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T B Aot B R B EBRAR ) 69 2 2RS4, A
PR T BR G fn i F R A6 min. Wi i AE
ARG BT R AR T ARG T RS 1.5
1%. 5 T B Aeet BR 64 B 18 1) BF VA B v AR
T B At BRAG AR R . BO BRI A KA.
BEBRAR ) /5 A 69 T BRAE 7 4] & L BuLBEF
M. FAGTRAL T AT AL, =
FE AR TEANEEZNEARRLX, MG
BT MK PR SR E R R VR R

XS THR; MR, BR; s, EE R, £
fLE; BEAL; TS S

SR, BIRE, Exk. THRINTRIS 6T meRRRE
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A ERAR ZHZUFAO) R AL TP AE 4 2{(WHO)
FE200 1405 S #i AR 2 “aiE RS, A
T HAE F AR BT I E Y. B IRBOR AT
P (Clostridium butyricum, & FRESBRAR 14 &
18774F 5t L& Tt AMTIF I 2 A ). )
TN 38 1w RS, H AR [ T B
Miyairif 119334555 2 BB AR 14, 19404 5K
ILFCRIDAL AR, I G, B RRAR W S 5 B E A
A T5 2 AEAT 25, 2. BERHR NG

TS INFRAE )2 N . T R AR B ) 2 AR
P TR RN 2 Al R A AR SO T
P AR TS 5 87 I e S oy T AR
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1 TERRIIERAVIRUR St

1.1 T B e Bl R FEHEAR T R(SCFA)— i
ST WA Y BUIRBEAE 45 W v 28 DR AR R B S
A S A >100 mmol/d”. 5. 4.
IR LR, T EEAESCFA T &y LUl . 45
W SCFAMR R AT B WA R AT 250, K
TE A WA R A A2 4. i 45 1% N SCFA
WS =592 70-140 mmol/L, it i 45 i N K 3
20-70 mmol/L. &l b 40 fpt s olcR i T 1R
B IR, TR R Y, VRN 2
P A ME TR, —REYWh RS TR,
AR NI T IR —. A EME—
M EARZ TR, 24 9hEAn
FLIEAEI4% 100 mol FHL g5 477.5-13.0
mol THR"™. AFLFIIFLIR S EMA . LR,
HT RS BN FLIRR0.4%" LbA=FLIE T 1)
TR S R (3.1%)FE1(2.6%) k75 2. /N
ERWIFFCER M, TR AT b6k, Hofh ik
PULFEARNEG TR, ¥ WSS CFA
W) 45 FR W, N4, SCRAROBCFIAC
Ae AR, R JE LT PR 1E S BT AR
THREARDR, T LA P T 188 19 0003 P 5 ANAY

6 min[l 9-20]

1.2 *t B e Bl ARt IR EBIGRYE LR —,
P A e 0 R IR AN AN s 2 AN HIR S &
T . NN Ad T 2L 20 4 #48 H fie a ah g 3 P i
ANIE IR T AN Be H & G R R AL, i
TE VA 1 R0 o R B AR A RE A
P IV IR 1) 50 285 S i 7 TH Ak 3 e 1 1 2,
AP I R AR AN A At S AR DL 1 I
G, T W T PN I T R A ae R A A o A A A
T E N A LR A FE R Y ChR Il R
J&i, 10 min BT B bR 0 R AE 1 3% rp s B,
2 h Ik B, T IRGFIE 90% 8 . 42 d
Jei, VIR 975 % LA 6 i 12 )5 4% A i A8 4
M. 20044ELin er al™RIN, R MWL R 5L
40.6550.97, $40.79. M AT W IH R
$3248-1762 nmol/d, ¥J{{826 nmol/d. 7F )5
4.2 min 2R M A I CHRR. 1l bR

¥ % %4
BABRAR 1A & —AF
MR AT B FA
WHHEAY. LE
ZRM TN T B,
Faot BT T
Fa ik 5 Wik
Ja, KR R,
AR L d
R HEEFEZ
IR A
A EKT R
RE, MELA
EEZAHNZHN
#H B,
AR &4 R
F278 J7 My i Ik IR
AR EZHIE
&3
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WAL B A 05

T B2 4o 4738 it 47
HE G K LB
T B 0 55 P 5
- N F &
#9845 % B AT 89
R EZ—. &
SR E, $HhE
FHR, EaTE
KT HE AT
B2 64 AE R AU o6
i A ST
B R R AT L.

R B E DR G2 h I JFBE 5 IR 46
B 2040 b L ChRad 2 7E O IRbR e IR S
6K, H20RKIAFE(E, H8ORGHNT-&
W, BE S T IR0 R 2 i R 2 A R
B R0 1 M BSOS R PR R, R
W2 53 WA AR TT B S B ik = . — R R AT
DAL B B At 227 nmolHHR™Y. 20044E, kim
et al RINP, B ) LI AHEMEA R 8 o H 3R
W A (19 63%. I 7 Wk W= B8 )L (R AR W A
JL)SEAE T, R (1) ~F- 38 o e A REFLIR IR
L)L FRREFL L) 2 F5 . 3B 2 5 1) JE PR AR v]
RE A &5 1 T (% o T R BEAS (), R 2 A A TR
{140 i S RT3 AR [
BEFL LI ST R 447.1 +36.9 nmol/d, Hh4
13.7-22.8 nmoKE T REFL, H24.3-33.4 nmol/d
ST B R TGk L S R A 148.5 £
109.3 nmol/d, J:H14747.9-79.9 nmol KT W4k,
1168.6-100.6 nmol/dkiF T i w. JoiehkFL)L
BRI L, T8 R G B I 1 S R
AT PRI I R i, BT E R S 1.5
£ B R D, 7 R R T R P R ) A
R DUSE M AT RN R SCRN AR i 45 2 3
ARAS. R T AR AZ IR ¥ WA R W 1) A=) 6
s LA R A4 v e DR 2 B A P (¥ LR 2 R 1R 14X
A AL DT IR FHERRATE A At e i R 1) il il
Z—, ZHEARMIAREIEHS. HRies 55
MRE . IR WURSEA L& . R AE
P i Bl S R S A LA AR A R
I T L DY SR RS DU S ok — ik B
PR, 254 DNAFIRN AL | g
ST E) T AR . AR R, R
PIVER R CEE. IEWIEOL R, KB 22 ReH
SR W — TR ST W RS B DU IR, TE RS, 10-
AV FFRE DU SUH 27,5, 10-31 F 3 U &0 - PR g mT
DA FH T i e e Tt AR R AR 05 i, i mT B
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Abstract

AIM: To probe the effects of chemically modified
small interfering RNA (siRNA) targeting tissue
inhibitor of metalloproteinase-2 (TIMP-2) on
liver fibrosis as well as its possible mechanism in
rats.

METHODS: A total of 42 male rats were ran-
domly and averagely divided into 7 groups:
a normal group, a negative control group, a
sham-operated group, a model group and three
siRNA-treated groups (treated with 0.05, 0.1,
and 0.2 mg/kg siRNA via portal vain, respec-
tively). Carbon tetrachloride (CCl,) was used
to induce liver cirrhosis. All the rats were sac-
rificed at 8 wk to collect liver tissue specimens,
and the portal vein pressure (PVP) was mea-
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sured. The pathological changes of liver tissues
were observed after HE and Van Gieson (VG)
staining. The levels of alanine aminotransfer-
ase (ALT), aspartate aminotransferase (AST),
hyaluronic acid (HA), laminin (LN), procola-
gen type [II (PCIII), collagen type IV (CIV) and
hydroxyproline (Hyp) were measured. The
mRNA expression of TIMP-2, collagen type I
(COLI), collagen type III (COLIII) and a-smooth
muscle actin (a-SMA) were detected by quan-
titative real-time polymerase chain reaction
(QRT-PCR). The protein expression of TIMP-2,
o-SMA and MMP-2 were analyzed by Western
blott or gelatin zymography.

RESULTS: In comparison with those in the
model group, the pathological changes in the
three siRNA-treated groups (treated with 0.05,
0.1, and 0.2 mg/kg siRNA, respectively) were
markedly attenuated, and the levels of PVP (2.2
£01,19+01,1.6+01kPawvs 2.7 £ 0.1 kPa, P <
0.05), ALT (2089.3 + 154.5, 1869.8 + 138.0, 1422.5
+139.7 nkat/L vs 2717.2 + 193.8 nkat/L, P <
0.05), AST (3634.1 + 242.7, 2739.4 + 141.3, 2286.6
+145.5 nkat/L vs 4067.5 + 251.5 nkat/L, P < 0.05),
HA (176.0 £ 10.2, 160.6 £ 9.3, 109.9 + 9.4 ng/L vs
206.3 +17.0 pg/L, P < 0.05), LN (93.1 +8.2, 71.4
+75,559+73 ug/L vs 116.6 £ 10.8 pug/L, P <
0.05), PCIII(71.2 £ 6.1, 641 £ 5.1, 53.6 + 4.3 pg/L
vs 91.2 + 8.9 ug/L, P <0.05), CIV (64.3 + 54,
50.7 £58,41.6 £ 44 ng/L vs 80.3 £ 6.8 ug/L, P
< 0.05) and Hyp (328.7 £ 17.6, 279.7 + 16.3, 230.4
+16.1 png/g vs 380.7 £ 20.6 png/g, P < 0.05) were
significantly lowered. QRT-PCR showed that the
mRNA expression of TIMP-2, COLI, COLIII and
a-SMA in the three siRNA-treated groups were
decreased significantly as compared with those
in the model group (7.53 £ 0.83, 5.04 + 0.75, 1.30
+0.49 vs 23.23 £2.14, P < 0.05; 33.38 + 2.85, 22.80
+248,11.45+1.27 v5s 43.18 +3.32, P < 0.05; 19.23
+£1.95,13.21 +1.35,10.11 £ 1.09 vs 25.90 + 2.23, P
< 0.05; 23.76 + 2.06, 15.33 + 1.25, 10.53 + 1.02 vs
34.85 +3.16, P < 0.05). Western blot or gelatin zy-
mography showed that the protein expression of
TIMP-2, MMP-2 and a-SMA in the three siRNA-
treated groups were also decreased significantly
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WAL A 0% as compared with those in the model group  vs 206.3+17.0 pg/L, P<0.05; 93.1+8.2, 71.4
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(23.27 £ 3.06, 14.13 + 1.86, 9.16 + 1.33 vs 44.83 +
5.45, P <0.05;23.80 £ 2.14, 15.58 +1.52, 9.52 + 0.93
vs5 39.90 £ 3.23, P < 0.05; 24.58 £ 2.59,19.29 + 2.31,
13.40 £1.98 vs 57.19 £ 7.07, P < 0.05).

CONCLUSION: Chemically modified siRNA
targeting TIMP-2 can down-regulate the expres-
sion of TIMP-2, decrease the contents of extracel-
lular matrix, and inhibit the activation of hepatic
stellate cells.

Key Words: Tissue inhibitor of metalloproteinase-2;
Small interfering RNA; Liver fibrosis; Gene therapy
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B AR T S REBIEA L4 3% & B 4E 47
7417 -2(TIMP-2))» FH#HARNA(siRNA)* CCl,
g0 K RITEF 41069 % vt B EAE A ALk

Fi%: SDRRA2 R A-F 5 R T4 : EF
20, MM, BRFRAE., BEAM, EF
20(5348, 4 A 0.05. 0.1, 0.2 mg/kg siRNA
R BRiEST). vA400 mL/L CCl4(3 pLl/g) scif
S KR 41k, 8 wka Fi A sh M B AT 4R 42 4%
A, M 1] bk (PVP) ST 2 8 E Fh kIR .,
HHE# & 4= Van Gieson(VG)R /R % &, 4|
Ao 7 AR E RSB BE(ALT). RAZBR AR
AEBBEEAST). EYWRBRMHA). EAER
& (LN). A FTRAPCI), VA ER(CIV)
Fo 2 2R (Hyp). B %A% EPCRE
AMTIMP-2, T RIRREF4(COLT), I
ARG 4 (COL ) Feo--F & ILILS) & &
(a-SMA) mRNA #9 & i& . 57 il Western blot3% B
IR B ik A M TIMP-2. a-SMA A#MMP-2%&
ZRAE &o

LER: K5 7404 i A LTIMP-2 siRNA 77
Jo YRR 5 R B 4%, PV PEARA 41 4 1K(2.2
+0.1, 1.9+0.1, 1.6+0.1 kPa vs 2.74+0.1 kPa,
P<0.05), s HALTA=ASTIR Y (2089.3 £154.5,
1869.8+138.0, 1422.5+139.7 nkat/L vs 2717.2
+193.8 nkat/L, P<0.05; 3634.1 £242.7, 2739.4
+141.3, 2286.6+145.5 nkat/L vs 4067.5+
251.5 nkat/L, P<0.05), R B4 40454749
HA, LN, PCII, CIVAHyp#) 2 E KT A=A
20(176.04+10.2, 160.6+9.3, 109.9+9.4 pg/L

+7.5,55.9+7.3 pg/L vs 116.6+10.8 pg/L,
P<0.05; 71.246.1, 64.1+5.1, 53.6+4.3 pg/L
vs 91.248.9 ug/L, P<0.05; 64.3+5.4, 50.7+
5.8,41.6+4.4 pug/Lvs 80.3+6.8 u g/L, P<0.05;
328.74+17.6,279.7+16.3,230.4+16.1 pg/gvs
380.7+20.6 pg/g, P<0.05). &4 47 LATIMP-2,
COL I, COL IMfzq-SMA mRNA # % ik 2348
A4 RV (7.53£0.83, 5.04+0.75, 1.30
+0.49 vs 23.23+2.14, P<0.05; 33.38+2.85,
22.80+2.48, 11.45+1.27 vs 43.18+£3.32,
P<0.05; 19.234+1.95, 13.21+1.35, 10.11 £1.09
vs 25.90+2.23, P<0.05; 23.76+2.06, 1533+
1.25, 10.53+1.02 vs 34.85+3.16, P<0.05), H
TIMP-2, MMP-2470-SMA % & 9 & ik .48
MY (23.27+3.06, 14.13+1.86, 9.16+1.33
vs 44.83+5.45 P<0.05; 23.80+2.14, 15.58 +
1.52, 9.5240.93 vs 39.90+3.23, P<0.05; 24.58
+2.59, 19.29+2.31, 13.40+1.98 vs 57.19+
7.07, P<0.05).
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& JE B A4l 7] -2(tissue inhibitor of
metalloproteinase-2, TIMP-2)/& {4 P 2 Fi L i 4>
J&EE ¥ (matrix metalloproteinases, MMPs)[7]
RS 2 —. FEHF AR 4E LI TIMP-236 04
JE9n, 7 v At 38 2o A MM P s (R 3 1 A T 9
/DA AL T (extracellular matrix, ECM) [£
fi#, FEECMIKIL TR, 55— Jri, TIMP-2
ARG IE L JF U MMP-1(membrane type 1 matrix
metalloproteinase, MT1-MMP) /S iG{LMMP-2,
WA i R JEC B, 0 28 S A T P A2 28 R 22 R 4
Jiti(hepatic stellate cell, HSC)J3G4L. IRtA
HITIMP-2176 27 4i b T (1 Rk, #A7 w] BeFH
W IH- 2T YEA i adE— 20 e /T RN A(small
interfering RNA, siRNA)/ZRNA T (RNA
interference, RNA1)L FE AT IR N 70 F, A BENS =
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RACRE SR TR VR VEFEmRNA R KIE, Tk
FIFEIUCER I H ). AWFIER L 22 & & s
MiPLTIMP-2 siRNAFJ; 1 CCL 5 3 I 4T 44k )
PR, BRUT AR LD, A siRNARNH T IR
BE5E SEH LAl

1 MRRSA

1.1 #4F 8 SDK42 5, 7R ii5240-260 g,
S RRESE R o Tl o TR M a7/ AR 7 R AR S g
ZAEMHITIMP-2 siRNAH [ Invitrogen Life
TechnologiesA 7] W 1T £ k. PLTIMP-2 siRNAE
XA 5“GCCAAGUUCUUUGCCUGCAUCAAG
A-3'; [ XHE: 5-UCUUGAUGCAGGCAAAGAA
CUUGGC-3'. #LTIMP-2 siRNA[J]1}: %} I (control
siRNA) I 3 4#: 5'- GCCUUGUUCCGUGUCUA
CACAAAGA-3"; Jx L 5-UCUUUGUGUAGA
CACGGAACAAGGC-3'. # Y-l FLipofectamine
20000 H 5 [EInvitrogen Life Technologies’ .
%€ HRT-PCRIX | £5(ExScript RT-PCR Kit)l4 [ K
#TaKaRaZ n]. RNAHIHIAFITRIzolH ik
LAY TRH AR MRS A R A At $ipg-shE
FI(B-actin)FLAAFIHTTIMP-250 440 [ i e -
5] Pro-FIENNLIEIE F (a-smooth muscle
actin, a-SMA)J [ 36 ESigmad ). BAR A bR Id
P H & [E Santa Cruz/A 7). SuperSignal West
Picofb 2 KOG H 2 [H Pierce Biotechnology
Iy, 3B W TR (hyaluronic acid, HA). 2= #6i% 5
i (laminin, LN). TR HTIR B (procolagen type 111,
PCII). IVZEZ R (collagen type IV, CIV)HUR %
P o3 AR B BRI R 2 AR R A R
. BN (hydroxyproline, Hyp)ik A &5l H
R R LR ST

1.2 77 ik ML T4, 416 K. siRNAP
PEXT AL, BT ARAIRIBER L 73 il 45 70.1 mg/
kg control siRNAZ {2 kit o, sl il
(3 pL/g)Msc 400 mL/L CCL,3 pL/g), £F3R1IK,
ZERJER. VRIT ALY K341, 43 Tsc 400 mL/L
CCL,(3 pL/g), BE3R1IK, 2 wk)G #5677 415 %)
[ 4570.05 mg/kg siRNAGHIT141). 0.1 mg/
kg siRNA(VATT241)H10.2 mg/kg siRNA(TEIT341)
LK AH N ) Lipofectamine 2000(10, 20, 40 uL)
2 R E ST, M3 R 1K, EHSHA. prash
WIZE T TR K K (portal vein pressure, PVP), i
BRI, RN 2910 g RAHHES
FRGL O FNPRAEVan Gieson(VO) B GL A, J68E T
AEE T MO AR PE . TRAE . SR 4 B 2 I
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JURRIE DL

1.2.1 f ik F ALl Hypte & I3 5 2 R
4 ¥4 i} (alanine aminotransferase, ALT)FIK &2 1
2 FE AL T (aspartate aminotransferase, AST)H 2&
[E Beckman LX204:4¢ H 820 M1, HA, LN,
PCIIL, CIVATHyp IR 737504280 £ 1 B o
1E.

