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Study of association between interstitial Cells of cajal in bile duct and drug-induced intrahepatic cholestasis "
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Abstract: Objective To study the effect of emodin on biochemical indicators of drug-induced intrahepatic cholestasis model and
the interstitial cells of cajal (ICC) in bile duct and to explore the role of ICC and emodin in intrahepatic cholestasis. Methods Fif-
teen rats were randomly divided into drug-induced intrahepatic cholestasis group,emodin intervention group and control group(n=
5). Rat cholestatic hepatitis model and emodin intervention model were established. RT-PCR and immunohistochemistry were used
to detect liver function, c-kit mRNA and protein expression levels in drug-induced intrahepatic cholestasis group, emodin interven-
tion group and control group. Results The degree of liver dysfunction and bilirubin level in drug-induced intrahepatic cholestasis
group were significantly higher than those in control group(P<C0. 05) ; the above indicators in emodin intervention group were sig-
nificantly higher than those in control group but lower than those in drug-induced intrahepatic cholestasis group(P<C0. 05). The c-
kit mRNA expression located at 548 bp was observed in control group, emodin intervention group and drug-induced intrahepatic
cholestasis group. Relative expression level of c-kit mRNA in drug-induced intrahepatic cholestasis group was significantly lower
than that in emodin intervention group and control group (P<C0. 05). Meanwhile, there was no significant difference in relative ex-
pression level of c-kit mRNA between emodin intervention group and control group (P>>0. 05). Immunohistochemistry results indi-
cated that expression of c-kit in drug-induced intrahepatic cholestasis group was significantly lower than those in control group and
emodin intervention group(P<C0. 05). Conclusion There may be close relationship between the forming process of drug-induced in-
trahepatic cholestasis and decrease of ICC in bile duct. The therapeutic effect of emodin on intrahepatic cholestasis may be related
with the number of ICC in bile duct or the positive effect on ICC
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1.1 Se3eghyy g A SD R R R BT R 200 g, 3815 |,
KT fRT BB AL 3R 43 R 3 4, RS BEZH L 24 P A 9 RE R IR AR
BRI BRI B R R T B CRE R 4D

1.2 HERVE N RS R AR

12,1 2 MR AR B R R R TR g &
TR R A 25T ) ok R ST B T 20 o B R TR 25 1 (a-naphthyl
isothiocyanate, ANTT) AR vt e i B¢ 20 g/ L. KR #ZE A5 g/L
R SELT A RN R 4 o/ L IR B . # 4% ANIT,
TREMEE . B/ 15 mg/100 g,24 h 5T 5 mg/100 g,
48 h 5 - SD KB P B T I8 R B 8 A9 5 B A o 7E 9 A |
SR F A2 S 0 P9I I AR B AR oL, X R 2R
THEAEMEMBKEE., BEHE4~6 h FRERAHEL
20 mg + kg' « ' FIREATRERET R LR/ K, ELE
I7 7T AT ORI 4 b A I T B UM AR ALY 3 B
M2 T HFARFRF B KRS o X IR A e R R A
WHE 7 d JFWARA . TERCEE R OB EE T W4T L - J 40 i oy L
JIA €8 2R POAR B At IR Y IR IR R DA A2 R A PR
JF S BE A= AL A8 B T L < I TN 20 PR Sk 5% B Tl (alanine transami-
nase, ALT) B EB R (alkaline phosphatase, ALP) ., i JIH 4T
% (direct bilirubin, TBIL) . v-& % B # ik ( y-glutamyl
transpeptidaser, y-GT) .3 & T %) B2, 3iE BT P9 I v 38 AR 5
A 35 A5 BT

1.2.2 WARE  SRWEHR)E. FIKE /(250 me/ke) B
i SRR I I S L & SR T il GO T it % A AR 3K IBC I, B AR o JH 2
LY, 43 DL 10 Y04 R Th Ak B 2 06 13 I VR I S 1] A I A AR
BUBE B0 S5 B W MR AT o T AL 2L S A 0 2 RO R
K- 20 (HE) Je 8, 064 B 3B T A0 B 1L

1.2.3  Afb4EAR A I H 3L 7600 A4k [ gl K AR I, B
WA 0.5 mL I # AMMAE L, R G A SRR 2 A BRI
I35 FR A I ALT ALP . D-Bil.y-GT /K,

