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Abstract

Cryosurgery is an important treatment modality
for unresectable hepatocellular carcinoma
(HCC). There are different forms of cryosurgery
for HCC including intraoperative cryoablation
with or without excision, laparoscopic liver
cryosurgery, percutaneous liver cryoablation
under the guidance of ultrasonography, CT or
MRI. Cryoablation, as a local therapy for HCC,
has certain advantages over other forms of
treatment. It is able to destroy only tumor tissue
in the liver while sparing more noninvolved
tissues. Tumors close to the vessel systems can
safely undergo cryoablation due to the warming
effect of circulating blood in large blood vessels.
Liver cryoablation is more effective than
surgical resection for multiple liver tumors.
Cryosurgery in combination with transarterial
chemoembolization (TACE), alcohol injection or
®jodine seed implantation has a complementary
efficacy. Clinically, cryosurgery for HCC is
performed according to the following principles.
Intraoperative or percutaneous cryosurgery
may be performed for liver tumors <5 cm or <
3 cm, TACE for liver tumors > 5 cm followed
by percutaneous cryosurgery. Liver tumors > 5

www.wjgnet.com

cm with an irregular margin, may also undergo

intraoperative or percutaneous cryosurgery

followed by alcohol injection or '“iodine seed

implantation in the margins of tumors.
Key Words: Cryosurgery; Hepatocellular carcinoma

Xu KC, Niu LZ. Cryosurgery for hepatocellular carcinoma.
Shijie Huaren Xiaohua Zazhi 2008; 16(3): 229-235
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Abstract

The incidence of chronic pancreatitis (CP) is
increasing all over the world. However, it is
rather difficult to treat it because its etiological
factor and pathogenesis are still unclear. In
recent years, the rapid advances in endoscopy
techniques have provided new treatment
modalities for CP. We, in this paper, describe the
present status and advances in endoscopy for
CP as well as the problems and difficulties, thus
contributing to the treatment for CP.
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Abstract

AIM: To explore the effect of anti-sense c-myc
oligodeoxynucleotide on the proliferation and
apoptosis of gastric cancer cells transfected with
the fragile histindine triad (FHIT) gene.

METHODS: The FHIT gene was transfected
into human gastric cancer MKN28 cells through
liposomes. The antis-sense c-myc oligodeoxy-
nucleotide was transfected into the FHIT gene.
FHIT gene transfection was detected by RT-
PCR and Western blot. Expression of c-myc

was detected by Western blot. Proliferation of
gastric cancer cells was determined by MTT.
Cell apoptosis was detected by AO/EB staining
and FCM.

RESULTS: The expression of MKN28 cells
transfected with the FHIT gene was observed.
However, no FHIT gene segment and FHIT pro-
tein were found in the cells transfected with void
vector. C-myc transfected with the FHIT gene
exhibited significant inhibitory effects on the
expression of c-myc protein in MKN28 cells and
induced cell apoptosis in a time-dependent man-
ner. However, the inhibition rate (F = 177.480, P
< 0.05) (F =41.500, P < 0.05), apoptosis rate, and
apoptosis portion of anti-sense c-myc oligode-
oxynucleotide for C-myc were higher than those
for FHIT" MKN28 cells.

CONCLUSION: The expression of c-myc and
FHIT oncogenes plays an important role in
suppressing the growth of tumor cells and may
provide the theoretical basis for tumor gene
therapy .
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oligodeoxynucleotide; Transfection; Apoptosis; RT-
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SR HEFHITAR G, MKN284a it 2]
FHITA B X EAFHITE G, Mk Lom
RO e o AR 28 i R Ae | B]FHIT A B
N BEAFHITE &, #Fc-myc R L% R
J&, SFTMKN28 28 fitLc-myc 8 & ik A B 2 375
VER, JF 200 289 B AR #iE; c-myc asODN
SFFHIT™ MKN28 %8 figs 7 4] £ (F = 177.480,
P<0.05), A= FF = 41.500, P<0.05)F= 8 =t
5] 8] . 2 FFHIT MKN284m fitL.,

518 J& A R c-mychy Kk 3] IS FHITA B
89 FGK T AR BERGR IR m AR R, h %
A G IT AT B T B A,

REEiE: Mtk HE IR =K L c-myc B HEE;
gy AT B RR AR

N, EDTE, BORER, PR, BRE, BRI RN c-mycE
ZERNELFHITE RS BMBIBMKN28HIFIN. BFLNHEL
ZYi 2008; 16(3): 240-245
http://www.wjgnet.com/1009-3079/16/240.asp
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i 98 1 S TR YR T Rk T IR YA T IR T ST R
a9y TR IR OR S, VF 2 e R A
P LD R I, H R R s RE ) R AR AN 2
SN2 510 2 BRI S B, ek )
325 0 1) R s S R ) o 8 6 3k A iR kAR R e
s T mEEE AR ME 4L R Ak
(fragile histindine triad, FHIT)&E 4\ g 2 i
AL, c-my e OB A AR SE . Ak
06 0 o BE DR A e I e SUBERZ AT IR B R (antisense
oligodeoxynucleotide, asODN), [FJH /0 2
i R R e A, WS X TR 4 i AR K
FH TR 520, PR L RIEE 5187 IR IR 280