1.2.2 3 K502 FPCR FTRIZoA | SR IUIT
HZUBRNA, AP OCETMERNAWK . 4%
€ HRT-PCRIAF G UL PH pg MRNAW 5%
A licDNA, #RJ5 LLSybr GreenfF b5 Yebric 4,
7ELightCyclers¢ 5L E FPCRIY(Roche A ],
5 [5) FREFTPCR Y. PCRS[#): TIMP-21E X
%, 5'- ACCCAGAAGAAGAGCCTAAACCA-3,
& XEE, 5'- GTCCATCCAGAGGCACTCATC-3';
a-SMA I X4, 5-CCGAGATCTCACCGACTAC
C-3', & i, 5“-TCCAGAGCGACATAGCACAG
-3y T MR £F 4 (collagen type 1, COL 1)IE X
B, 5“~GAGGGCGAGTGCTGTCCTT-3', v X%,
5-GGTCCCTCGACTCCTATGACTTC-3'; I’}
JBE IR 4T 4k (collagen type 111, COL I 1F X4, 5'-T
GAAGGAAATAGCAAATTCACTTACAC-3', Jx
X4k, 5-TCAAAGACTGTCTTGCTCCATTC-3";
3T H yH e i 2B (gly ceraldehyde-3-phosphate
dehydrogenase, GAPDH) I X %, 5'-GCATGGCCT
TCCGTGTTCCTACC-3', [z 3%, 5'-GCCGCCTG
CTTCACCACCTTCT-3". kMW 4 . Fids
95°C 10 s; 30MEHH195°C 5's, 60°C 20 s, 72°C
5 s, J I g i 2 o b RN LR 2 H 4, A
HIE# SDK BUHAH 2L S b v th 2, i i
BUBRAE Ih 2L AT A e o, By Stk FE R ik
1/ FHE N R L 5 (GAPDH).

1.2.3 WesternfP i 4& M TIMP-2420-SM A #9 & &
HEWR AR LR FRHEIE )G, RHBCAYL E &
AW, HAZRMEE1E100 g/L SDS-2R A Ml
Jiedt e r vk o 12, SE R AR AR E A
R 20 5w — 5 LI (polyvinylidene difluoride,
PVDF)JiEE b, FH50 g/LIGBRE IRy £ 5, 26 )5
TN Sk —PURIAR T B (19 Bt fe e 2e4h 2
ROGHFEAEX R RIS A4, WE ot
JEAR. SRR e R RO 6 /45 R DR 2% 1
(B-actin) X 7 .

1.2.4 BAIR B R MMMP-2% & & ik 400 -
T4 5, ENovex Zymogram Gels/iEHHHEAT
A PE LYK, PG A RE30 min 5 {23,
BEOZEMHCTH30 min, SR B AEMNR3TCRE

| BN

5 2B TIMPs R[]
#9,2, TIMP-27T VA
EILMMP-2, M
BT 4 ek 8
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| B R:E XA

KB R AE B R
P IR N N2
154 siRN AL 2K
TIMP-2¢ % A, 42
HECM#Y i, 47
HIHSCHyE b, ¥
AT 4 e e 4y 0%
JT R K

=

1 EFEMEEMRTIMP-2 N TFHHRNATRIEIASSBINE. A—G: HE X 100; H-N: VG X 40; A, H: 1IEH4H; B, 1: BN
R8ZH; C, J: BF AR D, K: BIRIZH; E, L: jAIT 128; F, M: JAIT24H; G, N: JAIT34H.
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AR, &. KZEMAEBEIMNTIMP-2/ \FHRNAY CCIIB ST T4 DB ARV 200 3085
1 2 3 4 5 6 7 AR X
1 N FHRNA: —

— - — P . e - TIMP-2

-an oo - - == —= == gactin

2  WesternEJIMAGMTIMP-2ZE BRI, 1: EH4H; 2:
BHMITREZH; 3: R TR, 4: B, 5: VAT 140, 6: 1RIT 24,
7: MGIT 3.

B3

B BRI ERUNIMMP-2Z2BITRIK. 1: 1% 4, 2: [A
M RELE; 3: (ARG, 4: BRI, 5: VBT, 6: 1ATT24H; 7:
BT 34

& 1 FATIMP-2 siRNAXIPVP, ALT, AST, HA, LN, PCIIl, CIVRIHypBIS2l@

$48  PVP(kPa) ALT(nkat/l)  AST (nkat/L) HA(ug/ll  IN(ug/)  PCll (ug/l) CNV (ug/l) Hyp (ng/g)

Fe 1.1+£0.1 425.1 +96.5 575.1+94.7 70.1+£7.2 30.3+44 419+52 11.0+23 191.3+15.2
PAMESYER 12401  480.7+109.8  6835+1183 758+45  344+54 39450 10.7+2.9 191.5+16.4
BFAR  1.2+0.1 530.7 £129.3 736.3+103.5 79.4+£5.1 356+49 449+41 119+25 196.3+154
=il 27+0.1% 2717.2+193.8° 4067.5+251.5° 206.3+17.0° 116.6+10.8"° 91.2+8.9° 80.3+6.8° 380.7 +20.6°

BIs1 2.2+0.1% 2089.3 £ 164.5* 3634.1+242.7*° 176.0+10.2° 93.1£8.2"
832 1.9+0.1° 1869.8+138.0° 2739.4+141.3 160.6+9.3*
853 1.6+0.1°° 1422.5+139.7° 2286.6+145.5° 109.9 +9.4*

71.2+6.1% 64.3+5.4%328.7+17.6%
64.1+5.1% 50.7 +5.8%279.7 + 16.3*
53.6 4.3 41.6+4.4°230.4+16.1*°

71.4+7.5%
559+ 7.3%

°P<0.05 vs IER4H; °P<0.05 vs {EAIZE.

B, 1 gL s g g o, JI 0, fi.

it 4038 N TISAS 6. 128 T4t
38T, Bl Llmean + SD# R, 2010 22 S48 H 22
ST, PP LR H Student-Newman-Kewlsys:,
LLP<0.05 R~ AT GL it 22 5.

2 BR

AL, BIPERT R AR F AR AU/ B ST
FEH, AR AR P SR PE I JONE 41 i,
V GHL A WL ET 2k [] B T 1 AR 20 JHE /N 1
SERTH O, HOR R ORE G B, v W40 A
PEL YRIE, VGY o] WAT-4E R b, BN T K
BT VAU AN TS S, A RORE A i, w)
DLFE0 AR AR, VGYe(a ] WL B AT i 21,
TRTT 220 W] WO -4 AR AL 1k, VG n] I,
D AT UL YR 3R] DL/ A g T AR
PE, VYL R WL 5 41 4 A 2R (K1),

2.1 PVP, ALT, AST, HA, LN, PCIII, CIVA=Hyp#9
PR IR PP AR TR 4341 2 W)
PVP, ALT, ASTH¥ILG 4% 5, & iRIT 4P VP,
ALT, AST, HA, LN, PCIII, CIVATHypY & 1%+
BRI (P<0.05, K1), HAEI7 A2 A4k H
B GET4 75 5(P<0.05).

2.2 TIMP-2, COL I, COL Illf=q-SMA mRNA %
K6 Feh B TIMP-2 mRNAK R L B
TIEH 41(P<0.05, 2), %5707 4 TIMP-2 mRNA
(12208 TR 4 (P<0.05, £2), HiRYT3
Z1TIMP-2 mRNAIFIA 5 1EH A LR LG il-2
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a5k B COL 1 . COL MIMa-SMA mRNA
26k B T IE R 41(P<0.05, 322), #iA77 4l
COL I . COL IIIAla-SMA mRNA ) 3 i Z 1%
TR L] (P<0.05, %2).

2.3 TIMP-2, MMP-2#=-SMA % ) & 34 8% 70 fi
T TIMP-2 55 [ I 0 3 i T 1 41(P<0.05,
#3), F5IHIT A TIMP-285 (A [ 1A 5K A
ZH(P<0.05, 33), HIAIT 24 AR I 734 TIMP-272%
IR R IA 20T 1E ALK (K12); B 4IMMP-2
HEAMRIEEE S T IEH4P<0.05, £3), %A
ST AMMP-245 [ 204 i 2 AR TR 41 (P<0.05,
#3), Hifyr34IMMP-22% (1 31k B &K T 1E
W A(P<0.05, F3); B4 a-SMAE A IRIE R
F T IE R 4(P<0.05), #1097 Ho-SMAE 111
Tk B H L TR (P<0.05, %3), HifJr3d
o-SMAE IR FEIT 1E 7 4H.(K14).

3 e

SRR TR « A% AIsiRN AR A2 B R
BRI 2T B, AR HETA ) siRNAX JE R 3Rk
(10T BR A3 i T S ST W AR A% Y TR R A%
DAL 3 FH s iRN ATEAT JE DR VA T7 8 A 58 ) R (19 11
BRI B AR E I siIRN A AEAE — SR, 4
JRRAR RN, ARty RO A AR E . O T i
PRIX G ] B, il Se oY K A2 S R
EMisIRN AR 75, 7E0E A N AT R TER, B
3T W RGO A S AN R 9
FIAL 2 B I BT TIMP-2 siRNAREAT S8

A4z B B G
RNASF, 4%
VA ) B B AR 7)
) mRNA 4 ¥2 B
AR R R 8
mRNA, XA 42
2 RNAF iz
2.

2 RV A
Qg RIF4E
EOBRETN
—£5F, W AiidE
it 95 R 4 A K
508 B g B
JILBS 4% i% dn E 4%
F ik &,
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C R i % 2 HTIMP-2 SRNASITIMP-2, COL I, COL lIfJa—SMA mRNAZS;XBISZ A
AXHR T il

B & @ B2 4R
| F) -2 F K
RNAXFCCl, %%
9 KR ¢ 41k
#) % v B AR R
M. % F kRt
WY Ly B &
Hk, FRAET
A AR E M e AR
A, K FEk
#, FEikitma,
A8 AL

pax:| TIMP-2 CoL| coL a-SMA

IER 1.87+0.73 6.90 + 1.05 3.81+1.22 1.74+0.94
BT8R 2.07 £ 0.59 7.23+1.10 4.08+1.10 1.78+0.92
BFA 2.17+0.71 6.89+1.34 4.03+1.11 1.95+0.86
el 23.23+2.14° 43.18+3.32° 2590+223" 34.85+3.16°
b kgl 7.563+0.83° 33.38+2.85° 19.23+1.95° 23.76+2.06%
BI52 5.04+0.75° 22.80+2.48° 13.21+1.35° 1533+1.25%
a3 1.30+£0.49° 11.45+1.27° 10.11+1.09° 10.53 +1.02%

°P<0.05 vs IERA; °P<0.05 vs ERIA.

&R 3 HTIMP-2 sSiRNANTIMP-2, MMP-2F]o-SMAZEH
FRIXHEIG

x| TIMP-2 MMP-2 a-SMA
== 11.28+159 15.02+1.16  12.11+1.83
BEMNIR  12.08+1.88 1497+1.02 12.87+1.84
[EEN 13.43+158 15.03+1.07 12.60+1.72
Lt 4483+545° 39.90+3.22° 57.19+7.07°
a1 23.27 £3.06° 23.80+2.14*° 24.58+2.59"
852 14.13+1.86° 15.58+1.52° 19.29+2.31%
B8I53 9.16+1.33° 9.52+0.93° 13.40+1.98°

°P<0.05 vs IER4H; °P<0.05 vs [ERIZA.

JHEFAEAR IR ¥R, IE B BRI TIM P-24E
DRURIER (1 (R I

HET A A ECM G il 5 B 2R A 2 21 44k
TE A J5L A, TTTMMPs B2 HAm 77 TIMPs /&
TTECMIF S BEEES, [N AT £F 4Lk 1 By i
FE24N D5 THi: AR HEEC MK BEAR (W1 38 InMM P s [
FIE)HHFNHIECM ) A (i 95 /> TIMPs [ 1),
FE] P AN 5 L 2R UE S 38— AT MM P s [ R ik B
F kD TIMP-1 (1) 42 15 8 % 9 e S 56 7 1 2T 4
IR RN AR D AIMMPs 13 204%
B, B4 IN—FIMMPs KL 0L S & T MMPs
Z A A AR, I HARIE & i MMPs i Ji
i R A B IS PE MM Ps b 2 — M55
R ) R BLARAMEI TIMP- 1 3654 BE WS 14 n %
FIMMPs G, HZATIMP-1 724 TIMP-21
FEFIMMP-2 &, MT1-MMPJE 1% = Bt & A4, T 5
B FEMMP-295 Ak T 06 75 (1 b AL DR, i
TIMP-2 {1 K5 Kt FEMMP-275 4k (3 /b, 1X
FAAE 50 T R I FHHTTIMP-2 siRNAVRYT 5
MMP-285 [ 1) 335 AR B 2 /b AH — 25

JF 7 ¢ Ak B LT 70 R T 289 fs Jit 2F 4 34 o
HE, NEEGRLT4E. HA. LN, HypJRf bt
Bt ZE45 FHITIMP-2 siRNAT-7i6 wkr,
IR AR YA IR bR Y B PRI, R TIMP-2

1 2 3 4 5 6 7
— — - ® — — _ ,svA
—— o em—— o ow— - -—-B'actin

4 WesternEDili& Mo -SMABBEBVRIL. 1: 1IEH4; 2:
BAEESHIRZE; 3: (R R, 4: BAIZH; 5: BT, 6: 1ATT24H;
7 RT3,

(2235 Re it 55 I D ECMIMDIR. AR &
L, Z&HITIMP-2 siRNAVAIT G, & 1697 4Lm0]
IO g 2 AR AR A, B /D EC ML
R, AT S B N T B, AR T O AT AT
YEAL IS ML B ) 2 0 e H AR A, H TR N,
JIFELIR 40 o (hepatic stellate cell, HSC)KiG 1k L
JHETHEAR R e A2 B DA G, T o-SMANEHSC
WA EER AN ATV HPITIMP-2 siRNA
AT PUH LT YA IR T, BE PR o-SM A JE PR A
HAMRIE, [EE I LH S C £ W Wk
/b, XA BEFIHIMM P-2 (KIS A AR AT P
Z, 3k NTAATECMA- 73X — JH 2T 44k K A2 1
AT, DA S isiRNATTER
TIMP-2{1 3%, 1EFEECMI B, FHIHSCH)
T, B TR LA R T SR LB I 350 .
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Abstract

AIM: To clarify the mechanisms of renal
vasoconstriction in hepatorenal syndrome (HRS)
by investigating the effect of tumor necrosis
actor-a (TNF-o) on the expression of type 1
inositol 1,4,5-triphosphate receptors (IP;R) in
renal tissues.

METHODS: Ex vivo perfused rat kidney model
was used in this study. Male Wistar rats were
randomly divided into 3 groups: control group
(group A), heparin (10 mg/L) treatment group
(group B), and TNF-a (1 pg/L) treatment group
(group C). After perfusion, immunohistochemi-
cal staining, Western blot, and real-time quan-
titative polymerase chain reaction (RTQ-PCR)
were used to detect the distribution and expres-
sion of type 1 IP;R in renal tissues.

RESULTS: Immunohistochemical staining

showed that type 1 IP;R protein was localized at
the plasma region of glomerular mesangial cells
and vascular smooth muscle cells in rat kidney,
and the number of positive cells was signifi-
cantly higher in group C than that in group A (U
=2.26, P < 0.05). However, there was no marked
difference between group A and B (P > 0.05).
Western blot demonstrated a consistent result
with immunohistochemistry did. The protein ex-
pression of type 1 IP;R was significant higher in
group C than that in group A (1.89 £ 0.11 vs 0.55
+ 0.03, P < 0.05), and there was no marked dif-
ference between group A and B (P > 0.05). RTQ-
PCR showed that the mRNA expression of type
1 IP3R was dramatically increased in group C as
compared with that in group A (7.99 + 0.12 vs 1.00
+ 0.05, P < 0.05), and no marked difference exists
between group A and B (P > 0.05).

CONCLUSION: TNF-a. can enhance the protein
and mRNA expression of typel IP;R in glomeru-
lar mesangial cells and vascular smooth muscle
cells from kidney.

Key Words: Hepatorenal syndrome; Tumor necrosis
factor-a; Heparin; Inositol 1,4,5-trisphophate re-
ceptors; Isolated kidney perfusion technique

Ying Wen, Li Ma, Pei Liu. Tumor necrosis
factor-a enhances the expression of type 1 inositol
1,4,5-triphosphate receptors. Shijie Huaren Xiaohua
Zazhi 2006;14(32):3088-3092

i %L
HH: @3 WRTNF-oxf B 2ai2n + 1 #IP,R&
)RR AR BT B 45 A AR 09 K TR AU

Bk #l&RRBRTREERE, S R
xR (AZL). AFE AL (BLL). TNF-o4k
LA (CLE), BT A R A 84 F 3
AR, Western blot& £ i & EPCRAN] 20 47
[ #IP,REZ & #9842, RIABZmMRNAK L1k,

ZR: [ AIPREZSATHIRABE@IC
Fodn 2 PR LmILGG JR M. SRR b R
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27, CHLEALANAZAR &k £ & 44 Fa
ManfREA R % AR F M EF(U = 2.26,
P<0.05); BZA 5 AZBAR LA L & e F 0 B
RV (P>0.05); Western blot4 R 5 %, 75 41 4244
FHERM—K: CL5AMA T RIP,RE G
FEKFEHRIE S, AREME7(1.8910.11
vs 0.55 + 0.03, P<0.05); BL 5 AZAA40L T2
M £ F(P>0.05); #8FEZFPCRERET: C
M5 A48 T AV IP,R mRNA#) & A K- 81
B3EH ABEMEF(7.9940.12 vs 1.00+
0.05, P<0.05); BLE 5 AEARLL L 2 % £ 7
(P>0.05).

