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BWE BHW WERAKRFBRESTALEAEE KR Hedgehog @ % 4 3 X W F Glil 8974,
Fik ¥ 60 & SPF & Wistar K AL R T O *F B4 AR, AR F i TafRike
BT, R T ORI T A LSRR AW AR (CCIL) A SR T XF FHFLALERS A,
FORTFRLH TR AAHRTFRER . P . SANBTA>ANEL T 1.125 g/kg 2.5 g/kg.5 g/kg M E 2h4h
HER PR AL 10me/ ke R R N H T 2 A, EF R &L, £ ABKLER
P9 B de ) & 20 K BT T Ak d5 AR & | R R K F 5 R A Gomori 4% 3¢ i WL AR & 2T M 28 28 0 38 5 B
& M Real-time PCR &4 &0 K R AF 41 2% Glil mRNA & & K P, Western-blot #&# | & 28 X JAF 20
LK Glil BERAZKTE, LRALEEMNELRXAITFAR Gl 2L, FR  Gomori ¥ 27, A4
KEAFABRPIRRA LT ZIE HERNRBBLES, BRIOTBRAIRTRELNEZARRFIEA
RGN BERERNLBRR 2R wR et B, SEAMLK, AR BET . SH 4. 3ReH
20 o i P R BR & K 4+ 4% B8 (alanine aminotransferase, ALT) , X & & 8 & A& # # B (aspartate amin-
otransferase, AST)/K-F B ZF B (P<<0.05), LFH AN ZTHE ZIKTILA TH(P<0.05); 5 AR 2810
B RABTHERK. T . 2L BRESAEVRHEMRP<0.0D). ES5HNZLWBK TR, F A=
21 (P<0.05); 5 2R Fe ] 2 AL LB IR AT B S H T4 ALTAST R F R T AR RAE T ELZFLL
HEEL(P>0.05), HHEAEILE, RAFKFBES A T4 Glil mRNA B &G KK BEK(P<
0.01) ;5 2R ¥ 9 3t BB AL LA, W AF AT B A F .3 ) 4 Glil mRNA £ F £ 43 5 & X (P>0.05), M
FHBFBEELENZTHGLHl B AX3HEM(P<0.05), LRANMEREIFT . HAKFRELSHN ETH
KEMEALR Glil R B BBV ARARRBRERY . AT AHHNZAR S REF . REHNFTHRS
BREH TR I AT BE, i RABTHRES CCLAGEEZEMEMRXKRAM A LA R ER,
HEAE A HLH T4 5 TR Hedgehog #4745 % A F Glil A %,

KRR T R BRIT B K Hedgehog 18 %55 Glil
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Effect of Kangxian Ruangan Granule on the Nuclear Transcription Factor Glil of
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Abstract Objective To observe the effect of Kangxian Ruangan granule on the nuclear transcription factor
Glil of Hedgehog pathway in rats with hepatic fibrosis. Methods Sixty SPF Wistar rats were randomly divided in-

