .
TEACIE T P e 100, BOHR 20 /N BUIF /NI E7E 49% 22 5
R [ AT AW . AR URAE T - 80
C,HT RS E | o BE 95 YEH Western
blot L5 .

1.2.2 DRAFEIEH SN E ST IR AT /N B
PEATRRE I %, S /N B IERR B3R 5%, AR
P AR 5 = IF /R Fi i x 100%

1.2.3 /)R AF P 5 %4 25 (alanine aminotrans-
ferase, ALT ) . & 3 # & B ( aspartate aminotrans-
ferase , AST) #&- |

1.2.3.1 IR B RAE R /N BULK T
VK_EHE 2 b SR AT R A R B ALENS E 4 C
B4 /N UM EP R FCE T 4 CAHRE.O

ML 3 500 r/min B0 15 min, W H E3E T8 09
EP &N ,4 CIRAER .

1.2.3.2  ¥EAEWREDIE 850 & Ui
P KN RS H AST AT ALT ZKSF, 38 i
it B ASCRAS IV 25 48 4 1Y WG JEE (absorbance ,A)
{8, HE A REA T AST F1ALT i B4

1.2.4 FAM -FL(HE) &% LSRR
G OIFLHL Y, BEAT 4 SURRAR [ 5 I A0 B A A s
o IR AL 3 ~5 um BV H . ZH400 B Rk
FE A [) e Y — B 2 TG 7K 2 T rP g o 4 7 B4 e )
AT R AL, TR AKE e i ik i e DA
W RERa R aEE TR T, R
fsE T XoF I R 2 2 A T 2 U BRAA A AT
1.2.5 SaRA&  TEEPIHT A G RIS 2 W
WY AT PR e =, U1k H iR 46 2% v i
(PBS) Uk, 2R 5 5 % FHA S & 0y Ll E P e 1eG 7E
37 °C FIHE 50 min, JH PBS VRTINS & DA-
PL YW T2 18855 10 min, V) H FJ PBS #hyk It
PUIENCTR KGN -, 96 i lBe F SR R i ad
Image] X FHPE(S St R4k,

1.2.6 Western blot MHFHLIUP RIS ER, H
BCA 2050 & s AE i P A 2 R B B A AR 1 I
I 10% 5% 15% + Zhe FEBRER AN — S8 V3 I 1ok g 5
JBEHLIK ( SDS-PAGE ) 43 5 -5 7% 31| 58 Ml — 1 £ ) i
(PVDF) b, H5% Wilg4 w33t 1 h 5, —PifE 4
CTWEE R, Tris-HCL 28 b 75 (TBST) Vit
3 W ARJE SR L A AL P I (HRP) #5219 1L E 5T
G 1gG FEEIR NWEE 1 h, JH TBST WA , 3
FIE 2 KGR FN B 35 PVDF B, 3811 Gel Pro 23047
ORISR E bR 2R 1, 6 3R 450 ik 1A T
HE R

1.3 Sit=4b32  GraphPad Prism 8. 0 4 T4tk
PE R SR 7 22081 (ANOVA) 55 ¢ £
BRI ST A, A BRI v £5 TR, P
<0.05 hZEFAGIFE L,

2 #R

2.1 FKLEEIT DEN/CCl,/C,H,OH % S BT &
H/NRATALREZH TR JHER ALY

HRAAAG AT 25 5 R 6 R /I BRUTF I 32 2% 37 06 , 2 €
ZLI A OGP, RIMTCHE S G577, AL/ N U E
FRIMHLEES , JoOGEE , 3 A 858, DI A B I 1 oK B
EURDIR I A= 45757, BT A | A Hb TR AL ZH  FkoK
B2 /) U 35 T W Sy D' L300 2% JCRE 4, Uk
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AREG W BEHE IR W 1 A, HE Jeash R
7N, XF REZE/INBRUHE /N 235 4 50 8 I At R HE 51 3 5
K/NBIEY TC W b R B8l A% 1 24 X 55 78 24 I Ok 45
F A A ULBE S B IRBE /N Tz MR AT UL
I AT 4 FF At MR 5 25 L S SR RRAR R T
MR/ R A s, SRERLAE P, BKOK Al B 2H
SERE A LRI AR e S R ) kb A A HE
FIRATHN, WL 1 B, Qg 1 s, BERLLL /N U
JE KRN 100% , I LS HAB KT 1 mm, H
RN TRAL IR 5 /> BRI e e R IR (P < 0.01)
VERHBOK AR R 45 i R AR, b
IREETBE R FROKANBE A /) BRUH-2H 2005 28 7 B i
FNHOKANBEEA —EBUTHEER

