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(HE) BB B HAF% T 4 0415 (carbon tetrachloride, CCL) 5t AT 4F 4 b K B th 2k E 16 B BT e L, Foik ¥
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WLELHF 40 8005 B 2 AL, b 8 vk A T A B M E 79 4B 4% LB (alanine aminotransferase, ALT) K & % B% 2 % %% (aspartate amino-
transferase, AST) .7 = (malondialdehyde, MDA)  # % 1t. 47 % 1t. B¢ (superoxide dismutase, SOD) ty-&& ; X JH ELISA 43| i 7% %
WA Ji B (hyaluronic acid, HA) & %53 & & (laminin, LN) Il & 77 #% & & & (type Il procollagen, PCII) & IV & fix & % & (collagen
IV, Col IV)#3& 3 AT ;Western blot 354 AF 41 4R #% 4k & K B F-B1 (transforming growth factor-B1, TGF-B1) .a—F 7 AL AL 34 &
& (a—smooth muscle actin, a—SMA) E—45 £ & & (E—cadherin) N-45 % & & (N—cadherin) ey £k 0, 5R SIEF A ML, ERAA
K BT JE 46 8 3 8 m (P<0.001) , JiF 20 R 4 4 ALt B PR W, JcJR AR 49 20 WA 1 38 Am (P<0.001) , i 7 ' ALT AST MDA LN HA .PC
MW#8 Col VAT 85 (P0001),S0D B B T H(P<0001); AP 28 TGF-B1,0-SMA % N-cadherin & & &k AP B F7H(P0.001) , E-
cadherin % & %3k P B T (P<0.001), 54 A 4 e, AR 4T 41K BT 45300 B 1K (P<0.001) , AT 41 80 T2 S 451 4 An 41 4 3
EHKEE, REAR SRR T BH(P<0.001), 7% ALT AST MDA £ & 2 3 5% (P<0.001), L7 SOD 4 %k AF W B 75 (P<
0001),LN HA PCII .Col V#5344 B T3 (P<0.05,P<0001), T 21 41 TGF-B1.0-SMA # N—cadherin & F %3k B % T % (P<0.001) , T
E-cadherin & & %% ¥ B 7% (P<0.001), 4518 WA FET LMK REA BT B EEA, LA T8 58 F AR
B, T3 N-cadherin,a~SMA TGF-B1 & & % 3k & Fif E-cadherin & &K H X,
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(Abstract] Objective To investigate the alleviating effects and their possible mechanism of dehydrocavidine on carbon
tetrachloride (CClL)—induced hepatic fibrosis in rats. Methods SD rats were randomized into normal group, model group, silibinin
group (30 mgkg), and dehydrocavidine group (50 mgkg), with six rats in each group. Except for normal group, the other three groups
were injected intraperitoneally with 30% CCl, olive oil solution (1 ml/kg) to establish the hepatic fibrosis model, twice a week for
14 weeks. At the 13th and 14th weeks of modeling, each medication group was given the corresponding drug at the set dose
intragastrically every day. Meanwhile, normal and model groups were given the equal volume of normal saline intragastrically. After
12 h of the last administration, the rat hepatic and splenic tissue were collected to measure the hepatic and splenic indexes; HE
staining and Masson staining were used to observe the histopathological changes of the liver; colorimetric method was carried out to
determine the content of alanine aminotransferase (ALT), aspartate aminotransferase (AST), malondialdehyde (MDA), and superoxide
dismutase (SOD) in rat serum. ELISA was performed to measure the expression levels of serum hyaluronic acid (HA), laminin (LN),
type Il procollagen (PCIIl) and collagen IV (Col IV} Western blot was applied to examining the protein expression levels of transforming
growth factor B1 (TGF-B1), a—smooth muscle actin (a-SMA), E-cadherin, and N—cadherin in the liver tissue. Results Compared with
normal group, the hepatic and splenic indexes of rats in model group significantly increased (P<0.001), the degree of hepatic fibrosis
was remarkable, and the collagen volume fraction was significantly elevated (P<0.001); meanwhile, the serum levels of ALT, AST,
MDA, LN, HA, PCII, and Col IV were fairly higher (P<0.001), while the level of SOD was obviously lower (P<0.001); the protein
expression levels of TGF—B1, a—SMA, and N—cadherin in the liver tissue were significantly up-regulated (P<0.001), while that of E—
cadherin was obviously down—regulated (P<0001). Compared with model group, the hepatic and splenic indexes of rats in dehydrocavidine
group were significantly reduced (P<0.001), the histopathological damage and fibrous hyperplasia were effectively alleviated, and the
collagen volume fraction decreased significantly (P<0001); the serum levels of ALT, AST, and MDA were significantly lower (P<0.001),
while that of SOD was significantly higher (P<0.001); the serum expression levels of LN, HA, PCII, and Col IV were obviously up-
regulated (P<0.05, P<0.001); the protein expression levels of TGF-B1, a—SMA, and N-cadherin in the liver tissue markedly decreased
(P<0.001), while that of E—cadherin significantly increased (P<0.001). Conclusion Dehydrocavidine can alleviate hepatic fibrosis in
rats significantly, the mechanism of which may be related to the intervention in the oxidative stress, down-regulation of N—cadherin,
o—SMA, and TGF-B1 protein expressions, and up-regulation of E—cadherin protein expression in the liver tissue.
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B AR B A IS (P s A AR AR T R T A A TR
TAEZN D) ; Tanon—5200 4 H sh b2 &G (1
WRAERHE A BRA ) s TDS A 3 B0 AL (W 5
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A A 5 5 F R U I 1 51 309%  CCL Mt
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2.3 KR IMFEHEXEREET
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THEH HA LN PCII .Col IVIUE&, FIRFEFREL ™4
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JEE, 2= P S S AR B AR 3T (1:1 500)7E 4 °C
AP E AR, YRR ET PU(1:3 000)HiFE
1 h, PESJE AT ECL Rt 5%, il DU 4
PG AT D 2 B 1 5507 1 B A LA A 3
B, LANZ: B-actin fEA 2% 45X DL B E /NS
ARG BEAE Y LUAE R
25 HitEAE