to blank control group,model group.low.middle and high dose groups of Kangxian Ruangan granule and cyclopam-
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ine control group. Except the blank control group,all experimental rats were induced by carbon tetrachloride(CCI,)
compound factor method for 8 weeks. At the 9th week,the drug administration intervention was started. The low,
middle and high dose groups of Kangxian Ruangan granule were given corresponding drugs of 1. 125 g/kg.2.5 g/
kg and 5 g/kg respectively by gavage, and the cyclopamine group was given 10 mg/kg of cyclopamine by ga-
vage. The rats were gavaged continuously for 2 weeks,and the modeling continued during gavage. The liver func-
tion indexes and the level of type | collagen were detected by enzyme-linked immunosorbent assay. Gomori silver
staining was used to observe the histopathological changes of liver in each group. Real-time PCR method was used
to detect the expression level of Glil mRNA in liver tissue of rats in each group. Western-blot method and immuno-
histochemistry were used to detect the expression of Glil protein in liver tissue of rats in each group. Results Go-
mori silver staining showed that the collagen fibers in the liver tissues of rats in the model group were extensively
proliferated. Besides,fiber septa were interconnected,and pseudolobules were formed. The degree of fibrosis in the
liver histology of rats in each dose group of Kangxian Ruangan granule was less than that in the model group.but
not as good as that in the cyclopamine control group. Compared with the model group,the levels of serum alanine
aminotransferase(ALT)and aspartate aminotransferase(AST)in the middle and high dose groups of Kangxian Ru-
angan granule and the cyclopamine group were significantly decreased(P<C0. 05) ,and the high dose group was sig-
nificantly lower than the low dose group(P<C0. 05). Compared with the model group,the content of type I collagen
in the low,middle and high dose groups of Kangxian Ruangan granule were significantly decreased(P<Z0. 01) ,and
the high dose group was significantly lower than the low and middle dose groups(P<C0. 05). There was no signifi-
cant difference in ALT,AST levels and type I collagen content between the high dose group and the cyclopamine
control group(P>>0. 05). Compared with the model group,the mRNA and protein expression of Glil in each dose
group of Kangxian Ruangan granule was decreased(P<C0. 01). There was no significant difference in Glil mRNA
among the middle and high dose groups of Kangxian Ruangan granule and the cyclopamine control group (P>
0. 05) ,while the expression of Glil protein in each dose group of Kangxian Ruangan granule was increased ( P<<
0. 05). Immunohistochemical results showed that the expression of Glil in liver tissue of rats in each dose group of
Kangxian Ruangan granule was reduced to varying degrees compared with the model group. Among them,the high
dose group decreased the most significantly. However,the reduction degree of each dose group was not as good as
that of the cyclopamine control group. Conclusion Kangxian Ruangan granule had a protective effect on hepatic fi-
brosis induced by CCl,; compound factor method in rats,and its mechanism may be related to the down-regulation of
nuclear transcription factor Glil in Hedgehog pathway.
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FEL AR 2 g/100 g5 B H] (S1146, 35 [ Sell-
eckchem A ®]) ., N & 2 & 3t 4% #% i (alanine amin-
otransferase, ALT) ki Il i 7 & (C073-a, K HFIL 14
DR A& HRA R % ¥ B (aspartate aminotrans-
ferase, AST) ¥ M 3k #] & (C072-a, K FIL ST A A
Glil JZHi(DF7523, Affinity 2 7)) .

1.1.3 fUais 2 A4 B (Chemray240,
Rayto A H]) , SEHF 2 6 2 7 PCR X (QuantStudio 6,
EEH ABI AT,

1.2 ELWHE

1.2.1 Zh¥miEii 54528 SPF %% Wistar KRl 60
R PRiErRDR SR, B B AROK . W KRB HL A AL 6 4,
A3 R s 6 BRZE R R 20 L BB B X BRZH (10 mg/
k) (BT AF B ORI L LRl (1L 125 g/kg 2.5
g/kg.5 g/ke)H,HH 10 B, B X RAS, A
SIS R BRI 40 %0 CCL, UG TS W AT 35 #F 5 T 1 5
WAL, 3 mL/kg/W M & i G 5 mL/kg/
PO B A 2 UK Tl B DA AR L AR IR =5 A D7 (il
BEAR SR 10 Y0 | e IR Rl b S IR REL 8 0. 5 90)
TRE RS J . 559 I IR HE B 45 2, BU et BN MURL
[N RIN=B i b= K 1 e i DA EZTE 7 D& B g = 2
X AL THARRES ., SRR EES 3

BAER 10 mL/kg, 1 & /d, #2522 J8 GE E B 7] 4k 22
45T 402 CCL MM W TS .