2.2 FkIEEIT DEN/CCl,/C,H,OH % SHI B &
HORERESERSMZm  SXEAML,
BARYZH /N A I AR B s R BTl (P <0. 05, P

<0.01) MR T 0 H; 5ARZ A L, B KA B 241
AN I RN (F =7.637,P <0.05; F
=190.3, P<0.01), W& 2 A B, /NEUIFIEHE Bz
SR AL 4 R 48 20 T R4 (F =105, P
<0.01) , BOK AL B 2H 5 18R 2H A1 1 25 = o ge it
B, W2 B2 ¢, 78 DEN/CCL/C,H;OH &
XTI B P 365 1l — o A 497, BXOK AT % /) B
JHFREA PR A

2.3 ®uk{lFEKZE DEN/CCL,/C,H,OH & S/ BT
EE/NRATINEE  fENFThfeki A, ALT A1 AST J2&
ST A2 45 6 bR o 5% BRALAH L, BB ZH /)N
B ALT A1 AST /KPR TH (34 P <0.01) ; 51
RUZHAR LG, BORANBRZL /NG 2 J5 ALT A AST /KF
HIRREAR(F =136, 1,F, =143.7 ¥ P <0.01) ,
W2 K3, #8 DEN/CCL,/C,H,OH FEUN AT
Wk A9 A2 I DI RE 3241, BOKANTERE A5 KA/ BRUIF

B 1 Bkl BFED R ARRIE SR R00
A3 /N B ACRME TR IR A (BR Ok R ST ) 5 B HE B @SN U HEH U B2 5AE ;12 % 20052 : x 400

F1 BRI E S/ RATHLPER M (0 =8)

filllis Jifrg K A Ji g e R AR ,
Zi [mg/ (kg «d)] [n(%)] R<I1 mm I mm<R<5 mm 5 mm<R Biete
X B - 0/8(0) 0 0 0 0
el - 8/8(100.0) 0 5 3 4.75 £3.64**
FROKALB 0.1 5/8(62.5) 4 1 0 1.44 +1.72%

SXHA LA " P <0. 01 SRR ILE P <0.01
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B2 Fokhmxt ArEN R R
A RS EEEE R B AR B 25 R C o JHFERR B e s o X B ;b o BBV 5 o BROKANBRAL ; 5% HEZH b A * P <0.05, " * P <0.01; 584

4P <0.05,%P <0.01

B3 #okLExdBFRE/NR ALT(A) 5 AST(B) BT
a: W IR b AR 5 o . BROKANBRA ; 50 BRAL LB AR * P <0. 01 SR TIA L4 . % P <0. 01

=2 BOKMUFEI/NREFREIE B IMiE ALT #n
AST HIRME (n=8,x =)

! JFHE%(% ) ALT(U/L) AST(U/L)
papilt 4.58 £0.13 7.50 1.17 11.24 £1.18
T 6.12£0.14%* 42.94+1.74"*  43.41 +1.43"*
KoKl 5.87+0.15  29.63 £2.37"  34.15£3.71%

XA LR * P <0. 01 ; SR L. # P <0. 01

JIE R AR AR B | /N BRI Eh RE
2.4 Fk{LFEIT DEN/CCl,/C,H,OH % S iT 5
HA/INBR BT 4H 42 Hippo 1@ B§HH X | B MST1 X%

RIS SRR AR A R, R BN BT
2k MST1 HHFRIRED , SR IRA AL, BRI /)N

BUIF4L40h MST1 2 1 RBH £ (P <0.01) , 5
RIZHAA LE , BROK AN BTG TT 4/ R4 21 p MST1 2§
ikt — R (F =140.7, P <0.01), #EmREk
RANBRARERS (12 15 /N U240 MST1 2 1 i K3k,
WLE 4,