2t TNF-o 7T 3 5% B ok & i Ao
i IusmAe 1 AIP,RE & 89 &k, B 1 RIP,R
mRNA, 2 38 ho#s %

XEgia: FFESAM MEAEEF-o FE;
1,4,5- =AM LB 214, BREIE R B

B, 57, XWh. MBATRS -l RS RESIEN
ST, 4, 5-=HBRABEZARRIE. BRENBERE
2006;14(32):3088-3092
http://www.wjgnet.com/1009-3079/14/3088.asp

03I

JH ¥ 2545 1iE (hepatorenal syndrome, HRS) & /!
JHR I RKREZ —, & 2 R RS LR B
ML 37 VE 7 9/ I 350 Dy e A e v, LA AL
T4 AR e W] BT, SN Sk 7k
KPS R E G 2 =Y, B i e |
L I il e D EHR S IR & A R R
Jif IR YR SR - -ou(tumor necrosis actor-a, TNF-a.)
S o | AT 48 R AE K E LR P TNF-an] 5
B LA RS, 1,4,5- = B JVLIEESZ 44 (inositol
1, 4, 5-triphosphate receptors, IP;R) A /-S40 fifi
P R TN 41 1 A 8 P R AT 5 RS I A
Z5°0. CAR 2 g 7 r] B e R IHIP R
FRIET. b T R TNF-afe 75 50 B 1
HIPREIE, N 1 FFBR 5 vh HoAth A= 035 e )
BT, BATN H B AHER: F B AP (isolated
perfused kidney technique, TPK) M £ TNF-o Ak 2
J K EUVEIE T BUIP RFGIE K ARAK, SR TNF-ofE:
JHE £ Ak B AL e g AL e R .

1 MRRSA

1.1 #4F 8 Wistar K60 K, J#%10-12 wk. 1&
J1£260-320 g FH 1 B R 22 S50 S s
ML), TNF-a(Sigmad d]); [ BIPRPuMk(ALL

www.wjgnet.com

H, Santa CruzA#]); I HIP,RPuIA(WesternH,
US biological); #di4bik7m &t st b4
ARG WA ), DAB R AR & (el il 4
Y T REERAF); WA EExScript™
RT Reagent Kit. PCRiA#|£&SYBR" premix EX
Taq"™(TaKaRa); A I #IP,R xGAPDH#pxE
fh s S B OKE R A TR BR A A A
BCAE IR E N e il A & (GE = R /AA]); BCIP/
NBT liquid substrste system(Sigma/A 7).

12 ik

1.2.1 Bk x BARR 4] &1 % 2 oA e At
R L R IK reb'sTERLI. shRERLS 341, HE4120
H, Bl aiKreb'sER(AZ]) . 10 mg/LIFER
Kreb'sii M (BZH). 1 pug/L TNF-o Kreb'si#E i
(CHA), FEW120 min. AL B A HER 120 min
WIS ) 2 Ae e, BIE IR AR E 80 mmHg /e
i, B IERIK I E<30%; HIBERS 1S IEbR AR Z
o ARG £ 240 A R AL B Sk R 2 TR . RE R G R
INF, 12 B A FHA0 /LI 20 58 F I 1] 52 24 h, Al
AR, 1728 AR AE-70 CORFEIRATE 25 4
U A MRNA .

1.2.2 %5 a3 erm 1 P, RHIPBSIALE
P O L D) I K 4K 30 mL/L
BUEA/K %320 min, PBSYEF; 1 /LB ER (1 %30
15 min, PBSYE; IE %R MIEE37°C 20 min,
1Y, il 1 100(4°C, i), PBSUE T —Hi(ZE
Y E DT 1gG)37°C 30 min, PBSYEH; SABC
WA AR AR 1L 27 09 11 2% TAE#)37°C 15 min,
PBSYLH; DABE A E 10 min, /K HARER
e, BB, PR A, S s R i
I T P R Ay B P A L A R A T
TEPEAT A PERLET 715010004 15 1 J5 40 B 1)
PHYE 0 B2, 45 95 ad: A ILBHPELN K (-),
BH 44 41 B £ 7E 0-250.2. 0] by (+), BH 14 4 i i 7
250-5002 7] Ay (++), Bk 40 i % > 500 4 (+++).
1.2.3 Western blots- 47 I R IP.R&Z & & ik 44
L 100 mg Bt 412801, PBSTEMIR.
R, HE A4 CIE R, 12 000 g 250
1 h, YR BIE W, -80°CLRAF. BCAVEIFTH Ik
FEMTE . FH 2N K 5 R U SOrH [RIIR EE,
ANAHFAT EREGE PR, K3 S minddf AT 8 A
e IAESLE AN BOR(E H30 ng) & brHEsy
TR, 100 VHELIK3 h. Kkt B e
JRHEFLEIFIPVDE I, 50 VHLPK2 h; PBSTHLEE M
K, 50 g/L I 9k KPBSTES i 4. PBST
Ue4 ¥k PVDFREE En—4i(l @ 1000%H50K B T

Wi £ E
HRS & # &
TNF-o R EH 5.
H S LKAk E
TNF-o 7T i it %
HAH A A A
J LR A5 B
B, miE
PKCEH7HINO%.
IR 1P, R 2 8, A 45
Baxehdd, &
BEWE VAR
5B o 2l 45 AR
*.

| TN

B AT, s AT E s
FERT W A E M 4R
W 69 BF 7 £
EvESAHHE
PROR B & AT iR
NN FNH 0T
@k, @t
F K &SR A
BINAZ 5 45
HhZ LV X
F B 4z A at
TNF-axf A IP;R
F A R0 LK
A ABFLARE.



3090

ISSN 1009-3079 CN 14-1260/R

HFRENBIRTE

20061131880 2146 283217

| BR:E XA
AL ZITNE-a
B 83 e 1 A
IP,R% & ZmRNA
ik, At—H g
AR
YE HUH - A T A
B,

1 GRANIBAR | BUIPREVRIAIx 400). 1: A: BHMEE; B: BLAlKreb' TR C: 3 Kreb'sTHERT:; D: TNF—oaKreb's
TR

AIP3R)E i WF B2 hy PBSTYLAR; It (1 :
20006 1k B R I AR 1 I E 9T 1 g G), EIRIFH
2 h; PBSTULME; INBCIP/NBTJEY) (4, WME<AH
XT3 230 kDakh #5255 (4.8 [ B3, A B-actin
YE NS, X5 7 iU 45 kDa. IP,RE (15 2 =
FEATP R A 1K BEAR/ [l —FE AR B-actin K FE{H.

1.2.4 A2 2PCR 4 ZLARNAFEHL: TRIzol—2
HARIBURRNA, 430606 BV 2 RN A S &
FRNARB BB 8100 g/L. KHSYBR Green
T 96 BRI G 4 AR & U I P 2508 1
[ ZUIP;R JEIK, GAPDHIE N Z. Se¥ f 1 H 1)
FEDRI( T ZUIPRAE R FH A 5K HE K (GAPDH) [F/RNA
FrdfE SRR BERRRE(10°%, 107, 10°, 107, 10 copies/uL)
YE KRR 4T Real Time RT-PCR MY, HIVEFRUE
k. PR AR AE 2 B w16 H R R R A
FHEER o3 AT . I R R IE, A
WAL T P, REEI AR b & 1
HIP,R mRNAAINFRIE & = 1 BIP,RILK %
NHUGAPDHIE R VAL, 12 1E 45 5K LI 2
1, HRA 52 M. 519751 F: GAPDH-F:
5-GACAACTTTGGCATCGTGGA-3', GAPDH-R:
5-ATGCAGGGATGATGTTCTGG-3', /“# F Bt
133 bp; IP;R-F: 5“GGAAACAGCAGCCAAGAA
GG-3', IP;,R-R: 5~ACACACCTCTGGACTTGGA
TGA-3', /47 Bt122 bp. RT N 44F: 42°C 10

1 2 34 5 6 7 8 9

AeE CWE ek Laln L en e M el s

45 kDa B-actin
2 IPREBRIL. 1-3: A%; 4-6: B4 7-9: C4H.

min; 95°C 2 min. PCRJ W 45f}: 95C 10 s; 95°C
55,60°C 205,45 cycles. HIfEH R Hh2k: LIAPCR
FEYIHEAT60°C 1 min; 95°C 20 s, ££60-95°C 2 [ kf:
PEFHL0.2°C szl th £k, 1 Z41PR X GAPDH
(R i 28 350 A B0, TF W PCR™ ) 5 —.

Gt AbER VT VORI I0 B LU + bR
HEZEZ o, - ALIA] IR PO 28R FH P RE AR A5 5 Z2 ek
5, P<0.05 A Geil2m . SRR dift
PRI T RIP,R) A S, SR AESHgit i
5-BEE A KRR RIS, P<0.05S LA Fe i X

2 B8

2.1 T AIP,REJZLAMSE & Frwb) (o P A JORE
2y A AE B /DN 3K AR S 40 R i T DL An
ML MR . XA AR L, TNF-okb#E4T T Y
IP,R ) 4615 B B (U = 2.26, P<0.05); T AT
AEFRZH S AR L, T RUIP,R K RIE A WL B
IE5(P>0.05, %1, E1).

2.2 Western blot#s & #4137 W.230 kDakbfF 5
PE T RUP,RIVE 45717 )45 kDakbB-actin [
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® 1 A B CARBEKERN =20 + 2 {BAM | BIPR mRNASEBRA(mean + SD) mLaA#Fg
1,4, 5- = BEBR JILEZ
ZAR(IP,R): IP,R 2
. HAFrEA &
o4 - * t T 24 n EBRE MRNA 2 A o 1 PSR
AH 10 5 3 2 AR 20 0.55+0.03 1.00 +0.05 M FARIT
B 9 6 2 3 B4 20 0.60+0.04 134010 Fl. 12IPREE
aA TR DR Z

CA 0 5 7 g CAH 20 1.89+0.11° 7.99+0.12°

°P<0.05 vs AZH.

ASor fﬁ%ﬁ%ﬁﬁs ;éﬁf%zéﬁ??o.g%
40

5 30 1

oot
10
0

100
i

®10 -

15 20 25 30 35 40 45 50
TEEREL

1 ‘ ‘
0 5 10

B 3 GAPDHS | BYIP,REVARERILZL. A: HRVESGAPDH; B: FEFLGAPDH; C: B [ IP,R; D: FEA

2, W AT AT IR éﬁﬁﬁfjﬂ- C415 A41AH
Lt T ZWIP,REE A RIE I B3, AR B xR
(1.89+0.11 vs 0.55i0.03,P<0.05), B415 A414H
tb e B 25 (P>0.05, %2, E2).

2.3 FEEEPCRER C4L5A4IMEL [ #IP,R
mRNAWRIEVI B S, FREEERT.99+
0.12 vs 1.00£0.05, P<0.05); BZH 5 AZH M LL TG
E 2R P>0.05, %2, K3).

3L

FEARYH 2 RUFHAE AL G U1 JF R HRS, UG Bl 7.

i Ay, HR S A i 155 1 A4 i 4 Al 1) 5 JE

VA B2 B0 9 T B0 HR S S I P VF 22 46 155

GRS U 1 A K== | = | O K=
g, MAREA,. WEHE. A5 05

i, SO THRSW I WA T 5. A K
B A A LA M ) TR e R P B A A

1,4,5- = BEBRLEE (1P /= 6 RAEVE - M. TP,R
MM B R, fEAE TN BT . TP RS TP, 4
5 R A G SR SO A, A
(1 fids 46 655 ot R 80 280 0 i o, LBV 25 C 2 UK
FEFF s R Aan e st 4 i B b TP,R, Wl
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°P<0.05 vs AZE.

€ 50 BB 40.50 413 -3.01

R#E 0,012 MHXA%-0.998

15 20 25 30 35 40 45 50
TEFREL

0 5 10

I A1P;R.

B A S . R IR TP, R IA 1)
2 /b 55 5 NS 445 10072 40 O 1) BRI HG
A IP,RIATARNEAY B Eﬁl’*”lP;RiEﬁ&

T NER RN A SE R LA et
P T AT 246 15 | AR i 9 ik D '%‘/J\i‘zk/%
I A B A AN AN A ' /N B ot B B g 14, 34 w]
FHECE NERIE S TR D W B TS
ANERE I R SRR DM, HRS 0 1 P TNF-oik
JEFRIES 5 E A AR, TNF-ofE 3 n'g
I Xof 448 107 490 o PR AR YT TNF -] 189 0 41
JushCa® ", TNF-a ] 2 5 iy 458 .
TNF-o 384 I /N EK T /N Bl k¥ L 48 TP, R 2
FIFITPsRmRNAR L, K TNF-o'51P;R
E’Ja‘é%, TNF-o2 il it L T AP RFA K1Y

O U T 24 0 4 5 1 R e FRATT A S T
). ARSI I AR S AE S TNF-a kb # 41
TR IR, Bk T 25 S 1P, R 55 4 PEARI 71, ]
PP S TP RIVSE A, &F 7K M T LY. AR sk
e B R 1 MIP, R EEAEAE T N R
SR ST LA M ST P . TNF-aufE il
G AL Gt Bon 1 BUIP,REIA W] B i, H.
LWestern blot3- g Al &5 B —2, XU T

M e, P
AL R, A gE
| A2 GFR#HZ T
.
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A ZARH A, &
RMMEEAT, 3
FEB R, Eh
45 R B8 B AAE
R, FR 4
WA F AR R
43R 09 & JA AL
B — 762
A

28 M) R A RO . S s T PCRAST N 45 L 4
7~, TNF-o b FR4L T AYIP,R mRNAZK-W & T},
PE/RTNF-afE S 5 5% 1 PRI mRNA. T i
FEARRT K L, 0% T 24P, RAT 1 X mRNA
(KT TERE M, T 22X TP R (AR AS & it
s T RIIP3R R IA A HI .

B2, TNF-ar] 9 5m BIE 1 AP, R AL R 3&
ik, H T IP,R mRNA/KF 5 Fifitas, $#R
[ TP RET A5 AR 1T B8 2 7 3 sk APk AT
VTR, P HRS B 1 =R FE TNF-o 1 T
BUE T ZYIP,RIGRIE, B0 T B X 47 L )
TR, 20 P9 Ca™ /K P SRR 1 A /N
SR/ B K-8 LAR B 55 B /N 1R AR A e 4,
T EUE M > KB N ER P T AR D,
BRyEIS Z FRAK, 51 KHRS.
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Abstract

AIM: To determine the procontractile activity
of six Chinese herbal medicines, including
Rhizoma Atractylodis Macrocephalae (RAM),
Fructus Foeniculi (FF), Herba Taraxaci (HT),
Semen Raphani (SR), Pericarpium Arecae (PA)
and Rhizoma Curcumae (RC) on the colonic
muscle strips isolated from guinea pigs, and
study the possible mechanisms.

METHODS: The colonic longitudinal muscle
strips of guinea pigs were prepared. Sodium
chloride (9 g/L) and acetylcholine were used in
the controls. The effects of six Chinese herbal
medicines (RAM, FF, HT, SR, PA, RC) and the
control medicine on the contraction of isolated
colonic strips from guinea pigs were observed.
The results were expressed with contraction
amplitude (g), contraction time, and area un-
der curves (AUC, g * s), and the maximal wave

www.wjgnet.com

height was analyzed 5 min within the addition
of drugs.

RESULTS: The six Chinese herbal medicines
(PA, SR, HT, FF, RC, and RAM, respectively)
induced a significant elevation of colonic con-
tractile response in comparison with normal
saline did (contraction amplitude: 0.97 £ 0.40, 0.95
+0.26, 0.87 £ 0.49, 0.85 £ 0.26, 0.78 £ 0.39, 0.60 *
0.25v5 0.03 + 0.04, P < 0.01; AUC: 1.40 £1.00, 0.75
+£0.79, 0.62 £ 0.54, 0.64 £ 0.59, 0.40 + 0.37, 0.29 *
0.15vs 0.11 £ 0.06, P < 0.05 or P < 0.01), of which
PA had the strongest effect, and the contraction
time was 175 £ 238.07 s. Atropine and verapamil
caused an evident suppression of colonic con-
traction induced by the Chinese medicines (P <
0.01).

CONCLUSION: All the six Chinese herbal
medicines PA, SR, HT, FF, RC, and RAM have
procontractile activity on colon smooth muscle,
which is mediated by M receptor and depends
on the presence of extracellular calcium.

Key Words: Chinese herbal medicine; Gastrointesti-
nal motility; Smooth muscle; Colon; Guinea pig
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Abstract

AIM: To investigate the changes of gastro-
intestinal interdigestive migrating myoelectric
complex (MMC) in the weaned rat models of
acute intrahepatic cholestasis induced by alpha-
naphthyl-isothiocyanate (ANIT).

METHODS: A total of 56 weaned Sprague Daw-
ley rats were randomly divided into two groups:
control group (n = 16) and toxication group (n =
40). Three pairs of bipolar silver electrodes were
chronically implanted in the antrum, duode-
num and jejunum of 8 rats from each group in
random. Sham operation was performed in the
other rats of both groups. Seven to ten days after
the operation, MMC was recorded in all the rats
with implanted electrodes. Then, all of the rats
in toxication group received a single intragastric
administration of ANIT (200 mg/kg) in order to
induce acute intrahepatic cholestasis. The gastro-

intestinal MMC was recorded in conscious and
fasting status 48, 96, 144, 192 h after ANIT was
given. The levels of biliary flow, total bilirubin
(TB) and alanine aminotransferase (ALT) were
recorded at the same time.

RESULTS: Forty-eight hours after ANIT was
given, the biliary flow of rats in toxication group
was almost ceased completely while the levels of
ALT and TB were increased remarkably. Then,
they were all improved gradually till the 192"
hour. A typical MMC pattern was seen in all the
normal conscious and fasting rats, and disap-
peared temporarily after ANIT was given. One
hundred and forty-four hours later, the MMC
pattern began to restore gradually and recovered
at the 192" hour. However, the prolonged cycle
duration of MMC (911.67 + 140.47 s vs 682.87 +
77.39 s, P < 0.05) was observed in the toxication
group at the 192" hour and characterized by
an increased duration of phase II-like activity
(414.12 £ 69.21 s v5 150.28 £ 35.45 s, P < 0.05) and
decreased duration of phase III activity (121.21 *
27.38 s vs170.27 + 38.98 s, P < 0.05).

CONCLUSION: MMC disappearance followed
by a prolonged MMC is the pattern of MMC
changes in the weaned rats with ANIT-induced
intrahepatic cholestasis, and this may be related
with the decrease of bile flow during the interdi-
gestive periods.