K SPSS 20.0 BRI BAEIEATS b, i
ORI “wts "R, A R] HLECR FH AL 2 2241
B, ZE R) LEEAT ¢ R, P<0.05 S22 5 A Giita#

3 &R
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OB AR5 B R200

IR BUIRAS R S Bse Il Y
IR AR KA, SIEW A, B R
B B MR, B BGR |, HEEAR I, I BRI
%, R KA S R T ALK s T
HRFBE FHIRES B HORA i R SR
MW R HEE, R 1R, SRR, ML T IERA,
R ZH R B i /1 (P<0.001) , BT ISR BORTAGUIE

FRBUE TR (P<0.001) ; 57K K# R4 o, LA
RHE T HARBTEBOR (P<0.05) o SIS A
R T2 KoK TR T 2 T AT AR SR 5 5
4S50 B FEAK (P<0.001) , AL A R 4E T 2045 Tk
G AYVE (P<0.05)
32 BEF%T CCLFSAHMNM KRB
&R A

SHIERW A, AN K FUmEH ALT AST 5
MDA 7KEIA B FTH(P<0.001),SOD 7K 2 R (P<
0.001), 28 CCL, & % T KRB, A A5 A
WA ARG T T U5 FiK 6 =R BRI
ALT AST 5 MDA & 2.2 % (P<0.05,P<0.001) , Ifil
150D /K i F 2 m (P<0.001) . AHEL T /K K] 7
20 A RYET 4% ALT AST MDA 5 SOD 45tk
S FH B3 (P<0.05, P<0.001) . TEWLFE 2,
33 BEFET CCL BESHFFHEL AR MF
i HA.LN.PCII#0 Col IVRiZRIEEEEH

5IE R4 g, BRI HA LN PCIIL Al
Col IV 2 FHm5 (P<0.001) ; SARRIZH L%, 7KK
e WA RYE T A E S HA LN PCIIF Col IV
B W T (P<0.05,P<0.001) , HIR A REE T4 |
RFEPR I AT K KA T4 (P<0.001),, PEILER
3
34 BREFHETICCL FSIFFELARFARA
R IR L B RN