2.5 FklEEXT DEN/CCl,/C,H,OH % SHI BT &
H/NRBTAELR D YAP pYAP EARIEMNZE

PEDCLE T T R , 5% B AR e, B 20 /N RO
HAUH YAP HAFRIBH BN (P <0.01),pYAP
HEHFIEW B (P <0.01) ; SERIAAH L, Bk
AwsZE /N BT L YAP 3 H £ k080, pYAP &
IR (Fyy = 8144, F \,, =85.34, ¥ P <
0.01), FERFAANIGL R fE /N R 40 pY-
AP H AR FRIL, BEAR/N RS0 YAP SRR
ik, WES,

2.6 FKIEEXT DEN/CCl,/C,H,OH % SHI BFE
H/NRFFAS S TAZ pTAZ EAREHZM
PEPENCEE IR o, 5 XF RRAL AR LU ARV /N U
A TAZ A FER I B3 IN (P <0.01) ,pTAZ
2250 I/ (P <0.01) ; SECRIZHAH L, B KA
BIAIT 4N B2 rh TAZ & R IB D, pTAZ
B FIBIEI (Fryy, =99.10,F ,, =68. 14, ¥ P <
0.01) . FERBOKMBREES AL E /N U141 pTAZ
BRI, BRA/N R4 2P TAZ EAM R,
WEe,

2.7 FUklFEITDEN/ CCL,/C,H,OHi% S HI BT &
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B4 Fookms SN RIFES S MSTI EE RIS REETEERE x40
a: XIRYL b AL s o BRKANIBRZE ; SXIRALHL L. * * P <0. 01 ; SR H . # P <0. 01

E5 FokUmExAFENRIFEL S YAP(A) . pYAP(B) EAREHIZM FEETOEILE x40
a: X IBZE ;b AT o BROKANTRZE ; 5% BBLL LL# . ™ * P <0. 01 ; SAERIZE 4 . # P <0. 01

H3/NERBTZH 4R A Hippo BESHEXERRIEHF T

Western blot 28 SAGM 57~ | 5 %5 BR 41 AH b | A Y
HIFLHZH MST1  YAP \TAZ (448 (4 33k KT+
(P<0.05,P<0.01,P<0.01),pYAP pTAZ & [1%
IKFREAR (35 P <0.01) s SEALAL L, ROKALAR
HAFLHL MST1  pYAP  pTAZ & 15K F T

(Fysy =93.44,P <0.01;F ,, =35.83,P <0.05;
F oy =41.03,P <0.05) , YAP TAZ I %Kk
FEAR (Fy,, =21.30,P <0.01; F,,, =14.15,P <
0.05) . FEARBOKANGEAETG ST i i Bt v, Ty
MST1 .pYAP pTAZ # 1 £ A K, BEAL YAP TAZ
R IR, I 7,
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Bl 6 FokMLmixtBFRE/NRAFALR R TAZ(A) (pTAZ(B) EBFRIEM R REEVCIE x40
a0 HRAL b A2 5 o . BROKANBAA ; S50 BRAL LB AR * P <0. 01 SR TUA b4k . % P <0. 01

BE7 BRI BFE/D R AFE LR H Hippo 8 2% 18X & B RIEHI0
a: X IR ;b IR s ¢ HOKANTRAL ; S50 BRZLLLEL : © P <0.05, " * P <0. 01; SHERIA LKL P <0.05,™ P <0. 01
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3 it

TSR B SR B 5T v | fh2F 25 75 2 9 sh )
B ], 2 DL DEN k2259 1E i 55, DEN
X JF A o B 0 T 200 R T RIS , B 5
W &A1 T DEN 4b, CCl, % 5 b B9
SR, CCLe—FAR T A A IF R &, & S Bk
PEIFA , 045 4 5 TN T 4k, ©AET AL & ek
AR 0 B M PR B RRIR I VE L, — BB
CCL R A a5 T s SE R 0k, X Ah
P 3 R I AR AR R T A ) 3 3
WEFMT . LB LM SE CCl, B, nf o
FEREIR , ASSZEG R A9 J2 DEN/CCL,/C,H,OH BE4
V5 PR HE ST AR 1 /N U AR R 200 ST 11 /N B
AR LA i A 5 AR i & &
FERML T IF R R B A A AT, /N
SR BTSSR (S BE I SR B, 20 SRR,
/)N BRI 2 e R JoT et 2 BRI, PRI A A T I 25 5
Atk R ok LR T RLRE , B B € Beb i s L, HE AT
DK 2 R MR AR ML | LA S K/ NAS— [ S AR 4 A
S P I O LA I (W SE AR, DL RSB 4 R R
H],DEN/CCL,/C,H;OH REW8 WL T 175 T /)N B I A4
i