Key Words: Intrahepatic cholestasis; Interdigestive
period; Migrating myoelectric complex; Bile flow

Hu YL, Wang XD, Huang ZH. Changes of gastrointestinal
interdigestive migrating myoelectric complex in rat
intrahepatic cholestasis induced by alpha-naphthyl-
isothiocyanate. Shijie Huaren Xiaohua Zazhi
2006;14(32):3098-3102

ik 2

BHEY: KT AR F B A B (ANIT) AT 2 R 7 5L
KRR A R AR B i AL R B A5 AT
L, 5 A% (MMO) & E AL

www.wjgnet.com



BEE 5. SRR IRAERSES

BHERB TR EGROEK

3099

Fik: 56 AR B ILSD K RAK AL A E 7 2t
FLE(n = 16). ¥ &Z(n = 40). B A AL
BERAEFE. +=4Mm. o sig Mg
B st EAKXRRAARF R K
JE7-10 d, Y2 BB M K R FEE. T,
AwESHKRETILREHEMMC. b &84
200 mg/kg— KM ERANITH L K R 2 AT
ARt A AR R T, LR IRANITE b &40 45
48,96, 144, 192 hfe i & . P TBF2ALT/A
B H MMMC#) %1%,

ZER: P HMERANITE, 48 hitfeit A&
W7, A TBAALTH A 3; 48 hig LAt
RERWIE I, mFTBAALTRS T %, F
192 WA E AW E. EANITHE § 7T, Y2 E e
iR RRAAFR., BERETHERE LA
MMCY M Eg), EFaTRald &a
Z R E R AR ERZT L, FAEUEIRANITE,
MMCHZ 74 K, RZvh T HAHE 12T 4L
W 144 hWE, T ELAMMCY #iE 348k 5
192 hif ¥ FLAMMCH) A P AZE 5), {2 40
MM CH4: 8 18 (911.67 £ 140.47 s)42 iEF %
PE2H(682.87+77.39 s) R K, b 27
I A4 4 0 4] 38 K (414.12£69.21 vs 150.28
+35.45 5), #0454 0 ) & 4 42 (121.21 +
2738 s vs 1702713898 s) , 27 A R EZ L
(P<0.05).

it S MAT R et AR § MM C AL
MMC ™ 4242 %7 4 £ SMMC B #13E K ; H36 5
RBET e 5 LR B R F RS A X,

RERIT: FF R REIHRAR; THAC A, AT LR E A
¥ iR E

HEE FHER &EE SIWHRUERFARBTRIRMERS
B BELBEBTHNBESRNEN. BRENBEILRE
2006;14(32):3098-3102
http://www.wjgnet.com/1009-3079/14/3098.asp

0515

B A TR 1 3s B R B — Fh R I L AR
P iR S TE I Z WS 5, RO AL
WMBATIEE Gigsh™Y. LRSS b R Fsi 9T
TH A TR ISZ Bl I, R 3 S AR AR SR W AL
AR ATYELFE 2 53 (migrating myoelectric
complex, MMC). T K, H MHIEHZERN B 17
MM CAZ Ak (4 H 25 19 2270 iy 22 ) LI Stk
JH P ISR BN B MM C IR AR 46 1 A DL
FATTEAWIKr FLIG SD R A 4, A5 K H 52

www.wjgnet.com

+ 5. R E R )ET-10 d, —IX
LT SRR ZE AR (ANIT)iE S K R &P AT
PRI IR R Y, W52 SR I VR RN S fig i
MMC. [yt AR, HPIE2HN E MMC
(A8 4k SRR BN DG R,

1 SRR
1.1 A 5 NI T 5L 19 S DK B (A4 it i
100-120 g)56 -, MEMESF:, HHA bR K= [R5
T Ly LN Y SN R N/ @i =
B EPOK. FrA BESER T IE NSRS d. ANIT
Vi 11 26 [ SigmaZa ), I FH AT FH BRI %4 g/LIfk
FERCH; 2R VY56 L0 AL B8 1K) AF-250 ARF it 3
2, W A B S 230 ST, 2
AL L A (RM-6240), 1 1 [ s )
1.2 i 56 ASD AR BENL S b IE 0 4116
J) R EL40H). S5 BEALES HAE KR
B I8 W0 B kR 3N 2
HBR; LR K BRI AT TR, HAR 3 e 3
W F P LB AR 25 emi, BRI 2R
A1 emAb/NC I FRZT mm K 1R PTG £
I AL, R H R 22 A b W ARAE . S50 i i
FEHO0.1 g/LFTHE /R IR B K BRUSE 50 |
AREr12 h, U (75 me/kg, ip) RIS,
TEIE, Lh24 GRIESAEEEF IE V)M % i I REs L
J2, 7 AR S e (M R e B 22 45 70 B U2
AR R WSk k. B TR 2 R K, Bk )
stk BEXT AR FEZI2 mm, 20567 T K
() S AT T3 30.5 cm) + IR (AT
1.0 cm). ZWH(HHE 120 cm), HEL L2
FKETE . fE)E M X &4 EIRZ TR
FOR I BRIE, A 6M T Lk I REIRE (W 42
0.4 cm)ilfi ik f7 FRgE. A AR B ER K R KR 25
A, SR RS N3 mLA R R K AKN TR
AR T R B, F 15 22 2838 2 6 IR BE.
AR PR A TE B R A, ARG RRUE 3T CIREW
2-4 Wb Ho o S8 s 5. T RAUK AR R AR
12 h, HENEE(75 mg/kg, ip)MREFfG, & LT
NG, T30 T W, SR EE NI L0 /AN I, 1 B P
A3 mLAE B Eh 7K BURR 78 AR T34 26 (0 v A
P15 22 2835 J2 DG PRI RE . AR v 7™ s IS4 G 1 1
1. RIGHFARA R TR

KJG7-10 d, HEE N RIYERRE. o
M. B HEESPRE FiEMMC. SRR T LR
WAL AR B 16-18 h, ERMT—/NEW,
Al S Z), R ERA FEHTIE %, R HORR

| BN
KA o S R B
ENEPN R
st %, A
TR ILE S
P R ot s AR et
B MMC 8 %
1k, X AEE N B AT
HAIIRE. R
i, AR LA A
ANITE 41k 7
o e it AR B
ARk, £71A
RSP B, B AR
BRI AHEE
ERR T RE
HELTUERT
feit st § HMMC
AR



3100 ISSN 1009-3079 CN 14-1260/R WRIELNEIAYE  2006E118318H 5145 5325
Wi AR x 1 XRA. PHATIIEHIIHREMMAETE, ATLRENT =
AT B B 4G 8, mean = SD)
X R A5 A

%, MPRTT
L)L e 7t 4 R et
F MMMC#) T
B3R 47T fE 49 AL
H, A RFM
ZLOURT W R it
A HF AW F M
DR TR —
T e E L

4R n  BESHREmL/h) TB (pmol/L) ALT (nkat/L)
WHB4H 48h 8 1.56+0.27 0.69+0.41 683.47 + 100.02
8 0° 113.00 £ 12.82° 26722.01 +7701.54°
SIIHYH 96h 8 0.34+0.11° 73.16£9.79°  14402.88 +2017.07°
144h 8 0.71+0.16° 12.36£3.84°  4367.54 +1183.57°
192h 8 1.19+0.27° 7.21 +3.82 1316.93 + 300.06

°P<0.05, “P<0.01 vsNTIBLH.

FEdsET hELE, ) 3 e 5% 31)2-3 " MMC.
SR VSN 1 22 38 A 0 s 0 s B WL
%), ZHEOE R R kHz, IR £
0.02 s, JEHANFH100 Hz, {5 5 IWELuVid. 25,
12200 mg/kg— IR PEL THEEAL K B IRANI TR
R R ATERF AIEHR G, ANITHZ4 g/L
(R S T RS, 1E ) TR R & 7 45 A (1R
M. TANITH Y 548, 96, 14481192 hid ¢
R OE 0 IR 411 E A K U MM,
MG A, TEH X BUETARA R F)/AEANIT
WG48 h, hEEAUER T AN 7148, 96, 14471
192 h§ W] [B] S (R — W] TR S8 Ho— ). 200K
A (250 mg/kg, ip) R E, IHEE 16 51
BRI I Ik R 1 mL, /D & 2 hsis
N, 3000 r/mingy 2 M2 CR AL, LRGP VLA
(ALT) M HZ 2 (TB). B F AR LK R A
JSE PR T) s 5 1R T SR ML s AbBE.

St AR W EH AR HRFT fFMMC
AL A sRMM C i S 2 I 1) 7 /E ANT T B
Ji192 hill & B 52, 3R, FMHMMCH
Wi e A 1o 10 IIIAR IR . TILAR Y
R L2 250, ${E Limean+=SD#E /R, 001K
SPSS 120 AT B F MRS, P<0.05 06
gt X

2 BR

MEFEANTT G 1 55 56 41K BRI AN [A) 2 R 1) 6 B0
NG EE . BREFRLR ZO6E . IE SRR
DL BRRIBOR . PR AR T AL R HEZH G
B,

2.1 fEit 51 A& AALT, TB# T4 (EH K RUHTT
S A1.56+0.27 mL/h; ANITHE S J548 hrf
BT SR N0, 48 hjG Bk . ANITHE
B JGALT, TBZH F T+, 148 hik myiég, 528
P52, 71192 hibf FEA M 1E 5 (K 1).

22 KR EF B ES B

MMCH A&l 53 A VUAH: T AR &R AH, %
A AT D RGBS, THAHA T A
Mg e g s, TAEE AR . ZEM. &
R PR Ve VAR A 5 TV R Ve PR A 5 0% RS % T %
IR T AR ANTTHES A1, S T BRI pr
HARAEE. 2. AHERES T, £8
F PRl e R R B E R
MMM CH LSS (B 1A), HMMCJH ]
o 17)(682.87+£77.39 s). 1, II, IIL, IVAHA
R 5 4313.364+63.10 s, 150.28+35.45 s,
170.27+38.98 s, 50.62+17.68 s). IIAHH Kk
%(196.674+19.94 V).

23 FEHL KR FHILEE )6 T ANITHE H
Ji B INLHETESI AL, RBUIMMCH g 4
2R, AR LA TR 2 AL (B 1B), st — B
IS, MMCTHEE WK S, 192 hinf 840
AREMMC IR E S, H5 50 R L
B, PARMMC A, FERI) A
FE, T TIAHRFSE I (] 4 4 (% 2, B 10).

3 e

T ANTT S & 007 1) A P A 25 0 B 5 A
55 ONHT A B AR s AR AL, BT AR 32
A5 T P TR AR AL ANTTHEA K U1
WJE, B RAE IR A S A BEH kg & Ot 2k %
PE. B G, ANIT-23 06 H K& S 4 o s 2y
AR T KRR E, IR POk Ao . BT
rP I R B O ANTT, BB 495 A b ) 40 .
(7 B T 20 A 0 L e 40 i T (1 5 26 52 0 1)
FEERE N, — e BA B IE A N R
WA, SRR HE. Kosser et al'k
L, ANITS R A WA RHARE R L. 45T
ANIT16-24 hJm, RIHIHGILF ik, (g
PR B I, 48 hIFIMLW P RIHAL . &
N G BR VA, SR80 . AT &R
3

www.wjgnet.com



EE & LM RMAARR ORI T AR S BB T B EERIE 3101
xR 2 [EEXRA. PHBEIIPRIMMCEA. | 4870 Il ABRFLEEHEIRD, s)AR Il ABHVEIBEIR, pV)ZK(imean + SD) mEaAnH

- ok +=i8h =

i R S8 EEWRE  oBE EEWRE  ¢se
MMCEHE 683.25+79.88 891.38+129.67° 686.38+82.19 917.63+165.94° 686.38+82.19 917.63 + 165.94°
RSB (5

=t 150.47 +37.09 404.50+69.61° 156.75+40.53 410.88+80.48" 156.75+40.53 410.88+80.48°
RSEBYIELS)

Il B 179.81+53.02 113.75+27.75° 162.75+31.24 122.13£29.15" 162.75+31.24 122.13+29.15°
RASZBYIELS)

I 25 195.87+23.56 179.63+23.56 202.65+21.99 186.91+15.91 202.65+21.99 186.91+15.91
)

°P<0.05 vs PEHSIEENIRA

[, FATTI SE 50 45 Bb B 762/
PRHIRA R R, AT B MM CR A T W 2
Rk as: 45 FANIT)G48 h, B IHMMCY i Hirtiz
e Ay, AR LRRSE . RBL). A Bi fr)
[ HHFHZ ). FF4E4-6 dJ5, MMC i kis s
W, TEMMC A SR D 0 B4 ] S <, 3
W B T K R 45 L.

H M 19694ESzurszewskiss— I FEAN A T
FIIMMCLIK, AT IXHbdEA T TR A5, (R
A ORI AR T AL H T ARG 2. 4
(R BT AR, IRyHHRE N+ =35 11
SR BRI i A A E 1 32 e+ — 9 ImMMC
T (7 A B ke AR . Ozeki et al
SEAAM IR MR S, R+ iR EMMC
KA, 3RIG A I HEIIMMC I [ AL S K
EH I, B e RSN, 248
Jir ok 2 i A R R B sl At (g R,
fe i LR MM C. VIBR T+ = $5 g 1,

www.wjgnet.com

i
i

e e R

T HE

B
W‘—AA%——*WM &7

B 1 MMCBE. A: [FFMMCHE], A LI MMCTI#E,
FE RIS 15 [R5 (e R R F AR Sc b [); B:
T ERZHANITE S 548 h, MMCTIEH 2%, FHLAREL
TBIER TIHREZEED; C: ANITHES 5192 h, MMCTi4E
WE, MMCEHIRER:, DL HIRER 8 3=, k4.

HESEMMCTEAN K, R LA, Fbif
T0 A RE1, FE0E W R R ST i 106 38k )3
FIMMCHT LT 0. Kajiyama ef al 58 4 4h 51
FIRyt 5 B MM C Tz 2 2%, 14k ik
T 1V ik i N RE SRR 34 g A MM C T
K. ARAT TN A ) K BT I Y, A7
TN — 5 JIH R VA B ) IR 2 4%, T+ —dR i
T /I o s 20 [ iz Wi, RS 4 IR R A H
TREAEZ A, WO B W IEHE A2 3). Fang
et alP'EEFL K RUIH B I Iy T2 5, S
Fi. - HRIAMMCTIT LN K, 2 L i g
IMMC; 4 dJi T —FRIMMC T & #ik 52, (5
MMCHIRREK, PAITAHER R 3. BN, A
PRI : 48 W 51 T M M CTTTAH ik
/b, MM CJ I AE AT, T IR e N 355 e ft e
AN+ 4R RS, AZIIMMCJE Y K 1148 #H
AR AT SEHE A, ANIT(200 mg/kg)#E
T 48 hirt JHG 7, ARy 5 4 0; M
MMC T HEH 2, X R IyT 584405 R R
s BB TR 5 R D, Ayt [ g A
B0, 96 hit}*F-#)2450.34+0.11 mL/h, HEA I
PREY A/, BEIMM TR KA, 144 hilf 1Y
B4~ F440.7140.16 mL/h, BB #B53 K BIMMC

WA 1 HA A% AT
ML A A Ok
(MMC): £ K A1)
IF R ILA
FE 69 B Btk L
EE), ey A
.14 wHw
AL 81 Y F5%;
11 4% o, 45 3R 4
WL Rl
1% 9K 3% 5%-95%;
11 HA 4% o1, 4% 69 4R
& Fo R 03 B B IE
A, JUFEAME K
A HE A, K SE

WAL a4 B B AR
Ry, AwmH =4
HNFT R B H
AT, fb kg 3k 4k
o) A AT B A
EBHRANE, R
A A A A 2 A
AT AU B
B P
et F BN F M
AL, T EL
B I AUAR L 45 44
H & BFIE 5
WAL AR K
F. RMEA K.



3102 ISSN 1009-3079  CN 14-1260/R HREIEIRE 2006113188 $F145 55325
W@ 5 TR BRI LR A0, AR fEh i n 1757-1763

L F KT A AT
W Rt AR R
A 8] HA A4S AT
i S
1%, VASCIEER B A
fe it ARt B
HH ) Fm, R
BT HE LN
& AR EENE
N EME, N BER
H, LN

R,

192 h, BEIT5 1 E R 1.1940.27 mL/h, 20 8%
2, BT KRR AMMCH H, (HEMMC R 3
SE, DUITAHZES O =, TIIAHmS 4 k6. B+ KR
R R MM C 1) 25078 5 R 3 1) A
ACAE ) R — S0k, PR AT S A
FEY AR, AFanife. B4R 240, IR 8
B W, A TR E N R IRy
/B I I (B g R A Y. Rk b, S5Oy IR
WBCyk D, AS BESTAH R (P IHIR $h 52 44, A
RESIEMMC T <. MMC TTTAHY 2% 5 =00
g T AHAEIZ B 18 J5 5 MM C A5 AH (1) 7= A= pL
HxM ZEMMC T, 11, 0, VAR, TTAE 32
B A RIS, EE. WE. B
Jis AR S A R, B iE P2 AEMMC T
A BN, A ad ik /S i — /N S S A — 5 FE B 1
3 s = A RAE L, SEMMC 1 AHE3),
MM CIV AH ] G A2 90 415 FH 228 8 ik ) &5 2R
)Gy i = 770 [0 o 2 O == 0177 (= = e R N 1
FEIAHGE S, ANTTARES R T IVAHGES), %
DL TTAHFEE ).