1.3 JH%E ICC H 4 2R Ak 2F M S 5% 5% PCR (reverse transcrip-
tion-polymerase chain reaction, RT-PCR) ¥

1.3.1 fREfgifb¥ el ICC o f  Shika 6 hig,
HUHEML AL 8. B I Sp BD OB B T 43 I IR 8, PBS
(pH=7. ) Witz WA AT VKR Fr o 5 7 s Y1 )7 VN
(4 O 10 min,PBS % 5 min X 3 K, M4 LML 5 K
Z M SABC i AL =0 & U BT 3 847 . Horh ACK2 411
G mg/L) T 4 CHEE b, s RN W BoR FAR 8.
S U S A5 R R« okit PV 6 AR A, AT L
J2 R B R LUK Dy v B 1) AR 2 07 1) SE A 2 B 2 AL
Ko, # W 5485 1 10C M B iE M m Mg . XA
MetaMorph/DP10/BX41 & 4 E& 53 1 7 42 43 #4521 LLER 4y
6% J& (integral optical density, I0D) 1% F & 1 Pk % i,
1.3.2 JHZ & mRNAEBUK RT-PCR #2585 6 h 5, 3
MEBLF 40 3E . BOE &8 & 9 H &, PBS Bk T, JT A
RNA Hl $2 35057) Trizol 42 B A 4H % 12 (RNA) , 7 1 A] Dyn-
beads dT(25) T $2 B 1 8 RNA A $2 B H 815 46 A% 0% A 1R
(mRNA) , H 5 ¥ 5% 5t 8CH 40 L A0 A% B8 (cDNAD kit (1
P&k R.94 C,5 min; 94 C,15 s;50 C,60 s;72 C,60 s
40 MEFR, B J5 72 C, 8 min, ckit 5] ¥ F 5.5 -GTA
CAT AGA AAG AGA CGT GAC TCC T-3", F il 51 ¥ ¥ 51«
5'-GAG TTG ACC CTC ACG GAA TGG TCC A-3', ¥ 1 ¥y
N 548 bp, practin i 5] ¥ F 41 5'-GGC TAC AGC TTC
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ACC ACC AC-3', Ties 9 F 4.5 -TAC TCC TGC TTG
CTG ATC CAC-3". 9" 4 7= ¥y N 285 bp, ¥ ™4 (3 pl)1E
12 %6 37 IR W B8 12 v FhL Kk 5 L VR £ e e I 5% DNA %7
1.3.3 40040 IS E Labimage B4 45 7 5 48 % L ik
g AT R AL T B S A4 B A o-kit/B-actin (Y L ELAE R
mRNA 35 1 % € 5 .

1.4 Seit2pkbsn A SPSSI19. 0 483t 844 347 48 3 40 97
T PR T s Fon I H 52 2 BEVL BT J7 25 43 B i AT B2 0t
o6 K i K ME «=0. 05,k P<<0.05 HESHHKIT¥E L,

2 % ®

2.1 iR R B R S B4 ALT, TBIL,
ALP Fl v-GT 7K -F % %) B4 AH b B 8 T & (F = 34. 88, P<<
0.05;F=51.86,P<C0.05; F=27.25,P<.0. 05; F=28. 08, P<<
0.05), K FR 2 F IR A8 AR K TS0t BEZH A B 7H & 1H L A
TRUZAAR, 41 0] 22 5 A G it 2% 8 X (F=34. 88, P<C0. 05; F=
51.86,P<C0.05; F=27.25,P<0.05; F=28. 08, P<C0. 05), i,
# 1,

Jg FLZH 2SR BT T o % BR A - BT /N 45 4 58 4L I 4 i
TWARIER . JCAE M IR IE | R A 40 M 3= T 04T 4 41 28 1 A= 55
G Y B oA N ER GO T A S & RN
i A 2 YR e S B s M AR L KRR SRR LA X 2 AR M AN iR
W MRS b M A . RIS KRR ANIT 5, B i
RPN HE T PR R T B R AR

*1 AEARPFINEER X ELIERIL B (TLs,n=5)

25 ALT(U/L)  TBIL(umol/L)  ALP(U/L) y-GT (U/L)
it B4 8.741.1 54.1413.5  312.2473.3  2.2740.6
FERIZ 398.2-87.4*  465.0490.7*  680.1482.6* 7.241. 3"
KEFHAH 280.5497. 20 323,065, 50 412.0487. 4 4,441, 1