HoAth A= Wk, WA BRI B0, AT S5
A A RERE R CEW R E 2 BA ERIER, L
HARNG R L AEAE 22 R 251 )8, A 2T BOKA
B — b b S e AR W, L4550 s 25 s AR R
A5 /0N JHRH 7 490 1 7 ) 5 4 2 Sy T B e o BH
Wi 8 8 R A, NI I i 1 T, S P e
g1 OB ST i A L e /S ) s R S G
N, B TFIR T R B 5 0 M 1) AR
[l st s ELA BT e 4, % LR e 7 s, xt
s | B E S T REL A — TR, B PR 1
FHI F2 B 5 S 40 I 8 1, 0 2 30 3 4 3]
MAEAR, BF7E R, BOKAlEHE 4 0. 01 mg/
ml X SRR A SRR A . Rt A YR SE B 0. 01
mg/ml BRI A A)F DEN/CCL,/C,H,0H %S
/0N R RA Y], SR AR L, BRI A YT G R 1
YRR A5 B BH 5 A3 | /N UM 1) & A M 2 p
PERAR, /N B A 5 it | JFF IO 5 A BT 1, 40
IRFE 20 S R M e A R A 3R IR ORI T
DEN/CCl,/C,H,OH &5/ sUHEAGITIER .

AR SRS 5E 2 B, BOKALAR & $540 T8 VB H nT
fie5 Hippo 15 5l %A X, Hippo {5 5 i i )5 5))

J&i , MST1 #8512 Ak AE FH T ¥ LATS1/2, LATS1/2
W 5 T R AL IR YAP/TAZ pois e Hud
FEEBERR LAY YAP/TAZ 5 XM 1433 454,
TEAN M FFRER | B 5 B B-TrCP E3 12 K& AN T
(Z 2 A RN 2 1 Tl AR 6 i, B 24 30 YAP 1 TAZ
feA AP T D RE L ARSI g R,
X} HRZH /N B MSTL , YAP | TAZ 8 (12 s 8 /b
pYAP Fl pTAZ A RIRKZ . AHILT R REZE  #5
RILL /N MSTL  YAP TAZ Y3 A ] W3 £,
pYAP il pTAZ (8 (132235 B S 987D s BOK Al 1 T
J& ,MST1  pYAP Fl pTAZ HY 5 1 53k W & 84,
YAP TAZ BJRE AR R Amsl . e, BoR AL A% AT
BB MST1 SRS M B9S8R YAP F TAZ BEFR LY
Ay FHLEL W80 YAP Bl TAZ HEAAZE 5%, T & 4%
PR

2% LBk, DEN/CCL,/C,H,0H i 5 1 /N BUIF
S BOKANGR AT B 3 3558 Hippo {7538 B 1% 1
I B 7 MST1 (14 3% 35 1 9 il R i 36 B YAP/
TAZ {33k , NI & # HpT G T /E R

(1] AMkJHEWE, RS, (L2, 5. NDRI X 835 U R
AR S LA RO )] ERUERLR A4, 2023, 58(4)
637 —42.

[2] Zhang C, Li L, Hou S, et al. Astragaloside IV inhibits hepatocel-
lular carcinoma by continually suppressing the development of fi-
brosis and regulating pSmad3C/3L and Nrf2/HO-1 pathways[ J].
J Ethnopharmacol, 2021, 279 114350.

[3] Finkelstein Y, Aks S E, Hutson J R, et al. Colchicine poisoning:
the dark side of an ancient drug[ J]. Clin Toxicol (Phila), 2010,
48(5) : 407 - 14.

[4] LinZY, WuC C, Chuang Y H, et al. Anti-cancer mechanisms
of clinically acceptable colchicine concentrations on hepatocellular
carcinomal J]. Life Sci, 2013, 93(8): 323 -8.