1.2.2 ZhWibd RbrAd s 26 10 FAREIER K.
KRG BB ALK 12 h REFREJF LA 10 %7K
B SAREIEAT BRI L IR 3 S Dk B IS S50AE B AR AE L T
ARk HUTEIE TV 04 A B ER KU e BT PR,
WA Y 4 I 0 A3 B ULV L T — 20 °C UK AR PR AF A
. BURBZEMAFIEZ 1 em X1 em X 1 em K/NE E
T 4% 2 R EEEE W LAl A ) R A
218 T —80°C Wk A B R AR A7 35

1.2.3 AL BN R Gomori £ 44 ik WL
G4 20 T INE 2H 00 B 2 gl s

12,4 JHFIhREFR bR R FH 1K 4 252 18 B 3 30 46
45 R RS ALT AST TR JFUK -,

1.2.5 JFAEAZ! Glil mRNA K8 (% 2 5k K7 K
M Real-time PCR ¥4I 2% 41K RPN Glil mR-
NA FkAKF, G WP LR 1. R &R 50°C 2
min, 95°C 10 min;95°C 30 sec,60°C 30 sec,40 cycles;
il it 4 R AT 22 5 B4 i B B9 2R B mRNA
XTIk |, Western-blot 32 & ) 4% 4H K BT 41 48
Glil FEH B R B K. e 4010 2 46 0 4% 20 R BUAT
4 Glil £k,

®1 5IYF5
L 44 19 ¥4 (5'—>3") /PN
Glil Forward TATGTCAGGGTCCCAGGGTTATG 112 bp
Reverse GAGCCCGCGCTTCTTAGTCAGTTTG
GAPDH Forward ACAGCAACAGGGTGGTGGAC 253 bp
Reverse TTGAGGGTGCAGCGAACTT

1.3 HIHEFE

K SPSS 19. 0 GE b4 A7 B e 143 b7, 3 5
YRR IR AT 22 () 3271 2] H SR FH B 22
T3 25081, LA P<<0. 05 Fm 22 HA G2 E L.,

2 HE

2.1 BHEAXRFHBALAREZNT
Gomori B 4L J5 , 25 [ XF BR 4 ] DL /N i 45 4 5¢

A B

R T A i HE 5 B 5% 5 R 2R 2 R BT A 2 e AT
Yz 1 A 2T 2 () B A L L B/ IR s B HE B
Xof HEZH K BRI 4 T 8 3 £ At Ak . HLJF /D i A0 X 45 4
SE R T 200 i HE ) AR X 5 5 B R T AR O BORL ik B2
A8 T 55 BT 2T AT JB0RE 45 5171 St 21 O BT 4 i 21 4 {2
JE AR YRGB WU (EL 2% 0] ek 2 TS e RE 24 A1 T B HE B
XA, WA T,

D E F

AE AR B AR Co AT HATBAA T4 D AR BT A L E R ARTFREZ A T 4H,F: R

Yo B 2t BB 2H

B 1 £4HKEFHL Gomori 4R 4L F (X 100)
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2.2 BRAKXKBRIFIBEHERE ] BKREEZH AST K22 5 RG22 L (P>>0. 05)
55 N IR 2 LB Y A T 2T T J0R AG 5R) 523 O B2 O A A B Bt 48 O 0K 4 51

w4 ALT.AST JKF34 8 2 1 5 (P<<0. 0D, M T £F WAL R R A B TR (P<T0.05) ; S A
BOFEoR R4l ALT  AST K225 K412 4L Prer SO BoRA% b L mml i gl T 8 R & it
X (P>>0.05) ; 550 B2 L2 PU AT FORF 0RE P L i IR (P<<0. 01) , Hor S5 351 s 4L AR HE L 57
Fl2H  FREE W24 ALT.,AST /K F 1 B FEA% (P<< T AR T M B B (P<<0. 05) 5 5 3R 40 B X BE 4 1L %2
0.05), Hi Ml &4 2 F MM T A=A (P<<0.05): 5 HULFHIFNOR ) dl | 8RR & & 22 % B4 it
P Xt R A L B, AT O Ok R 41 ALT, B X (P>0.05), W2,

F2 HAKK ALT.AST. | B (n=6,7E5)

20 51 ALT(U/L) AST(U/L) T A i (ng/mL)