Ozeki et al'WIFTEE RFEW], T 58 4oh
SURAEYT, e g FLH A, HLE BMMCH &
WR3-4 dfF, ZE e IMMCTiftizg), It
Ji T ZHRBMMCHT BHiIKE. G%E NN, B
FEMMCE IRV AN+ 35, HE sh %
RIS DA, T+ I MM CHIE 5T £ Rl
HI1 A IEMMCHE S -+ 48 45 A K TR
e I s g5 R BoR, HHMMCT
R s, T HE % 2. =
J AR TR ST BRATTHE, A LA L 2
57 ZVERF IRV R B MM CI s,
PN A TNF-a, TL -1 55T JAE K 1 m] $5h]
FAMM Cif s>, 4l JATT i 10 S2 56 45 3,
ANITI TS PE VR FA7E48 h, 1L-65
TNF-o%5 [ 48 E R 7 2 bt i B 7 ™, A
W, SRR PR IR AR I TR AORE PR
o, FE—2H0H T H MM,

B2, SEF IR, B AMMCTY
AL e B R B A A I SR AT g 5 9 A 1) B
W R G RH TR 8> X TNF-a, TL-1p% 1
FE R T 2%, H T — SR AW,

PA

4 ZE
1 Szurszewski JH. A migrating electric complex

of canine small intestine. Am ] Physiol 1969; 217:

10

11

12

13

14

15

Nieuwenhuijs VB, van Dijk JE, Gooszen HG,
Akkermans LM. Obstructive jaundice, bacterial
translocation and interdigestive small-bowel
motility in rats. Digestion 2000; 62: 255-261

Fang P, Dong L, Zhang W], Luo JY. Relationship
between entero-hepatic bile acid circulation and
interdigestive migrating myoelectrical activity in
rats. World | Gastroenterol 2005; 11: 5377-5380
Kossor DC, Meunier PC, Handler JA, Sozio RS,
Goldstein RS. Temporal relationship of changes
in hepatobiliary function and morphology in rats
following alpha-naphthylisothiocyanate (ANIT)
administration. Toxicol Appl Pharmacol 1993; 119:
108-114

Ozeki K, Sarna SK, Condon RE, Chey WY, Koch
TR. Enterohepatic circulation is essential for regular
cycling of duodenal migrating motor complexes in
dogs. Gastroenterology 1992; 103: 759-767

Suzuki H, Mochiki E, Haga N, Shimura T, Itoh
Z, Kuwano H. Effect of duodenectomy on gastric
motility and gastric hormones in dogs. Ann Surg
2001; 233: 353-359

Kajiyama Y, Irie M, Enjoji A, Ozeki K, Ura K,
Kanematsu T. Role of bile acids in duodenal
migrating motor complexes in dogs. Dig Dis Sci
1998; 43: 2278-2283

Nilsson I, Svenberg T, Hedenborg G, Lordal
M, Hellstrom PM. Inhibition of the migrating
motor complex by duodenal drainage in man.
Neurogastroenterol Motil 1995; 7: 31-37

Nilsson I, Svenberg T, Hellstrom PM. Duodenal
drainage reduces cycling frequency of the migrating
motor complex in humans. Acta Physiol Scand 1993;
149: 525-526

Portincasa P, Peeters TL, van Berge-Henegouwen
GP, van Solinge WW, Palasciano G, van Erpecum
KJ. Acute intraduodenal bile salt depletion leads to
strong gallbladder contraction, altered antroduodenal
motility and high plasma motilin levels in humans.
Neurogastroenterol Motil 2000; 12: 421-430

Lang IM, Sarna SK, Condon RE. Generation of phases
I and II of migrating myoelectric complex in the dog.
Am | Physiol 1986; 251: G201-G207

Stolk MF, van Erpecum KJ, Smout AJ, Akkermans
LM, Jansen ]JB, Lamers CB, Peeters TL, vanBerge-
Henegouwen GP. Motor cycles with phase III in
antrum are associated with high motilin levels
and prolonged gallbladder emptying. Am | Physiol
1993; 264: G596-G600

Huang ZH, Huang X, Li Y. Changes and
significance of tumor necrosis factor-alpha and
interleukin-6 level in plasma and bile during the
formation of acute intrahepatic cholestasis in New
Zealand white rabbits. Zhonghua Gan Zang Bing Za
Zhi 2003; 11: 313

Guerrero-Lindner E, Castro M, Munoz JM. Central
tumour necrosis factor-alpha mediates the early
gastrointestinal motor disturbances induced by
lipopolysaccharide in sheep. Neurogastroenterol
Motil 2003; 15: 307-316

Fargeas MJ, Fioramonti ], Bueno L. Central action
of interleukin 1B on intestinal motility in rats:
mediation by two mechanisms. Gastroenterology
1993; 104: 377-383

W4 Fpt it Rz

www.wjgnet.com



WHEATLELS

wcjd@wijgnet.com

(59

HFRENHIZE 20068E11318H; 14(32): 3103-3106
ISSN 1009-3079 CN 14-1260/R

s AT % CLINICAL RESEARCH

B AR5 lE A S EERIRIA K H SR AKEITE R

ZF B BEE X, PBRE, FiGH

ZE FEE TR BRE, BREH BREAKREHE
e B B2 K A AL 48 2 648 M 350001

5, BEERNASHEIDFIERT2004 800 CHHFTAE.

8 3B AR 0137 2T 8RB, No. 2002061

BIRAEE: SEE, 350001, BELEINDHING29S, BREE
RIRELIN B IDFIERBTE AR lyli99@hotmail.com

E815: 0591-83357896-8482

RS EHEE: 2006-07-08 ESHER: 2006-09-20

Expression of 5-lipoxygenase
in gastric cancer and

its correlation with
phosphorylated Akt

Yong Li, Jian-Ying Li, Xiao-Zhong Wang, Lai-Yu Zou,
Zhi-Xin Chen

Yong Li, Jian-Ying Li, Xiao-Zhong Wang, Lai-Yu Zou,
Zhi-Xin Chen, Department of Gastroenterology, the Affili-
ated Union Hospital of Fujian Medical University, Fuzhou
350001, Fujian Province, China

Supported by the Innovation Foundation for the Science
and Technology Talents of Fujian Province, No. 2002J061
Correspondence to: Dr. Jian-Ying Li, Department of Gas-
troenterology, the Affiliated Union Hospital of Fujian Medi-
cal University, Fuzhou 350001, Fujian Province,

China. jyli99@hotmail.com

Received: 2006-07-08 Accepted: 2006-09-20

Abstract

AIM: To investigate the expression of
5-lipoxygenase (5-LOX) in human gastric cancer
and its effect on phosphorylated Akt (p-Akt).

METHODS: Reverse transcription polymerase
chain reaction (RT-PCR) was used to detect the
expression of 5-LOX mRNA, and Western blot
was conducted to evaluate 5-LOX and p-Akt
protein in 30 pairs of fresh gastric cancer and ad-
jacent normal tissues.

RESULTS: In gastric cancer, the expression of
5-LOX was significantly higher than that in the
adjacent normal tissues both at mRNA (76.7% vs
40%, P < 0.05) and protein (56.7% vs 30%, P < 0.05)
level. The expression of p-Akt protein was also
markedly higher in the cancer tissues than that
in the adjacent normal ones (56.7% vs 26.7%, P <
0.05). There was no obvious correlation between
the expression of 5-LOX and p-Akt protein(r =
0.186, P > 0.05.
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CONCLUSION: The 5-LOX protein may pro-
mote the carcinogenesis and progression of gas-
tric cancer, which is not correlated with PI3-K/
Akt signaling pathway.
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Abstract

AIM: To explore the origin for cavernous
hemangioma of the liver (CHL) from the
angle of ultramicrostructure, and probe the
relationship between CHL ultramicrostructure
and the clinical characteristics.

METHODS: A total of 8 CHL samples were se-
lected, 1 of which 1 was prepared using routine
method, while the other 7 samples was firstly
stained by scytodepsic acid before routine man-
agement. After the ultrathin sections were pre-
pared by LKB-V ultramicrotome, transmission
electron microscope H-600 and JEOL-100SX and
scanning electron microscope KYKY-2000 were
used to observe the changes of tissue ultrastruc-
ture.
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RESULTS: In CHL samples, endothelial cell
monolayer covered the inner wall of blood sinus
which was circuitous and showed labyrinth-
like structure. The normal endothelial cells were
thin and flat with pinocytotic vesicle, microfila-
ment and fewer cell organelles. There were tight
and bridge corpuscle junction. Elastic fibers
were located under the endothelial cells, while
collagenoblasts and smooth muscle cells were
observed in tunica media. Collagen fibers were
rich in tunica media and theca externa. These
structures were similar to those of arteriole. The
endothelial cells of CHL tissues were swelled
with nucleoli moving aside, and pillar-like
blood sinus existed. Cystoid changes of rough
endoplasmic reticulum lasted till the necrosis
of endothelial cells occurred. A great amount of
collagen fibers proliferated in interstitial sub-
stance, which divided the elastic fibers and filled
the blood sinus cavity in the position of necrotic
endothelial cells through fibrosis. There was no
normal hepatic cells and sinus hepaticus in CHL
tissues. There were no hepatic lobules in CHL,
and double blood-supply system didn’t exist.

CONCLUSION: CHL is caused by vascular
malformation of liver arteriole, and the blood-
supply of CHL is through artery. Circuitous and
labyrinth-like structure of the blood sinus cav-
ity can elucidate the characteristics of its imag-
ing results, including hepatic angiography and
computed tomography. Anaplasia of endothelial
cells and proliferation of collagen fibers in inter-
stitial substance leads to the fibrosis and analosis
of CHL, which is the main mechanism of few
natural disruptions in CHL.

Key Words: Hepatic cavernous hemangioma; Ultra-
microstructure; Blood supply; Disruption; Fibrosis
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Abstract

AIM: To investigate the expression of serotonin
receptor subtypes in the colon of patients with
slow transit constipation (STC), and explore its
role in the pathogenesis of STC.

METHODS: Using Envision immunohistochemi-
cal staining, we detected the expression and
distribution of 5-HT1A receptor, 5-HT3 recep-
tor and 5-HT4 receptor in the colon of 20 STC
patients and 20 controls. IMS computer analysis
system was used for semi-quantitative analysis.

www.wjgnet.com

RESULTS: 5-HT1A receptor was positively
scattered in submucosa and muscular layer. The
positive score in myenteric plexus had no signif-
icant difference between two groups (P = 0.548).
5-HT3 receptor was also positively scattered
in submucosa and muscular layer. The posi-
tive score in myenteric plexus was significantly
lower in STC group than that in the controls (65.2
+15.9 vs 94.3 £ 20.1, P < 0.01). 5-HT4 receptor
was positively scattered in mucosa, submucosa
and muscular layer. In mucosa and myenteric
plexus, the positive scores in STC group were
significantly lower than those in the controls (57.8
£1090vs78.5+129, P <0.01; 77.5 £19.9 vs 119.2
+26.9, P <0.01). In STC patients, we didn’t find
any correlation between the expression level of
5-HT3 receptor and the remained marks at the
5" day of colonic transit study. However, there
was a negative correlation between the expres-
sion level of 5-HT4 receptor and the remained
marks at the 5" day of colonic transit study (r =
-0.782, P < 0.01).

CONCLUSION: The expression levels of 5-HT3
and 5-HT4 receptors are decreased in the colon
of STC patients, which may contribute to the
pathogenesis of STC.

Key Words: Serotonin; Serotonin receptor; Slow
transit constipation; Immunohistochemistry

Ding JH, Zhao RH, Fu CG, Bi LX, Meng RG, Yu DH.
Expression of serotonin receptor subtypes in the colon
of patients with slow transit constipation. Shijie Huaren
Xiaohua Zazhi 2006;14(32):3111-3115
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Abstract

AIM: To investigate relationship between
substance P (SP) activity and expression of
interleukin-2 (IL-2) and interferon-y (IFN-y)
in colonic mucosa from patients with post-
infectious irritable bowel syndrome (PI-IBS).

METHODS: Mucosal biopsy samples were
obtained by colonoscopy from the descending
colon and rectum of 77 patients (n = 21 and 52,
for PI-IBS and non- PI-IBS, respectively) and 30
controls. The expression of SP, IL-2, and IFN-y
were determined by immunohistochemistry.

RESULTS: The expressions of SP was sig-
nificantly higher in the descending colon and
rectum mucosa from PI-IBS patients than that
from non-PI-IBS patients (t = 2.321, 2.452, 2.414,
2.520, P < 0.05) and controls (t = 3.623, 3.722,
3.454, 3.561, P < 0.01). The positive rates of IL-2
and IFN-y were also markedly higher in PI-IBS
patients than those in the controls (x> = 13.781,
13.890, 14.012, 13.931, P < 0.01) and non-PI-IBS
patients (y° = 10.010, 9.892, 9.984, 10.152, P < 0.05).
The expression of SP in PI-IBS patients with pos-
itive IL-2 and IFN-y was significantly increased
as compared with the controls (¢ = 2.202, 2.220,
2.301, 2.252, P < 0.05) and non-PI-IBS patients (¢
=2.182, 2230, 2.194, 2.174, P < 0.05). There were
no significant differences between the controls
and non-PI-IBS patients.

CONCLUSION: Gastrointestinal infection may
take part in the pathogenesis of IBS through
neuroimmune mechanism.

Key Words: Irritable bowel syndrome; Substance P;
Interleukin-2; Interferon-y; Immunohistochemistry

JuH, Zhang XF, Liu XS, Wei LZ. Correlations of substance
P with interleukin-2 and interferon-y expression in colonic
mucosa of patients with post- and non-post-infectious
irritable bowel syndrome. Shijie Huaren Xiaohua Zazhi
2006,14(32):3116-3120

fik %
B 3R 058 & T IBS % 5 45 15 25 IES P,
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P<0.05)F= %} B 20(¢ = 3.623, 3.722, 3.454,
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1 PI-IBSEBEEHIEIESP, IL-2, IFN-yZRik(—) x 400. A:
SP; B: IL=2; C: IFN—y.

2.1 W A5 BEIFN-y, IL-269 &4 TFN-y, IL-2[\R1E
TEREZ . BRI A B, IR, AT
T RRAR R FI(E1B-C). PI-IBSHEE 4. Hig
(FITFN-y, TL-2BH ik i 1% R4y * = 13.781,
13.890, 14.012, 13.931, P<0.01). JEPI-IBSZ
(x*=10.010, 9.892, 9.984, 10.152, P<0.05); “|FPI-
IBSHEH L. EIMMIFN-y, TL-2f( FH %
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il BEMFIMESPRIA = T X 4l = 3.623,
3.722, 3.454, 3.561, P<0.01). AFPI-IBS#(r =
2.321,2.452, 2.414, 2.520, P<0.05); I-PI-IBSHi ¥
FEgil. EMRIESPRIA m T A = 2.152,
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PI-IBSZB(%) 3JEPI-IBSZA(%) XI0BLE(%)

(n =26) (n =51) (n =30)
[%45f% IFN—y  88.5% 47.0 30.0
IL-2 84.6° 411 23.3
B IFN—y  80.7%* 39.2 26.6
IL-2 69.2°° 31.3 20.0

*P<0.05 vs FEPI-IBSZH; °P<0.01 vs NIBZA.

MR iA T TAFPI-IBS41(r = 2.182, 2.230, 2.194,
2.174, P<0.05)FIXT I ZH(r = 2.202, 2.220, 2.301,
2.252, P<0.05). 545l BEAFERIFN-y, IL-2FH
PERIL M AEPL-IBS &3 5 0 FZH EL AR, SPARIA Y
I, AH &0 2 7 e (GR3).

3 171E

1B S R A I B TE A 3B AN TE AT 48 H A
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% 2 IBSEERALSBISPREIE SEIRHIZA(mean + D) mLREE

BT PI-IBSZE JEPI-IBS4E NHRLA

(%457 SPsREIIE 14.7 £2.3% 12.3+2.7° 88+22
SPER 2878.9+450.0°  2689.2+480.4°  2200.5+432.0

=17 SPREIIE 13.8+2.5% 10.0 = 2.6° 8.8+2.0
SPEIR 2850.5 +510.4° 2589.2 +500.3° 2120.8 +456.4

°P<0.05 vs JEPI-IBSZH; °P<0.01, P<0.05 vs NJIB4H.

R 3 BSEEEIHIOIRIFN-y, IL-2PBRIA SSPs& EIFEMI AR (mean + SD)

i1 HRERF PI-IBS£E JEPI-IBSLR I0R4E
(2] IFN—yBBIE 16.0+3.2® 11.2+3.1 9.8+29
IL—2F3iE 14.9 +3.2% 11.7+33 9.6+3.1
=117 IFN—yBEIM: 14.5+3.0" 10.9+2.4 9.2+22
L2034 15.0 3.2 12.0+3.0 10.8+3.2

°P<0.05 vs WHBA; "P<0.01 vs EPI-IBSLE.

i IBSHE AEZETh1/Th248 i PR 71y v 12,
ifi FIBS KA 5 4 hEAT % DI R PILIBS i
WA R EIFN-y, TL-2335 38, — 3% nT DAt 45
I S I AR ZE  eA DY d RAR g
YI(PGD2, LTC4, LTD4, TXE4). IfiL/MiiE1k A
T(PAF)RIAH 2, A WU e 14 5, Wi ich 3
BN SEURYS; I AT LA TR R TR R
TUIENRE Y, T-Pi ' W S, #5440 P I R 4,
L TR 1 9 R L R 1
PI-IBSHIIEPI-IBS & # [ 45 ). HI R
IFN-yFITL-2H R IA I SPIY R IA 1S fin, PI-IBS
T2 . PI-IBS A AR EIFN-y, IL-2FH P
KIS PRI Ry T B AL AN JEPT-IB S 4L, 1 dEPI-
IBS & WA IIFN-y, IL-2PH MR IAISPRIA L
X HEA LU B & #s, ogivh 2 5. PI-IBS
BH A FRIFN-y, L2 IA 5SPRIAA K, X
A e B IR G R G ARG 2 W) A2 |
VEH. T e (el SPAIA G N, SP5 4 hE4H A
RIMMISPZARG, A, ik SAER T IR SPH
Th1 40 g [ (1) SPAZ K (= 2 fEneurokinin-1,
NK-1)4545, (A Th1 40 R i IFN-y, IL-2, 1L-12
GRT, BRThLRMY, S %2 40 i T4
. NK4HHAE, e 1k 985 B 7 R JCUnIL- 18,
TNF-a, Hi5IIRERES, BN R b R i b 1)
fE. Th1 M IE50IE 1] §E S BOPLARFT B0 e
A4 1R R SZARAS, A PUR I A ) S AL )
HE 7 SRS . G IR IR R] 5 TB SR R A2
AR, IR A2 wkE B 3 R AEIBSIORH
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W2 11w, FLIAI i At R EL W TR 45 P 1)
IL-18 mRNAZE A th 1 w43 ™.