[5] Driskill ] H, Pan D. The hippo pathway in liver homeostasis and
pathophysiology[ J]. Annu Rev Pathol, 2021, 16 299 —322.

[6] Frank D, Savir S, Gruenbaum B F, et al. Inducing acute liver in-
jury in rats via carbon tetrachloride (CCl, ) exposure through an
orogastric tube[ J]. J Vis Exp, 2020(158) :10.3791/60695.

[7] Uehara T, Pogribny I P, Rusyn I. The DEN and CCl,-induced
mouse model of fibrosis and inflammation-associated hepatocellular
carcinoma J]. Curr Protoc Pharmacol, 2014, 66.14.30.1 - 14.
30.10.

(8] Hoe, W7, SEE, % MU LEIHET FAK/PI3K/
Akt {553 B BT CCl, KBRS 4 Ak /DL B g (0], T
PR R =R, 2020, 37(10) ;1816 -23.

(91 x| % 35360 HIEFR e ke 28 B 28 Pl il R o Bt 3l
FAIE T [ D], dbat. JEETEhRIBE 2B, 2012.
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(107 5 FH, P 0, 2 0 335 i AU 53 5 00 19 4 P L A 7F 5 Nat Rev Drug Discov, 2020, 19(7) : 480 -94.
P[] ZRERIR 240, 2021, 56(7) ;1167 -71. [12] EMZE, B M, [TEUE, 5. Hippo il M 7E M & £ & et
[11] Dey A, Varelas X, Guan K L. Targeting the Hippo pathway in YERIMLHI B OF s 2E R [ J]. BAR 98 = 2=, 2022, 30(16):
cancer, fibrosis, wound healing and regenerative medicine[ J]. 3061 —-4.

Effects of colchicine via Hippo signaling pathway on mouse

liver cancer and its mechanism research
Xu Yanyan,Zhu Lele,Li Miaomiao, Yang Yan
( Dept of Pharmacology, Anhui Medical University, Hefei 230032)

Abstract Objective To investigate the effect and mechanism of colchicine on mouse liver cancer via Hippo sig-
naling pathway. Methods The 6-week-old male C57BL/6] mice were randomly divided into 3 groups; diethylni-
trosamine ( DEN)/ carbon tetrachloride (CCl,)/ ethanol (C,H;OH) induced mouse liver cancer model and col-
chicine (0.1 mg/kg) intervention were established in control group, model group and colchicine group. From
week 1st to week 2nd, the model group and the colchicine group were intraperitoneally injected with 1. 0% DEN
once a week. From week 3rd to week 7th, 20% CCl, dissolved in olive oil solution (5 ml/kg) was intragastric ad-
ministration twice a week. From week 8th to week 18th, 20% CCl, dissolved in olive oil solution (6 ml/kg) was
intragastric twice a week. The colchicine group was given continuous intragastric administration for 20 weeks. The
control group was given the corresponding solvent. Liver index, alanine aminotransferase ( ALT) and aspartate ami-
notransferase ( AST) serum biochemical indexes were detected. Western blot and immunofluorescence were used to
detect the expression levels of MST1, pYAP, YAP, pTAZ and TAZ proteins in liver tissues of mice in each group.
Results  The liver surface of mice in the control group was smooth and soft, while the liver of mice in the model
group was rough and hard with granular nodules. The above lesions were significantly improved in the colchicine
group. HE staining showed that the liver lobular structure of mice in the control group was normal, while the liver
lobular structure of mice in the model group was disordered, with a small amount of fat droplets, extensive tissue
necrosis, inflammatory cell infiltration, and fat vacuoles. The degree of liver lesions of mice after colchicine inter-
vention was significantly reduced. The results of immunofluorescence and Western blot showed that compared with
the control group, the protein expression levels of pYAP and pTAZ in liver tissue of model group mice were signifi-
cantly decreased, while the protein expression levels of MST1, YAP and TAZ increased. After colchicine interven-
tion, the protein expression levels of MST1, pYAP and pTAZ were significantly up-regulated, while the protein ex-
pression levels of YAP and TAZ were down-regulated. Conclusion The therapeutic effect of colchicine on mouse
liver cancer may be related to its activated Hippo signaling pathway.
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