7S X R4 72.30+11.13 121.14+12. 07 19.48+2.73

TR 2] 124.34+17. 43" 181.00+19. 86" " 56.0646.13" "

PO LT B WURL AR 7] & 41 107. 1449, 38 *Aa 155.59414. 89" *44 42.3944. 84" "L AA
P £F B Uk ) = A 95. 90+ 16, 52444 137. 82420, 492044 34. 4142, 23" *LLAAD
BUEF 3O U 1 77 2 80. 05413, 8844H 111. 74411, 61440 27. 4742, 34> 4400
PR X AR ] 67.14+9. 9544 97.57+6.29%% 22.8842.3144

L garBaki P<0.05," " P<{0.01; 5 48 & 40 b 4~ P<T0. 05,24 P<C0.01; 55 2K 3o 9 < J& 40 1k 454 P<T0. 05,44 P<<
0. 0155 3 4F I B AR H) & 2 &5 P<<0. 05,00 P<C0. 015 5 3 4F R 8k P ) & 4 s 4, ™ P<<0. 05,"® P<<0. 01
2.3 SHAKXKBRFALR Glil mRNA REARIE A Gl 3 R A B BT (P<<0. 01) , HFR AR
Real-time PCR #5455 « 5 25 P xf B2 b, 482 JEAR R B 5 TE A OG5 5 PR AT BT BB L A Bt AF RO
RULH P SO BORLAR ) B 20 K BRUIFZH 40 Glil mRNA Bk, b B F 4 Glil A R B H s mp <
B4 (P<<0. 01) o M40 £F O WORL b | ey 77 & 20 Glil 0. 05) , HLHG I AR BEAR R & 2 ARG, WK 2 Jeik 3,

mRNA 2% 428 L (P>>0.05); 5584 b Glil fege 2 b 45 5 . 25 (1 0k B2 K RO ik 21 21
B HUA BOF ORI . b L R = 4 Glil mRNA % Glil 2 (55 v, A TchE 26 3 5 BE 780 40 K BRUJHF R 26 21
R (P<C0.01); 53R #U B XF B8 20 L&, PP SROIF Wk Gl B R I8 K i Glil, BR800 R AR 20 K R4
R 4 Glil mRNA 25 X4 #E X (P> BEAYZH T 5, GLil 45 @B B AR, Glil 2635 B W 55 .
0.05), W% 3. FEBTET SO ORI 1+ 00T, 25 770 & 4 KRR E 4 21

Western-blot K il 45 J . 525 5 X FEZH AH Eb , AR A Gl )R IR B AR 20 HY B0 AN ) 2 B 0 4%, G b DAL i 57
H PUEFHOFBORLAL L E R R 4 Glil  H Rk T 21 ol A S L (A TR A R XA K T A B X
5 (P<<0.01) ; SR HL ¢ Br &R R ORI A L A L BeeH, WK 3,

£3 KHKEMFHLS Glil mRNA REHERLE =37+

21 51 Glil mRNA X} ik i Glil 45 1 BT AR X 3 35 17

25 X IR 0.89740.100 0.109740. 023

L0 20 5.53540.998" " 0.70540.061" "

B LR 3O ORGSR 5 2 2. 43540, 225" *A0A 0.57540.0417 "~/ A

P LR 3O BUREL Hh 3R] 2 1.57240. 160%% 0.468740. 039" *~LAAD
PL 4T F5RT JOURE w55 ) it 2 1. 33940. 05524 0.27340. 024" *~oab0mE
PR I X IR 2 1.23940. 04244 0.1694+0.010%4

52 gsmmki P<<0.05, " P<{0.01; 5 #8411k " P<0. 05, P<{0.01; 5 3% 2. 80 2+ #8 20 1t 454 P<<0. 05,44 P<
0.01; 5 34 % AF B kAR H B 5D P<<0. 05,77 P<<0.01; 53R 4 % AF Bk o 7 2 4014 ™ P<<0. 05, ™™ P<<0. 01
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3 Wig
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