“ P<C0. 05, 5 X FR4L L 4% 50 . P<<0. 05, SR 40 L4,
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2.2 RT-PCR &M kit mRNA By FEEKFE 45580 5K, %t
BRAH BEALZH Je KB R AL T 548 bp &b ¥ 554 1 £ 3k (&
D, 3 4 ckit mRNA 3£ 3k f A8 % & 43 51 & 0. 98 -0, 195,
0.4740.064,0.86+0.120( 2), B-actin mRNA [ 4" 14 f- B
7 285 bp, A kit mRNA FE B BT RERA R
X B (P<C0.05) . KRB R A T X I H A | L5 12 2=
S (P>0.05),
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2.3 AU R AR R BUIRAE b okit 8] (1Y 2238 KT

AL R TR okit FEENPE R K EREEA, L
TR A s Sy w1 AR R T AE Y 2 e 2 AR RS
2, R 5 AT A 1CC 58 M 5% B2 4 B R 4670 . o e 2 L5
BRI KRR RA kit oA 22385 10D LR kit ik
AR 34,2412, 86,10, 52, 32.28. 749, 86, 4 Bl 41 0
% T X B2 K oK 5 K 41 (P<<0. 05) . LA 3,
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25497 1 JHE P B A BRI 2R s RSB v L R R R 9 L o
ANTEHE I PRIT AN BEAR T L AR S 06 3 1 5 5 2 0 e T R R
LR ) W25 9 v T BT IR AR S IH A ICC e R MR R I
IR IR AR A LA

ICC 2 W Ji 3 i A 407 4 i 2 )™ 26 A% 0 5 5 | A2 T 3 UL
FL &5 A ISR L A DR T o T Bl TR R . T
WL ICC fE I NS4S P IR IR B8R iR S 2 4
ETE . IS 5REBE N 8 EWHEkEsh . H & 3 Y
BRI ep fH 4 ICC A5 V454 S5 0 NE 2 A0 LA I B e 07, IR
AW FE A BRGE ICC 72 9819 AR 8 52 3h K T 4 AR 3 AR A e) R
REBEEMRR. TR EE ICC fER: Rk kit Z1k.
FREERY okit f5 5 R/ BB W T8 1CC J] RN ZE 15 1 0 20 22
FZUH AT R B okit FYIA S ARBFT 4 R ER
RIZH A ICC ¥ 7tk o-kit mRNA R JH 35 (1 23K B8O0) B 40 B
W SRR 2 Yk R AR 5 IR ICC Wi A 56, d it
DR E 2R 46 9 19 ICC 7E JH 9 4R T8 152 3l 8 15 K IR i ik B
B AT RE K P AR .

KRR NEMBWGEY, 225 R E2A B K, A
BEMAHAERTY, ALBERERRKEEEHENRES
Yk I P IR AR K R i ALTALPLTBIL K& v-GT K
-, SRR A L 2 R A g B L (P<C0.05) . & BFSEIE
S R FAE — 8 W BRI IR N Be 3 R 45 s ICC i i L 7
—ER R F W] AR T R S AR SRR A R R K
K Ae W] 5 o 5 R 2 R G 2E L 4R AR A I A B AR B [ B R B
RT WG kit FiREBS AW E TR HEEHESF
BT, S8 KRB EAE MG IR N okit B 1CC &2 B R B 41
I 2, H AR HEN, HE ICC 5F NIk ER A —
ERFBE 1CC 3/ al 58 5 T A H IR BUE A . 6 i,
K8 2R AT R A I TCC %0 AR X 1 22 sl X I 48 1CC
PR DR AP T & # HE 0c J  IE IR AR PR T

KFREF MR ICC 3% ma 09 £E F AL &1 77 18 . B 576 52
a2 B & T 40 MY K] 1 (stem cell factor, SCF) /c-kit {5 5 &
7z ICC WA K AT PR EZ/EM. SCF g &K

B AE IR ICC WY R & - JF B 78 48 45 R B bl & AR A
— H KB SCF U 1CC 23 W] Gy At R g, K38 33 1
A 1CC YRR T BE W 238 i SCF/c-kit 3& 42 M H T i 18 B
XA BV R R . ZE S BB EARTTRT 20
EEBF T .

Lk B RTIE L BB ICC 5 254 Pk AT P9 BE T I AR TE il 72 AT
REAPIEBE D) OGB4 1CC W) B8 B I IV 8 BR 25 W 36 7
BT E AL S — R SR BT B . H AT AR SE g 4 E R AT
c-kit BELIKT & TCC i 2% gl WA B0 e AR 7 JE v 9 ARS8 iE 48 1CC
KR B I LU HE— 28 B W AT N BB IR AR ICC SR & .
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