ERFR AN R T, ISPt o] LAHIL-2
mRNARIER N, 25 MASPEHHE, W
HFIEY, W9 CAESE T SPHA R L) iy [
TRIEMAE RS, BT G v] 51 1 o A e
PEA B BE R N, W R e e L, P
A RS IR T R G e, 5] R K e Al i P
(ORI, 3 AN [ Th A PR 40 i DL 2K 2574, A
T 7 A FE N P95 B A B AR . SP T g BUR I Y
0 PR 7 3R 8 BURE R A Lz — . K A A
TR F T Bl o 2o R LA i, S 3
T R0 HLA 27 2 25 AU 52 45 R % i i e
TR .

v BRI A B 1-2 aN R B HTB S R
PR 1910.2%, 57 IR 2B 1 s G ot R 41
B SHI K #.(0.8%) W 52k ™™, Hpidd J&e e st
FOEDERR A NANG J 3% T REI S, i 2%
SEUGIE W ThRE . 3B )T B8 A A B 1
Ak W 98 5 R SRR IR FE A0 W] AR
AN b bf b Th g, nShmgE v, 51K
WS W B A 1 7 2 RS 5 [ IS A 5 R e e o 88
I 5 DA SCORIR S5 IR0k, AT S50 P 28 B 4
R, SRR M A, Pk
0 7E P 11 5Pl 9 RE A G 5 A 3 T, RE TR 2
Pl M R, A 90 A R I, Jy PR T3
I P A8 Ak 9 RE SN B AT 4 T S, TS A A
FIF RS R, JAEIE Al SR AR R AR R . 2%

20 4L A IBS & %
J7 &SP, IL-24=
IFN-y#y & ik, &
MR H EIBS A
JAHLH P AFSP S
Thl%m s B F & ik
W R, A G BT
FoAP 22 - K S IR
P % fE1BS & AL
H) e A A R AR
— 0 R R A A,
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PI-IBSZ H & #F
0 B {2 Pl-
IBS 9% Wi 45 R
WA, A SRR
B, 9% Ak A
W A ISP S TL-2,
IFN-y#9 F & H L.
R ITPI-IBSH#) &
JRALH), B —
LY S

{RIBED-IBS 4 FAAES-HTHK 2 251, IX 84 i
B B T G A N £ 4 5 ) 2 25 o IR K 4
JE, T B A AN SO P I AN, A BT
15 5 M B A2 2% (AP T Al N AT 4 RS ) 7= A 4k R
(. Wang er ar™V I 629541 41 B SRR
E AT NG SR I, SP P E s S I M
FERE(NSE)FISFE (Al (S-HT) (e it TPI-IBS
JHRTEIL- 10, TL-1BHIFRIE, $& H 40 B 1 90 3 72
PI-IBSH AN A, 11 H 5% Fph £ HLED PI-
IBS) & A EAE . Collins ef al** Ak, %M
FUH KA B BRI T B IS S5 1B ST
FAOCYE, Ry U AR 22 - S s AL I EPT-IBS K
WHLHI T VE R, $E0E TSR DU, &g T
REAE I W R S PR IA (14 n, i SPRIAH 5,
NARMEIFN-y, IL-2[1)31A B, i P Le- 58 0E
G B R IERAR S FIBS IR A, ANk AN [R) S 1) 1
J¥7 08 U e (A A TR S BRS RE R ) . TR )RRk
I 5] 55 06T 1B S &5 1o i 5 4 22 366 Jot 5 JRE A o3&
KM, LR JAEAEPT-IBS i 3 I8 it 5 7 B
SR A A T VR A R T DAl
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U F | AR 4% A-4E(metabolic syndrome, MS) %
B & KA R E A A A R e . K
WH4E AR IR B 32 09 4208 A R By F A (insulin
resistance, IR), &K, L A8XAH FFR2Z+ 5
HHE, BRSSO B T (de: CRL
BAERE. GmAE-6. MFEREE T -o)k
JEiIt B BIR A A AR, A KERT
FIRFAZ P LA ERAFR . AR sk Ko
B % e M By AR RVHE 8 BLB] A A28
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0 515

g2 i 2 Pi(insulin resistance, IR) &GN
JBE B ZE AU, RIS AR R AL G IR LA
I I 212 0] 1 2 B R F B, TROMI, B 5 B
0 5 REAR A 1 388 o Bk &y 3R 4 Wb RA R FL AN AN
&, A, R4 M) Red P =i, 3
OB TR 57 S OB PR A 2B 0T S N & 48 H
A LA 2R G0 ()5 A 20 SO0 453405 DR B P A R
NI S S I, WL AAS 43 i K 4% M DAL
LI R SE R - -au(tumor necrosis factor alpha,
TNF-a). FI40E/r Z-6(interleukin-6, IL-6)FI1C
S % 4 H (C-reactive-protein, CRP)KSZHLN H &
A, HET Ao o, AR 2351k (metabolic
syndrome, MS) A\B¥ ML 3¢ A 58 PE R KT B 2 7
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. BN, eI SE . Sk R AL
2B JR i (type 2 diabetes mellitus) M L 535
Ry 3 v, TNE-oFIIL-67K 7B 7 i, 7 e
FEAL SR 125 PP TN F-a 38 7K T W T,
REZIRPOR RN T2 5 TIR

HAr, 25 RN SIREA . KIER KR
AT IRERE, BN REER 7 AN %
i S N R A% e, 3 0B B 2R R A e (o JH
AN UL AT 20 B0 IR 75 20 B A PR R B 35 52 AR i
#J-1(insulin receptor substrates-1, IRS-1)%2 %1%
IR AL, FHI LIS 2 IR IR AL, (S R A5 51k
I, MIiEKIR; WAk, KL -1k A&
HEA, S NE A S & ( TNF-aff g 1R ),
N T ASE A0 J] i 25 T I 1 16 n 3 BA R, 17 NE e A
) I 7 2H 230 AT R I 28 4 BRL 7 (R RS TR, A
0 sl A, T AU 1 20 2 Can AL 2R AL AT 1)

IR

1 MR FAIRHFIZDPAVER

1.1 TNF-a TNF-a 1 ZH TR, o fE g
241 I U7 5 5 440 LA 1A T 22 R 4 e A
TNF-a 5 FEIRFAEFHHLEH o 5435800 1
e, RE A LR LA (DA eE S =G 5%
S TNF-af] i FIRS-1 Z R BT, BT
IR S-1 22 PR WIS, TR S- 113K ™)
TR S-15 J B 28 2 AR 2 55 FRAIC eI i e i
{A4(glucose transporter 4, GLUT4)[) & &, Ml
TG s 20 B S A B, 7 AEIR. (2) ek IR i
YER, A A0 1 2 g 10 IR 184 o, A i e il L4 e
FEARIE, (ERERT POBE A B, % S IR U 76/
A N, TNF-oulfs 3 I i) i 32 22 AL 2 FL R
RAM I GER (G KT, 3)E -+ A4
7, Wil L-6ff A= ™, i iRmc s, i &
A S A 4 5 TN 1 32 MR-y (PPAR-y) 7 A,
SIEIR. (H)RBCERAZ ST 1-1(monocyte
chemotactic protein-1, MCP-1)7=2E, ML
g gn f s im g W 421, T BUR M1 K5 )
W, SHEIR™. B/ BT NF-o i R Rl 45 /0 B

mE £ %4

AR 25 oI % B
ER R ANG ) P
FIA, B AT
AL 3R 09 A8 K BF R
AT EG B A RN,
Ko, HAE KAL)
FRAE o FE.
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5RELFA,
KX P A A E
B A EAE T M
By R Ko
WA, LA AT Y
AFEEL

HEATNF-aSHBr R, nrREE 21/ A4 B B
FRUBMETE AL AR, B IR R4S T TNF-adt
SN S e B R S Gl
PR A B RIS I A8 A N 28R M 4 A
WATNF-o b N I A PR,

TNF-a 5 FIRS-1 22 % R R A, 2 74—
AR AT RTKK-B(Tkappa B kinase-pB) i
PR R, IKK-BAlio B /N B2 R R
I BRI, TR T R KA R
ORI IR TE254), MBI/ BLAA NIKK-BYE
PER AN, IRTS 2 s, 27098 R 5 45 TR
FUE KGR R I672 wk, B A Py i bk 4
AR, AU 274 B 1 B DA 5 g 1),

JNK (c-Jun N-terminal kinases )& #h—/>
2515 FIRS-1 22 Z IR IR Ak 1) 22 S B g™,
1 2 ME R 1 (W TNF-a) B0, BRI 5
Ky B4 1 0 T 0N JBE By F AT S AR 5 1 A )
TR B S PR AT I 5 2 2 TNK
PERE IS, RS S ASAE S L INKIE PR B 2R (/s
FRUTELPEFIIR oA P O P /N BRINK L PR 5848 J AR
P, i e R AR AN B I R AR,
25T B DRI /N BRI 5 S ITR/N B Fh 41 i
T P INK AR, FORE T AN IR A] 45 21 W] &l o
SR, INKG R IR IHLHIE AT 48,
FH 973 B 175 5 TN KCAE JHF 40 i Py okt 3 0k sl i
HFSEINKAE M S TR S-1 4 Z R e x5 50,
T SR AE S AR R B0 I O I FINK
T JOE OV IR LA R SE AP, X eriff 5y
INKA A5 B ) — P e & RORE AR A 30 245
L/t
1.2 TL-6 TL-6EH IR 40 i i 7 33 Jo 4 i A i
5 BN = A=Y, H o g T A A I TL-6 11
FRYR, 45 30%MTL-620 U5 T I 4143, v
LB T 3 J B B A P 4 MATL-6. 7 J&E S B
W, DEIL-ofE kR 24, P m PR F#
i 7 J8RE SN0, TL-630 kB 15 2544, T
BB PRI 1) A R AR R, TL-63 ik LR AL
SFIR: (1)IL-615FIRS-1 22 5 R WAL, 1)
i S R R AL 222, AR B 2215 5 4k T 2B, 3
AR, (2)IL-64MHI IR 106 2= ik (NI FR e 4 = e
By BRI E), BRACRB E iU, FEaRY. (3)
IL-652 14 5 98 2 52 A L R 1) 40 i A5 5 4% 50l
5, TL-6 18 2 FLAT 58 - PEA0HI/E I, TL-638 2% n]
SEUE FHPT, FEURY. (4)IL-6L Bk fRAE
A8 A1 JE e B9 06 07 1R 164 n, AT 0 LA O 4K

W, ARSET PRSI G, RS FIR. (5) ik
L, AE3T3-LIR 4. /N BUTF 41 B AT A HepG2
A A, TL-6304HG L U T4 5 BE VLS -3 3 il
(phosphatidylinositol-3 kinase, PI-3K) 35k, it
40 R 5 3 A5 5 A 5, S BURP

TL-67K T~ () A 2 R0 PR s s IR AT £
W DR 3, T -6 1) 5 R A 5 Mk IR i 4
HBEAR P27 AR, TL-63 IR Rl /N B AT 7= A=
JIEL PRI TR (1 22 7R 2% 30 6 ol A i 45 L 1) 2 A L
A R — DT RIER
1.3 CRP CRPZ HHFFIE =2 . 43 (1) E 05 4 4
T, A5 RAE RN U AR S, HRIAZ
TSR PR TR, IIL-6 R TNF-ofF A
i ZE R, RIS IE & BCRP. CRP = 2E5d ik
LR HLHIZ SIRMI R AR E: (1) CRPA SAE 4%
K7 IL-1, IL-6/1) 7242, M5 HZIR; (2)CRPIEIE
TNF-oBE I, MIMAIHIEE 5 =05 516 5, FHUR.
CRPAFEIIF s 5 A E i #(body mass index,
BMDHIIN 2R AR 50 S Tk i I 2 6 5 0
I R E IR VA OC, 51
PR27 i PRAS iy A BB A7 OG220,

IRAEF MK H CRP/KBH S T i, BEAE 9
FRURPE R MGE, M3 CRPIKT 4K, CRPAE N
AR S Pk 9O I SRR AC A, e AKCSF ] g afi
AR R A ARG PERY. — I S [ i rp AR
LHEHEAT A I4 alf PRES T AT SR, CRP/AKF-TF
T A 2 TR PRI 1) R0 AR 184 T 44510,

1.4 MCP-1 MCP-1:2/1 3 B g 4 J s fig iy
(T BT, 1T S A R ph A v ER
HENNE W7 AL AE FLIE . B4 i — B
i, A2 R R PERF, WIL-6, TNF-0%%, X
L6 58 AP DKL 3589 W 0 AR A 40 e PR 5 3 A A%
S, 3Rk ) A A K 98 A
T, AR NTAN )V R, R TBOR S B
JEWITR, SHUR. &R v i A e B
NENTH AP MCP-1 R IA A 2K, — O
Tl IR R G 53, o) — O S TR A A H A,
FHAMCP- 13 5 i/ B A e g i AL 28 rh g
0 e 7 A IRM

1.5 #45 % W -F-«B (nuclear factor-kappa B, NF-
«B) NF-w B i 4776 T 40 s, 50t e
IkB&S &AL T ARG THIRAS, A n] #IL-6, TNF-ofll
CRPUE. NF-xBil i /v 3 — S A5 e S
HETNF-o FITL-6 147 AE KN EE 9 B, AT 98
RN FFEP R, FHIRPY.
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1.6 @ e B -F15 5 347 %149 (suppressor of cytokine
signaling 3, SOCS3) SOCS32 7 4h—ANBAEM 5
MEJRE. ZAE. IR T, Z5EEES
(47 S AR 150, SOCS3 2 ik T8 52 NF-«x B/
SR A SR RN AR N SOCS3 &
BN, ARANSZERIESE, SOCS3 A T &
AR, FIHITR S-17% 22 R i 1 16 5 BRI 9
AP

2 IERMERERVISMESSEIB AZIR
JIES e 2 32 %) s 0 A4 B M R TR I 4 i ) 4
EANN NI RGNS NPV EN PN S E
M 0 92 3 4 N 2R /DN BB PREAN 4 16D g s 241
ZUREF 18 P JREAR AT R T 14 in g iy 4 2
Hh G A0 11495290 R 2 e DR 35 DRI ) K R .
2, WG, [N BRI R 1k N7 R 2R A
YA TE Y, R R E R B I3 P TNF-on 7]
WIETNFAZ4AP55(sTNF-R 1 )FIIfLTE nl ¥ HETNF
ZAKPTS(sTNF-RID & S HUE R &5 IL-65
BMIE IEARDC, 7ENEME R M, TL-67KF
Thes, BEE AR R IL-67KF TR 4k,
SR RN S B N, AL R R B 2 KT B
S TF =, i PSR ) I 9 S ),

JIEJRE 5 RS TR FRATL 1) = 22 55 1 07 40 e oA s 11
R R GRS 5 A 330 8 1) s A OCW, Mg
i 20452 9 T A T 1) 2 SRR, AR 7 40 M i
B8 22 0 )T 107 20 P AA ARG K, n] I 05 4 2R
WACRP, TNF-aFITL-655 28 1 K1, 53 1 i 4
FRAE A 9 P 4 o KB ) 6 PE TR 7 5 5 TR P
SiAbh, N7 4 i A R A 48 1 TR T 2
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DRI V1 22 AHARL 2 A, S5 360 i SIE T 10 48 0 i
iy 40 ) A A Ay G 0, ke gt L UK
NEREAEIR A A K e BAT S SE AR .

B ok RVED 7 BLAL, KB 90E SO [A] IR
BT A M HIA -, mTHEIIR. H AT R B
F IR 7 AT PR R AR IR A7
R(STNFR). IL-1ZARF5HT)(IL-1ra)s 1L-10
IL-4, IL -11. IL -13. #ALAEKK7-B(TGF-B)
Fod B fIR 7 (CSF)SE. X 28 5 M R 12
5 9 K1 R TBOE T R R S s
DRI~ B SPAA8ET, 0T 98 91 IS I PR 2 e e 1 .

B, IRFERE i v 2 Fh R PR S A
R8T, WTNF-o, IL-6, CRP, NF-xB
HIMCP-145, M IX 26 58 M A -1 3530 LLAS [ ) 34
R sl B R FH S IR, 1A RORE TS IR >
TR JNE B NTE A0 I 7 40 R R 4 i, A
T 307G 2 V£ K7 CRP, TNF-aflIL-6; CRP, TNF-o,
FITL-6 X A AHH W IR, =38 0l 40 0
NF-kB, {2 1ENO I JEE S W TNF-oull i
MCP- 177, M H0E R A S AN P 2, R
P DRI A JBR B 345 5 A% 3 52 BRI IR I 32 Sk
BEEAIK, I ik AR AR/ A A i vife 2 g I 1R T i
LR FEURMIR A, KL, 551 R R KF
R RAEGEIRHLS], A8 THRATRA T
FRTR R A A ok R ARG 2 2E B 22 Rk, I 4 IR PR
TR 2 WIRNA T S TRA C I B A 2%
(TN TFBL.
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JH 8 A AX B T 52 2100 P 400 47 5 RS 1) A T A 2
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) JFFET 4 A BIE S ] 398 (1) S B T 9T
HEWRH AT A 259,

1 FFeA4

JH 25 4 Ak 2 45 T AT P 1 4 1 45 45 20 23 e o 1
A, 2R YOl AR MR T IR B
e, T 48, ki, /0. HBVHIHCVH
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Abstract
AIM: To study the expression of gelatinase
(matrix metalloproteinase, MMP) and its effect
on the biological behaviors of human gastric
carcinoma xenografts in different organic micro-
environment.

METHODS: In situ hybridization was used to
detect the mRNA expression of MMP-2 and
MMP-9 in tumors transplanted subcutaneously
and intraperitoneally. HE staining was conduct-
ed to investigate the biological behaviors of the
transplanted tumors.

RESULTS: The subcutaneous xenografts of hu-
man gastric carcinoma in nude mice presented
an expanding growth style with limited inva-
sion. In contrast, the intraperitoneal xenografts
displayed an invasive growth pattern accompa-
nied by more fibrous stroma. The mRNA expres-
sion of MMP-2 and MMP-9 were negative in the

cells and intercellular substance of subcutaneous
xenografts, but positive in the cytoplasm from
the verge and envelope of intraperitoneal xeno-
grafts.

CONCLUSION: The tissue environment has de-
finitive effects on the tumor phenotypes, and the
expression of gelatinase is closely related to the
growth pattern and invasion of tumor cells.

Key Words: Gelatinase; Tumor invasion; In situ hy-
bridization; Neoplasm transplantation
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Abstract

AIM: To observe the characteristics for the
adaptive changes of bifidobacteria under the
influence of 5-fluorouracil (5-FU).

METHODS: The growth and morphological
characteristics of bifidobacteria in the presence
of 5-FU were acquired by drug-sensitivity test,
gram stain and atomic force microscopic scan-
ning as well as the identification of the 5-FU-
resitant isolates.

RESULTS: In the presence of 5-FU, bifidobac-
teria were lengthened with fewer ruptures,
becoming filament-like, with a length of more
than 10 um. The bifidobacteria were ramose
at both ends and the relative height was about
1 pm. The 5-FU-resistent bifidobacteria were
also found within the inhibition zone. Given the
normal growth conditions, the filament-like bifi-
dobacteria restored to the normal growth again.

CONCLUSION: 5-FU can directly influence the

www.wjgnet.com

growth of bifidobacteria, whereas bifidobacteria
exhibit significant adaptive changes to the action
of 5-FU.

Key Words: Bifidobacteria; Chemotherapeutic
drugs; 5-fluorouracil; Biological wave; Atomic force
microscope
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Abstract
AIM: To assess the relationship between XPD
single nucleotide polymorphism (SNP) and
susceptibility to gastric cancer in Han Chinese
from northeast region via a hospital-based, case-
control study.

METHODS: Polymerase chain reaction-restric-
tion fragment length polymorphism analysis
was used to determine the Asp312Asn and
Lys751GIn polymorphisms of XPD gene in 238
patients with gastric cancer and 200 healthy
controls. The adjusted odds ratios (OR) and 95%
confidence intervals (CI) were calculated using
multivariate logistic regression.

www.wjgnet.com

RESULTS: The polymorphism of Lys751GIn
was not significantly different between gastric
cancer patients and normal controls. The fre-
quency of Asp/Asn and Asn/Asn genotypes
in gastric cancer was significantly increased as
compared with that in the controls (P = 0.041).
Individuals carrying at least one 312Asn vari-
ant allele (Asp/Asn and Asn/Asn genotypes)
tended to have an increased risk (1.901 times)
for gastric cancer as compared with those with
the Asp/Asp genotype (OR = 1.901, 95%ClI:
1.119-3.229).