TE 2R BRI S5 1) 8 I 5 R R s R
LR BN 5 IE R A L BRI R /N5
FOIZEFLIA S, T4 HES 256, vl L An e 2 stk 5
YU IRBEIE I, £F 4k [9] B8 P & AE B 8 09 S0 4 =
M, i i AR T 45K ] R4l X

xR 1 BHEKRBREREMBFRIEBHILLE (325, n=6)

A5 IR g SR T g IR 5% R B %
e 248.16+7.24 369.24+16.35 2.28+0.31 0.17x0.02
HERIZH 251.64+8.69 286.22+12.39" 3.36x0.24" 0.300.01*

K RBITEH 252.34+7.54 347.36+14.57+* 2.89+0.33* 0.21=0.01%*
J R T U 249.37+8.83 365.57+15.63%*> 2.3420.20%%5 0.180.02%%%

S IER AL, #P<0.01; SHETIZ Feds , #P<0.05, ##P<0.001 ; 57K KA T4 L%, 2P<0.05

R2 RAKBMBEDH ALT,AST,.SOD 1 MDA BI/KFEELES (ks ,n=6,U-L")

21 51 ALT AST SOD MDA
EwWA 17.16+4.84 16.516.05 232.21+9.74 6.04+0.95
Pl 108.63+9.37# 60.22+10.17% 102.07+11.25% 13.63+1.57*

IR RH 4] 64.1427.58%* 43.03+11.76%* 164.30£13.52%* 10.42+1.04%
A E4ETH 15.3626.94%#24 18.3248.31 %44 147.82+12.06%*4 7.03£0.99%% 44

L SIEH A R, #P<0.001 ; SR AT, *P<0.05 , *#P<0.001 ; 57K Wi el 4, “P<0.05, 2P<0.001,
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3 BAKRMFD HA LN PCIIFA Col IVIKFEELE (x+s,n=6,ng-mL
4151 Y HA LN PCIl Col IV
IEHA 95.42+11.02 99.02+£16.47 70.85+7.06 213.66+14.07
AL 219.019.34" 263.21+11.38" 184.62+14.04" 315.62+13.87"
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Wi o4 T 4 115.46£12.29%44 131.36215.93%#44 91.04+14.36%%2 243.04216.33%#50

0 HIE R4, #P<0.001 ; S RIZH [ #L , #P<0.05, %+ P<0.001 ; 57K KB4 i, 4°P<0.001,
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SO BB /N BB R AT Ao, SRR L, B
ARYET A 5K CET A AR R R s 5
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B1 2 LA i T (P<0.001) ; E~cadherin £ ]
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£S5 BAKRIFAEALAR E-cadherin, N-cadherin,a-SMA  TCGF-B1 & ABX} FKIEK T (s ,n=3)

2551 E-cadherin/B-actin N-cadherin/B-actin o—SMA/B-actin TGF-B1/B-actin
IEH A 0.62120.011 0.805+0.008 0.896+0.011 0.600+0.017
A2 0.305+0.010* 0.963+0.005* 1.061+0.009* 0.954+0.013"

TR RHT A 0.794+0.019%%* 0.564+0.013*%* 0.656+0.015%%* 0.210+0.010%*
WA R4 T4 1.055+0.017#+24 0.220+0.018#*42 0.449+0.01 [#*22 0.61520.018**52

T S IER AL A, #P<0.001 ; SHERIZE HL AT, ##P<0.001 ; 557K K& B4 Hds, 22P<0.001,

E-cadherin | s 120 kDa

N-cadherin - - i’ = 110kDa
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ML LN ¥ B 5 4 de AL e AR 3 UIAE OG5 R N &
J A L, PC I £ 75 S B B i v, W T
ECM JURRFREE B HI5E ; Col IVVE MITLHL ECM Ay
B N Ay, FLA s KT 5 A 4 A ™ AR A R R
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