CONCLUSION: The Asp312Asn polymorphisms
in XPD gene are risky factors of gastric cancer in
Han Chinese from northeast region.

Key Words: Gastric cancer; XPD gene; Single nu-
cleotide polymorphism; Northeast region

Lou Y, Song QB, He XM. Association of single nucleotide
polymorphism in DNA repair gene XPD with gastric
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Abstract

AIM: To evaluate the effect of salvia miltiorrhiza
(SM) injection on the coagulation function of
patients with decompensated liver cirrhosis.

METHODS: A total of 40 patients with decom-
pensated liver cirrhosis were randomly and
averagely divided into SM group and controls
group. Besides comprehensive treatment, the
patients in SM group also received SM injection
for 2 wk. The indexes, including prothrombin
time (PT), activated partial thromboplastin time
(APTT), thrombin time (TT) and fibrinogen (FIB)
level were examined before and after treatment.
Moreover, bleeding complication was observed
in the two groups.

RESULTS: Before treatment, the values of PT,

APTT and TT, and the level of FIB were 17.2 +
595,503 +51s,215+25s,1.7+12¢g/Lin

www.wjgnet.com

control group, and 17.5 £5.7 s, 50.1 £ 5.8 5, 21.3
+27s,1.7 £1.0 g/L in SM group, respectively.
After treatment, the above markers were 15.8
£505,472£535,192+215,18+13 g/Lin
control group, and 14.5 +4.0s, 442 £5.6s, 17.2
+245s,20+15 g/L in SM group, respectively.
There were significant differences before and
after treatment both in control group and SM
group (P < 0.05), and furthermore, marked dif-
ferences also existed between the two groups
after treatment (P < 0.05). The incidence rate of
bleeding complication was notably lower in SM
group than that in control group (25% vs 50%, P
<0.05).

CONCLUSION: SM injection can improve
the coagulation function and lower the rate
of bleeding complication in patients with de-
compensated liver cirrhosis.

Key Words: Salvia miltiorrhiza; Decompensated liver
cirrhosis; Coagulation function
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Abstract

AIM: To investigate the expression and
significances of proliferating cell nuclear antigen
(PCNA) and Ki-67 antigen in liver tissues of
cirrhotic patients.

METHODS: SP immunohistochemical tech-
nique was performed to detect the expression
of PCNA and Ki-67 in 58 liver specimens from
patients with cirrhosis from hepatitis B (n = 24)
and hepatitis C (n = 22), and chronic hepatitis (n
= 12), and the labeling index (LI) of the positive
cells was also determined. Sirius red staining
was used to determine the area density of colla-
gen in liver tissues.

RESULTS: The expression of PCNA and Ki-67
LI was significantly higher in chronic hepatitis
than that in cirrhosis (34.67% * 8.6% vs 10.38% *
3.76%, P < 0.001; 2.81% + 0.51% vs 1.69% + 1.03%,
P < 0.001), and moreover, they were markedly
higher in hepatitis C-induced cirrhosis than
those in hepatitis B-induced one (13.12% +1.42%
s 6.32% + 2.18%, P < 0.001; 2.48% + 0.54% vs
0.95% £ 0.77%, P < 0.001). The area density of

www.wjgnet.com

collagenous fiber was significantly increased in
cirrhosis than that in chronic hepatitis (12.0 £ 3.1
vs 1.40 £ 1.0, P < 0.001), but there was no differ-
ence between the two types of cirrhosis (P > 0.05).
The area density of collagenous fiber had no sig-
nificant correlation with the LI values of PCNA
and Ki-6 in cirrhosis (P > 0.05).

CONCLUSION: The proliferation rate of liver
cells is lower in cirrhosis than that in chronic
hepatitis, but it is higher in cirrhosis from hepa-
titis C than that in the one from hepatitis B.
There is no significant correlation between the
area density of collagenous fiber and the expres-
sion of PCNA and Ki-67.

Key Words: Liver cirrhosis; Chronic hepatitis; Prolif-
erating cell nuclear antigen; Ki-67

Quan CJ, Jin RS, Piao DM. Expression of proliferating
cell nuclear antigen and Ki-67 antigen in liver tissues
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0.51% vs 1.69%=+1.03%, ¥#)P<0.001)8A 3%
2, ALY TAT AT AL I PCN A A=

| B )

PCNA#AKi672%
J T 2T e e
FE AR 25 49 PR AR,
eg ATy, B AT
2 R F B g 04 A
TP AR AN,
HF 9 A % 55 BT AR
L4 P PCNA
ARG T ELAT
AL A A
PCNAZ AT 21 &,
TR 0 R R R
IR E, {2k
L RN B
FPCNA# & ik
K R—2, Fk
RN T RAL
20 4% BT 40 IR 3%
FATE M, it —
] BA T 28 AL 95 49
RAEKEZZEL.



3152

ISSN 1009-3079 CN 14-1260/R

HFRENBHE

20061183188 28145 5328

WA %S 5

F I PCNA #=
Ki6 74 R AR &
A Ao R B KA
AL BB Y,
KRBT 45 R &,
3P 4 I AR AL 40 4R
o T fm 3 7A 4%
F AR M KK,
12 & AR K AT AR
A&, 4 JFF 4w i, 3% 74
F O TR K
FFARAL &, FTARAL
IR R A Y 0 & R
& 5PCNA#=Ki-6
LIZ 18] T8 % .

Ki-67 LI(13.12%+1.42% vs 6.32%+2.18%,
2.48%+0.54% vs 0.95% + 0.77%, 3P<0.001)
BRI G, HARKRKRRSENBEES
PCNA#=Ki-6 LIZ 8] FA8 % 1 (P>0.05).

iR ATAEALLA LR BT fm e g 7R 4 L IR
B RAK, 427 BT KT AR AL 89 T 40 R 38 7848 4K
P LR K AFAR AL 5, PCNAA=Ki-67 L15 A
FEACIE R AT 2 5 L TAR KM

REEIE: FFREML; BT 28, WML LR Ki-67
LR

NEL, TR MNREE. B IFALRPPCNANIKI-678Y
TR, HFRENHIZE 2006;14(32):3151-3154
http://www.wjgnet.com/1009-3079/14/3151.asp

0315

15857 40 A% 0I5 (P CN A FIK -6 747 J5 78 2 Al
JHAE A AT 8 2 IIE S, AR AR AN [R) 28 28 el
A A SR /D ARSI SR S e AL B 2 T
W EZ 4645 AL RN 2450 18 M 1T 58 10 5 AL 21
HPCNAFIKI-6 70 (1%, A I Ffr e 5
FIkricFE# (labeling index, LI), ¥R Rl R (e
LRI R 58 SR A R 208 B L.

1 MRRTSA

1.1 A EREIRBHER I T AR V)R b A 3L
58, Horh J5224, 36, V- IE 4045,
SR B2 10.5 a, A B 28 10375 - 98 00 5 2 K
EruF s, H S 24450 . 79 T AR 422
il g PE R 1200 NIH&efl), H )4
IR R 4. BPTAPCNA mAb, Pt A
Ki-67 mAb K& SPIAFI G At st A2 St )
HARF R A AR

1.2 Fik AURhRAIZA40 g/Lrb P S e, &
AT AR, 4-5 umEIELEY) Fr, ITHE (A
SR 213 B A2

1.2.1 RARARLLF & D) w2 K, R
L1 RR RIS g/LRIRIELL 10 mL,
TR R M ANA 90 mL)4e30 min, /K LEES>
PRMEIK, kAR e . e s T A 1 T S T R
FI % 693 B % 00 BT 3R 48 (B 5T 25 L R K 2
CMIAS), FFH RIRAELT Yt (1 0] A I Fie JR £
eI E, 1065058, Rk D) v BELIE A
MY, RIS, R, Gt 24, IHRIR
Ji T4k 1% B T 4y L

122 £ IR F F & RHSPILATPCNARI

Ki-67/114 (%, DABY (G, PLFLIREHZUEPCNA,

PCNA SKi-67Hu SR FH 40 L RRFIERE G 1Y
AJALES, AE40R5 Y5 T VT ES004 41 H Hh ) B
PR, HCFII{E.

St R Hmean+ SDE IR,
P REAS A5 1) b FH A 507
2 R
LB 5 T REAL LK RE AR 1 22 DL, AN /b H05 491
(20%) Y ELER FE R AZ, PR 2R T 98 JHAi £ oK 22 44
(75%) B0 LKL A == 1) g i A
2.1 BB Y by 5B L AR A B i T 4 1) T
5 E 4y LU A S s TR PR %6 (P<0.001), £ 5 TN
TR I 28 A A JHT 20 23 g I 28 44 F 1 35 B2 4 bl
ToMH B2 (D).
2.2 R & 45 R PRI S PCNARH 1 41 i
EZ A N WLl A A AN B
BUAE > A, STURE 2 FFAEAL AT DL /D B K -67 FH
20 60 AN BRCEE 2 AT, TR 2R PR A 4 4
2 A1 I I 2 A 1 I 40 ) TR (T D). R 2%
PCNA5Ki-67 LI & T AL, 84 JH 58 JH-i
PCNA 5Ki-67 LI T L AU 4 I lifh (e 1).

3 e
PCNAFIKI-6 70 A 1545 R (1 55 7 441 i
FEIRZS 10 LB A AR ie ), H ar R bR 2
FH 145 Bl vk bR i 5 Y. PCN AR B R
IEBE IR N Y HEAT HE B DN A S MY, AES
A0 L P B B RRAC . Ka-674F by 85 40 i k% T
Ji, BRG AN dil i R Ik, Hrh G M
Fikfpoi. Donato ef a/ " F FHHPCNAWIST T 181
JHF 2 FRFFREAL G NI EAR AR, A ILPCNARE
IS0 1 25 1 T 4% 0 N T 40 PR i e, 5 T
P (0™ E AR DG, 4 HPCN AR 41 s 7
(10 f5 B ST FE 6 D8] 25, PONAE BT e R 55 T
R R A B 2 R0E, K2 BT g KR,
P CN AZE JIFi Rl 55 FHFA Ak 2% 0 o T A gl JH-
b, A P9 A1 RIAIE 5 2 B B i JH A 20 23 e )i
A MIPCNARIE KT 5, BN et al”
K FH R Ho 9% 2 A0 V0 W 52 T I A4 21 21
PCNATRIL, 25 R F&W], JHAEA I JH- 20 B 1) 5
FEAE A AR 4-J8 1L er al™ T 9% 45 SR 1,
fHtE AL 21 b LA /D EPCNARHPEAN i, 25
HUCLE 53 AT, T e 55 9 AR PR 45795 T PCNA B 1 08
L5 A A LU 3R b 35 1 22 S, DA A A I R,
T AR A T R 4 K 22 Ak T IR A, e — A
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1 RRERELERISP x100). A: 1SVEFFRPCNARZIE; B: FHEPCNARZIL; C: ZFFFFIECKi67HYF; D: NAF

I Ki67 I FE1A.

R 1 FERERPPCNA, Ki-67 LERRALBEBENE R (mean +SD)

4B n PCNA LI Ki-67 LI REFAEBE (%)
ISR 12 34.67+8.6° 2.81+0.51° 1.40+1.0
R 46 10.38 +3.76 1.69+1.03 12.0+3.1°
CHETR 24 6.32+2.18 0.95+0.77 11.8+2.4
REURTR 22 13.12 £1.42° 2.48 +0.54° 12.2+3.8

°P<0.001 vs FFEE{Y, °P<0.001 vs & BURFERIL'P<0.001 vs IBIERTS.

e PR A T, A e ) R AR R LB K
#, Kawakita ez a/™" " [FF 50 45 FABAHAL, 1At ibe
Hger al™" " PRI )2 W FAE AL I HF 40 IRPCN A
(1 BH 1k i 26 v T8 1k 98 4.

B IS FH VB8 ol 98 7 4 P A 7 R AT 9 9 A
FEFREEAA PR SR 5 A1 AR G 48 S B Al
AR T 40 I (P CN A FTK -6 746 5] A T8 PR AT
KM, —HHLEESR, RYNSYEN 20 40 i
5 S AR A TS B AR BRI 28 S I R A
JE N L) 32 M g B i e, T LA B i e )
JHF- 440 i 5 2R 22 MG B B ), AR TE R 4 R AR 1)
JHA0 B AE T 2R 20 R4 2 AR PR PR, ot
NP A 20 I P = SRS PT T 4 - B [ 2
JH0 (K594, Sun et a/'RIEHCV+ATHBV-+T G
AP A7 A 1 [ 5 4 .

JHBEE AL ) 40 R 3 A e 0 5 I AR e AL R
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IR KR WA R, BI0 AR et al' %t 11451 JH-ful
M AT T AL FEESSSYE Sy, JHHPCNAK
g5 AT A OCHE AT, 45 AR, ALK I T4
JH 3 25 5 P 28 P 2 4 AR JE 2 1) G W S A G
PE. ARGURTIN T 46451 A 40 2 IR 2T 4 [ %, 45
BRI, PCNAFIKI-67L1 55 JFHAE Ak 5 Ji 2T 44 i
BIE 2 M TCH DG, 5 IR 45 AR

JRF et al' RGBT YEN BT R 182.39% 2
IEAN R FE (9 JHE AR 7 A 1, A 2 7 ol 28 704 I
T Ak ) TE A 4 B R W, £ LI % S 4k LK
FEARE R, 1K 22 B0 B FF % A A0 BT 4 Jif
HOH I T AL A IR AR . AL A AL
RIFREALPCNA 5Ki-67 LIE T 2 AT 4 fFaEiL,
PCNA 5 Ki-67BH 4 40 i 2217 -1 g 17 722 P 1 JH- 4
0 PR, 2 B D 7R 98 R4 JH 40 P 3 5 T e
ST S X S R e 3 M R A e 1 s ]
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FELERR T 52U P0 25 VA T7 80 LASL, s T i
995 B 40 4% S 4 A A i 0 R, DR o T R T ¢
I3 T I T 5 S R R R, R A 1) R A R
(8%-46%) 1 T8 1 ZHF(10%-20%)"", i Az it
BE A HE AT 400 e 1) A 20, RV A 1 2 41
JH- 40 P CN AR IA KA —EL, (HPCNAZ T
a0 g R A I B DT fE R R 25, IPCNA
Ki-67BH 4 26 15 1) £ R0 F0 P L I 98 HF A4k 7 3
ISR Ay JFE A s 1 o f ARE, 5 EAT 2 DB
MEE.
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ISSN 1009-3079, [E N 4—F]5CN 14-1260/R,
K167F, FI T, BEHI160TL, sEA24 70, 424F-864 T,
HE AR 55 82-262, FHHH S W 2 2 & 4 H AR
tH A N A ARG EEOE A R AT 7Y
es IRBE T AR R WA B WA
Bh THALIE . WA NIRIT S TR
TR S 2% . WA HE . SRR . ARtk
WIZVA M IER G WA . Tk
BrHRN . A2 WiE . WAIR TR |
AW HARIRIT . AN
L F 112, 5 AT A 2% 4 B BB
RAGFEE (fb23CHH) (Chemical Abstracts,
CA). fr 2= (Bs 52 303 e /= 5 SCHi (EMBase/
Excerpta Medica, EM)) FU&Z' W (SCHi 24 &
(Abstract Journal, AT)) Wk, B PN 4 ERHL
LG5 o B (BHER A% O vh B R R 8 S04
TR ChaC OB TZEH A K) 2004
SERR N RS RO W T R ) S
i v E A B S SOOI . b OCRH
OB H B2y AR RIsCEE e 2z i CMCC
RGBS SR AR o (R SChR)
2 2 S AR 2 20 I (IR SCRROMAL SR . 20055 i
b ERHR TS HIER 5 (A AT A2 3E)
(BB IR K3 353, A1 608 b [F FH 16
SCEHIEEA T B8N, WRHEE 243K, 28Fh T
REE2Ar. (A W HAE) 5em R~
1.769, A7 & 1 608 1 [ B 4318 SC G v1-U5 41 1) 1)
1407, WRIEE A2, 28R TR 247, (S
HENHAZEY FRIESRFR0.211, 5155
0.30, X 7> A 4428, H4: 18 3 H0.43, EFRig 3L
F0.01. TS A A2 2582001 20034F %
B EA AR TIRR S

1.2 A28 ARVE, R, B, TR, WEE R,

Wiz, SCIRERIA, BFFCHRR, IRIRZES, iR &,
SWALE. RN ERHEE . edErE . ATtk
ST, S, ORISR, Bl TS, BAE
G, RIBUEH. L KIBVF4 0005 LAY, BFFLR
#6 0007 LU, HE 508154 0007 LA, SCHRZE
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2.1 BARARAE ORGSO E SR HEGBT713
BEZEHARIRAE « AR SO R IR S S
1%, GB6447 34 5 M, GB77143L 75 %
SCHRFE S, GB/T 31798} 2% B A 1 4 £
A AT K () I 30 P[] o B 2 300) 1) 0 4 2 1
2>(International Committee of Medical Journal
Editors) il & If) (A0 2 I HI AR 10 98— 25K
(3658%)) (Uniform requirements for manuscripts
submitted to biomedical journals). W.: Ann Intern
Med 1997; 126: 36-47.
2.2 &R E NMAREN, BTES—, Wi K
HZ2 0B, vl T | R BLN S A RN 45
SNVERIRR, LS BRI fRRR. Be 4490 LL 4 [
HARBE 7 4 ] B e T R A AT (R4
WY o CEMAE A S P D)
ezzawl) « (MW 4a) o SRR
FlE ) (AR ) K (R
Yy RINAE, 252 0L (e N RGERTE 2y
Sy AN DALY I A g (2544 TR00D)
7, S il 24t B A B R TR IR T 2, SR
HEHERI 24544 QUFTIERT 24, 152 I IRIE 2 2% 5
S A R R AL T BB A ST AL
FI4iims 15 ] ELE NI, WALT, AST, mAb, WBC,
RBC, Hb, T, P, R, BP, PU, GU, DU, ACTH, DNA,
LD,,, HBsAg, HCV RNA, AFP, CEA, ECG, IgG,
IgA, IgM, TCM, RIA, ELISA, PCR, CT, MRI%.
KD HFENRS VR, ARST. BTRADEC . bR AT
5L AIE R FT EDAE A44R b R 2 44 1 g
SEREAG LU S s (D) A7 8 ] 2, AR IR
95, fiH Kstroke, K #ifever; (2)4 XM
] AR bR S B R i ], )k
eight principal methods; (3) & H & A7 4 45 i)
AR N I, B BOE P, WiByin, BHyang,
B FH 2~ Uiyinyangology, A "'renzhong, "< Y)
qigong; PUEPEE EELUIA A #4743 5, Wweixibao
nizhuanwan( 5 41 1% 4% ), guizhitang(H:E1%).
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;;.;axeﬁﬂ—ﬁ#z Ssc, W% A Sicy, shlkiEdtia, Nikpo, #H 4 cm, NEEK10 cm X6 cmX4 cm. A b$gkr—

R (B) KA
3%, 20034F) o F
PR ANE SRR
BRGEbwRFA
F4E, 20045 1)
M F g R
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A4L, 100023, b
T W 234515 4 Bf
F x4 S58F Ik
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ig. sS(PMAREE LS, kg A fiES iKg, mLARES
ML, Tepm(RY 5 4 1/min) <+ E%({X 28 30 %) +
60=Bq, pHANBE S PHILP", H pylori SRS ik
HP, 7', /N85 itl/284 TS, VmaxAsfEVmax, A
GG, FAERMAR R AR S, HRMARZR S,
EYER R T A B S A, BEETE .
MEFPS ARRh. Wik TR R (Helicobacter pylori,
H pylor), Illex pubescens Hook, et Arn.var.glaber
Chang(7iy %4 4 71 RIMELR); HHK; —SeG1h 22 4F
S (UFEAR B, Y Bimean, FrUEZESD, FRIL, ¢
56 FIME 2P, AHOC R Hr); 5% 24 b B HUAR
M ocE s OGN R 5 (N, o0, P, S,
d, Nlin-(normal, 1F), N-(nitrogen, %), o-(ortho,
A8), O-(oxygen, &, S WAE), d-(dextro, £i
Ji€), p-(para, XI), ¥l Uin-butyl acetate(f iz I
T'HH), N-methylacetanilide(N-H % Z Bt K )1%),
o-cresol(ZF H}), 3-O-methyl-adrenaline(3-O-
LS IR 22), d-amphetamine (£ g A< A %),
[-dopa(Zr i % ), p-aminosalicylic acid(X] 24 3
KR, i 1 F M4 Sin vitro, in vivo, in situ;
Ibid, et al, po, vs; M AN SCFRHER M B &, W
m(R), VIR, FO), p(I5 1), W), vEE),
QGAE), E(FBI7 iR IE), S(HAR), (I TA]), z(H %
Pk, kat), /(5 IR, C), DORHGH, Gy), A(K
SHYENE 2, Bq), p(% S, ABURE, g/L), c(RIE,
mol/L), o(AR 7345, mL/L), w(FTH 7341, mg/g),
bOFHE BER MK E, mol/g), /(K JE), b(TE %), h(5
), d(JRJE), R(FA2), D(EAZ), T Conaw VA, T
CT4&. FERIART 530 % /NS K, Uiras, c-mye;
BEDR P IR S IR A, WnP163E .

2.4 #Ff45 K H [ Br Ay ) O F 1 A G K
b, GB3100-3102-93 5 Fl AL, JFUR K “ 4y
T N AT A 4y F B Wl 30 kD
HUAM, 30 0005%30kDa(M A S RHA, /NG IFAE,
bR, “JRFET NSO AR R, B
Ar(AKRGRHE, /NG IEAR, T AbR); WARH]
Ji 7R, AL R u(NE IEAR). TR AR
+. — £ X-JEHIH. Wi37.6+1.2°C, 45.6+24
%, 56.4+0.5 d.3.56+0.27 pg/mli 43.56+0.27
ng/ L, 131.6+0.4 mmol/L, r =28.44+0.2°C. BP
i kPa(mmHg), RBCEH] X 10"*/L, WBCHH] X
10°/L, WBCHJ & b J10.002% 7%, HbFlg/L. M W] iff
AR N 4 )5 LLmmol/L, nmol/LEkmmol/LFE 78, A~
WA FHg/LEoR. 1 MBRIR, SUA T mol/LARIR, 1

AR H s T B A R, i, I R AR R
A, WEEA. BRkEA. BEA. LaiEa. 2
NEH /L, Safe ¥R (1 FHmg/L; #i%pE. 8. IR
F.RERA. CO4LE 7). AR, WFR. AH[H
M. JHGEEERE. R, A, 85, BE. dRE
FR. &4, IR &, Eassam. U,
LS Bk, 8. PURmER. JRAHJT. &, 4EE
A, YA RE. gEAEEB, YEEERB, 4iE
FBo WK, EA AT AR miE) . B B AR
K Zld. FORMRER . S, MR Hnmol/L;
Ky ME TR (R RIRR MR 4 EB,
Fpmol/L. FFE IR FAN A7 I . e, L.
Bi4n, VR0, 1 s; 22344, 2 min; 3/, 3 h; 4K, 4 d;
S, 5 wk; 61, 6 mo; L4, 7 a; MEPE S, HEPE S,
fif 1% 1 [ s HLA7 TU=16.67 nkat, X} %log, £ 4buv,
Horte %, JHL, A1 X107 gh5Xx 107 gz 2k
Mok 1 mgt50.5 mg, hrifUpkh, Byl limg, K&
miSUsmm. [E BRAC S AHTTe e Sy, 4
W RANE R, (H5R8 mgn| 58 mg/d. 7E—>
LA AL 5 AT 14 L ERIRLE, BlinR
e img/kg/d, T 5 flimg/(kged), H{EHE S
TN NG, ARG A BRI 4,
41, 2 min AN 4&2 mins, 3 h/A &3 hs, 4 dAJE4 ds,
8 mg/NJE8 mgs. AN H, 15 d; 157, 15 g; 104F,
10 a; 10%4 /K K, 40 g/LFFE; 95%5k, 950
mL/ LiEK; 5% CO,, 50 mL/L CO,; 1 : 1 000
R, 1 g/ LY EIRE BRI S (L B $36.8
pg/mg, SN H R 5 B 3R36.8 ng/g;
10% 41 25 8 24 4560 mmol/ LEZ100 g/ LA 254 ;
45 ppm=45X 107 B[R HE R AR (PR i 380 ) F
r/min, I Hlg; YRR AR LT, —H
2.5 it FHS (DR /NS (2)FRLE 5
LKEF;, Q)RR A SCTNG s (HFEATT
MR RBM NGy (5) B AN So;
(OFEABHI SN G (TYBEFR HSSCRHMA RS
P. ARG 2 b B P AR SO RUR -4 5+ bRt
Z2 K78 Nmean+ SD, %L +FrEVR Hmean+
SE. &t 2 3 P HI'P <0.05, °P <0.01(P >0.05
ARVE). Wl —2R b S —EP, WP <0.05, P
<0.01; %5 = 4P <0.05, P <0.01%%.

2.6 HF Ak M EFARMEGB/T 15835-1995
R T RE R R, AE b DOE W 23R
MPCEHF, Ak 8. =

www.wjgnet.com



ISSN 1009-3079 CN 14-1260/R

HFRENERE

2006FF11188 55146 55324

3157

ey DUICERTR . TLPYis sl A WINE. Siil2#
- R A BT R r 47, i1 000-1 500 kg, 3.5+
0.5 mmol/L&%. W& [ 2040 A e e i 0
PIREE BE, 91 4n6 3477386 000> 2 — [ K
AT — AN, RV e — AR E,
BT (R A BAS B A 3 22 78— A0 [fimean
+ SDJW 2% [ IR AL 72, — B LASDI1/32k
SENLEL, H14n3 614.5+420.8 g, SDIF1/3i5—H
Zo, VI A B AR, WOV S 3.6+ 0.4
kg, EZ MM EOF LR X, X Wi8.440.27 cm, H
SD/3=0.09 cm, IA/NERT G B 247, WP E
IS 3 /N B JE B2 AT A B DL T
TR, Mz, R, N T50E, K750
HE, WS AR TS, DT — 07 o A Wk, E (R
& €07 YHSZ JF 4 hoN)d. AR 1ksE
B, AR RGN, 1123.48, AN NE S, )
I 823, AN 1%23.48—~23.5—~24. 4 -] HFRH
BT RIBE, 1T E K ARMEGB/T 7408-941
5. 1198544 H 12 H, A5 {E1985-04-12; 1985
4 H, TAE1985-04; M19854E4 12 H 23120
4rS0F0 I 1985456 25 H 1014304 1k, S 1E
1985-04-12 T23:20:50/1985-06-25 T10:30:00;
M19854E4 H 12 HilE 42198546 H15H 1, H1E
1985-04-12/06-16, /-8 5 1£08:00, /T4
FEE16:30. 140 B A R R 7 Bk
E P RES100, T BB 101< /0 RE<1
000, B 70 BB /INEUS G AL, 43 38HE. /NS AT
Jii R BT P AP B o, A5 34V T 4% 1 /4 e Bz AFy £ = B
B0, i1 486 800.475 65. 523 () a7 A1 AN
#17!

2.7 A% EHF 5 BRE SR HEGB/T 15834-1995kx
RS VLR, AT ST i ) R H
REIA A HCF R R SR -7 SRR, IRAI
DOV 8] F 5 43 T, i JE A0 A SR By
AEF . A SCaing i SPGB P E - BEE )
UOHE 550 IF, 22 S0k R e — 12 S
O3 TF, R T Wb ST S, A)S . ZS . il
T S EBASE o, mE AR
T AT E; MRIRTF SR R AT, WG 5 &
PRSI —F, AEHT—ITZ R, b s
W T, W =S, S, A Bk
G/ AT i< S G U £ et M o
(e B, NERK, I15-FU. #3077 F &Il —H
LRI HRHME, PIMZ RS, SRR R
MRS, B3 om H B Ak
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3.1 A T WG D) S Wi SCIRR s A, B
WA €O, BT R AR e AN E IRk, AR 4,
20N T A, AN 264 7. i
“HIBIETT” B RIS SEARRR E ).

32 M WXEHERAEHEARL L, —BAELS
N, FERERTZ T LA I REAR S SC R AT K
W B, BEXS SCR N BT, RS AR sk
(AN PN SOA Th . 135 28 44 KR 4Z ok
KANHER, ZAEE N T RS, i sds,
TERE L) 44 2 18] 23 1R (IE SO 225 SCHIR T AN 4.
AR NHURSER A EHEUANGEEAC
X ICERI TR, 5 TR S Y, A (D
FRAN BTS00 (2)RFEH I, (3) 70 M /iR Hds.
IR CERRS, A ()R RICE; )X
SCE PR AR N AL VP v B 55 =T T L
VESZRY, B (DGeit 70T QERIIITRZ 2 (3)
ITHL FOREMBLSCR, (DR T (5)SCHFETTHR.
BN NDIHES R =T b A4, A
RERA TR E AR A NI ARG AN
B ER— AEE AICRlE A5 1

3.3 A4 AFEE 5 S ALK R 1M 5 S AR T
S Bc s, M. sKR, ML, AL
Bt BB = i b 48 A& 4E T 067000

3.4 FH—AEH R ks KIER, U3, 1966-02-26
A, b e BN, DUK. 19944F bt = 25 K2
Bk, Y. 32N R G 1 B
3.5 Aeeh R A kg ER HRB AT
BT H , No.30224801

3.6 B RAE A A%l WIRIER: i, 030001,
Va2 K ST RIS P 775, RIS BHG
rHut. wejd@wignet.com
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Wk H I Bz 1

3.7 XL HZ

R SCER AL Y R R, T R, S0
A LAANER L 105230 8 11, b O A% — 2
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PR “27 30T, 2AEE A R INIE 5. kX
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Abstract

AIM:

METHODS:

RESULTS:

CONCLUSION:

Zhang XC, Gao RF, Li BQ, Ma LS, Mei LX, Wu
YZ, Liu FQ, Liao ZL. Effects of Weixibao nizhu-
anwan on gastric precancerous lesions 300 cases.
Shijie Huaren Xiaohua Zazhi 2006; 14:

3.8 W LAHZ LALE300 o AT, AN LTS H
1 O 1) B 9 (0 7 e AR H ), B
PRSI RO B AR DR R B AS Bt XL
B PHEERTIE, A AT7 i, T
SRR I, B RS RARR L. PO Rk
5 bR e AR REALAL 5 RAL I B, %)
L DT C FRFAIE. it 00 S JE, I e i O
e PRI, 12 Wb dE. Qe ik o3 20, A £ />4
BEATIEBEVS, A1 2 0 P BN 15 B i
S IEWESY), G5 RN A T 2EAE IR, (04 T2
I, A 20F R, W LA A R PR, AR
BN HERA . BAK, BRI EE 4 I Rl g o
JIEAL B N2 A R B A X A e o 2
VRIS A UIME; MR TP, 5 NS AN
FPERIGAR), G904 4s, HERITC 1R I A
LA AR, H S A 0

i

H

Tk

gk

g

KR, midm 4, WK, S, MR, RE
B, XIRGT, Bk 18 400300 R ua Ty B e i
WPRAZ30001. I A& 2006;14:

3.9 EXARMERA 0515, 1 MBI, 1.1
MEL 1.2 75355 2 455 3 1k 4 %30, )75
TR S, 5 IS SR 240h5 S 77
R IESC IO R IEREI(D), (), 3).

0 515 WALFEIZIT R H BRTZAT 5 5 FeAbAH

KK R,

1 A Fe g ik TR, (R L HARAT 2256 1)
WF9EE RENS T 1% S0 T 10 7k I 2% A 4
W, CLHT R R 1 775 225 SOk AT, 556
SCHR BT s AR SO S i Sk
P R

2 4R SLHG & RN A HUR H B R R SRR,
145 F T N3 G i 18

3 aFa BRI, N HOG BT A ) 4 SR AR A R
AN A2 B S ROAR, AN YA K SRR P [ ot
A& BRIBCR R IE. RNV A RFRIRE, If
A2 HAT AW AE S, AT AN A ) 1E 3
B n] B R I N 2. RN R A Sk,
KW AEA HE 465 AR R Ui, ks —
S 2 R (ORI R4k, 5 1E S0 i B
M7 MR . BN B BRI B, DA
P T WS PR, T I BV AT IE S
B e o T ] e e 8 L A B DA N N =
Bl kK, g8—H— Mo n ok, an:
1 ZHEE RIBITHTG R EARAG. Ar - B: o
C:e+;D: s Er e Froees Gr oo kT2 @
O. W, O. A, AWTAEHARHERNTFS. Fiith
2 VT °P<0.05, "P<0.01(P>0.05/7E). 1]
—RF B —EPMH, WP<0.05, ‘P<0.01; H3E
HP<0.05, P<0.01. P{E & vE W] Bk 46 & 3L H
E T, I1P<0.01, ¢ = 4.56 vs X IRA1 S, VEAER
(28 7. R PR BB Af e, SLR TR
PLFFS NEER A BT, RN DL
JEIN N VA S B Sl = I N 9 2 =
A, -7 ARERIITEAR R, ANGeH 22, 7] E
& RENSIESCNERES. REAEHR=EH
t/min, ¢/(mol/L), p/kPa, V/mL, t/C *ik. B
TR AR, IR NS R R
DR R, IS A BRI EHUTEN I . &
B K/INT.S emX 4.5 em, D528 WU e 4% Ak
IR TE ST, AN REAT FH 2R

s BUl SN E T, HEHENNR S &S SR,
fEFF.

4 A Bk ATIRH T gafidibl” 1% 7
2, BIVRLSC b H I B R A 0 i 5
PEAE R Py [RIAT 1 47 O R 3R AR S 5T 18 S0 4R
T IR, IR SO I AR A AT 4
SR . ey k44, WITEPE “Pang
et al” WA EARIEMIS S, B IE SO AL S
BRI IR, WIFE %R IR AR A AR
U3 AR R e e RAA SR et alPPHA R e
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PCRUFVABUENE 7. SCR P 515 1E SCRUAR B
5 ST IR 5 R 7 IR 4, 0 AR S8 U7 v L
BR8], FT 5122 SClk 20 AIE 2-3 4 A% 0o Tk
#E, 51 HPubMed it YY1 1) SCHR I 9 SR,
TR B 5 LI SR R _E 43 24T B, A5 PMIDZ

(LTI, HWUF 9 5 k1T, IF25 NG

W. 7551226 S0 U oK R WIPMID 2 5 ;

JEPMID & 5 {14 393 1) 75 ] 3k (R 2 SR 2 2 £ BR

&, W E SO EE). W e, AR (A

AR, SO, T4, F, 45, & - 115, PMID

T PR S, EER G A, B4, BIK, K

K, iR, HRRAE, 4R, S BT- 1k 00 25 30kkEg
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4 KRR

4.1 BAEH RF RS P 118 2840 B %
MipR. A AR (DRIECER AR 25
()7 AT 225 2 A5G 2R 38 R PR R 2 R
Q)T B B i SOF R EUR R, P
FRITTE AR A, DA AR B R R SOER
FERCSCHTFURRCR, PRIESCTT B 5 (481 Bl THAE
FHEEA . ik AR AR IR Gl
AR N AT AR H IR, 1B BOF &R
B HRH; (5) T I RO % T b 1 o A A s A
M) St e R T AN I B ) 2 B o R N 2445 (6)
SRR R B A A A AR B (K HE A4, PR UETC
B, RS LA AL A AR IR L, T BRI
A 25 PALRHETES (7)RECRE B I BRI HL 1 i
HY RS AR 45 A H G B0, DT A1 R AR 35 7 45 %
EETGE

4.2 FREAR PRI 207 FAT & K I i
PR, BT R AR B 4 ) A A R R
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BERRI, AR T LS H 25K B3 1) [RAT & X 44
F AR DA 2 AR A AL ) d AR N, 2
AT G2 R R AR KL T 241 mo.
4.3 FA KWEAT GRS . 247 FAT K
PEHT, BRI AR ML R R TR
x. BUIERE. BOSUG T . BRI
KR EER T RE N, KEGTHG2AR
FET 20 FRAT A ().
4.4 5B KA RAT ERH S, ININE
T BB AN FE M T I, 2 T g A R R
fi ar Ml VE# BATIE . MR R IR 1E E 1B
I, AE3 20T 1 mo PURHE SO IR AF 2 ik A
T [P RS a2 [, A TR B A AL B
4.5 B R IRRGEE ZHIAELTAN, X
Tt AR A AL AEH AR A PR A N AR AR
W g AR LA SR T B BRI AS IR, H N B R
KT (IR N E) XX, H0): i
1 Gt A T Py A A R AT AN N
PR R EE Bl RS (A N e
B GRS I R R, K RAUE AT BT A .
G ES R SRR (P EEARIA TR
i SCAE s S A RS e 1) S Ak
BRI RAG; VE# AVFZCEREE (fh2SC
)« Cfer LB S P B S ) L R
Crag&) « ChEAY AR SEE R4
AHIR A 510 R RGOk,
4.6 BAREE ()BRIR; Q)5 135 J i Ak
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GEiE oAb, 2 G5 IR 3 e, BUH, 4 2% k.
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