1 MRS

1.1 A N w0 R 40 i RMKN28
K R AR AE IR IE BT, AFAEFHITHE A 1) 46
KGR  c-my e HE R KA. 100 mL/L
/R MG M DMEME;FR 3L, 7537°CL 50 mL/L
CO, M4 M 15 FRAH N BEAT R 9% FHITHE A () 5
HEAR (G FHITH N 555-8 MM 1) Mo s 44k
PRC/CM V4 26 B Z AR M 7 K%K . Huebner
BT B c-mye mRNAZE A & T by
AUGJR4N B T4 flie-my e o X5 1R B
5-TAACGTTGAGGGGCAT-3', XJ & i 1) 5
2 IR AT A A AR R A A i ( Efg A2 TR
VTR W), g e85 55 Bt DM EMES 55 5L 08 1
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FHEGIBCOA H; JIEFifALipofectamine 2000/
FlInvitrogenA #l; S RNA/DNAFEPEAF &
RTIEGAIG . PCRIAHGEIY T Sigma A 7] Sht A
FHITH e BE BRI T3 M Zymed A A5 Sbi A
c-mycHU A T U - A .

1.2 7%

1.2.1 FHITA R4 358 5 kmintkinit: T
24 L N BEFPMKN284 12 X 10°, 37°CH; 9%
24-48 h, P4 MG BEE90%-95% I, H T ML
DMEM#FEREYE P i, $% B Lipofectamine2000
A FH 0 IR A, e 3 0 U A R 4 R
TRARIIRA M4, IR, brid
FHITH R QL4 S8R, WA MAG Fik
Lo D0 B NG G T DM E M)
IRk, aREE R4 h, B4R, HH e R R LAk
SERTIR24 hig, TS G418 E300 g/LIHE
FRIEHAT I I, Fa I LA A AR T I, FAAG
G418 JE M 150 g/L, 4kE:0iik14 dJm, TBIA
Ji v I, O A v I R A N 96 LR, FH AT PR R
AR, BRI e AR SR IR L AR

1.2.2 RT-PCR: $% A7) & U0 B S HUAH L A RN A
Je Ay e DNA. B _E#g2E T4 PCREIY), 5':
5-GTGGATAGCGGTTTGACT-3", 3'ii: 5'-TAC
AGAGGGCTTGATGAGA-3', F#IK: 297 bp.
PCRMNAKRZR2S pL, KNVFEFFUTE: 94748 13
min, FF94°CAZ1E30 s, 52°Ci k30 s, 72°CEHkl
min, fEF307K; 72°C £ S min, 4°C{#47. B4 uL
SN, 15 g/LE el ik, 240060
FEASOUWEE, R SAG o3 r R AT &.

1.2.3 Western blot: JIAZH MR, Z4A% 40, 25
OFEUR L e, BFE, kB En, B B
M11.5 h, R BT NFHITHUAE, 4 Cib e, Peli s —
P, il 1.5 h, YRR, IAOCH, I, W52, 5.
1.2.4 B L c-myciizir ik 4. ¥FHITH K F
SERIE A (FHIT® MKN28)1 X 107 F1 % 4t
2 AR IR 4L (FHIT MKN28) %3 5l 22 Fh 1
250 mLEFFRI, 840 M il B2 15 50%, FJC I
DMEMK;FREEVE M. BLHIRA: i m
DMEM; 7= 5EC I £ 4100 mmol/Li¥je-myc
asDONF400 pL, #B: #20 uLI¥Lipofectin
2000 AT DMEME; 723 L 5200 pL %
. ¥ Lipofectamine 2000 FH 1t B L & VR &
WM, P IE &G M iE DMEMB: 77 4
{fic-myc asODNZYK [ 24 10 mmol/L.

1.2.5 #$ G c-myc& & ik m w2 F Lk g
c-myc asDONJG 4l I 73 44, 43l E5 9724

AR B A 0

FHITHA B % 5 4
JeR TR %
S EE A, T
e 72 2R 5 M 5 4m
Ao A AEFHITHA
B & 2 A = B s
FHMEE T, X
oL R e R
KR A AR
M ERKE AR E
Bk & . B AT
FHITA E A =
a9 AL R B A
FHIT A B 4247 3
Fcaspase ] i
BB X —iT AR
W Rk B &
vy 5 ) A AF T
#—FR.
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Wi £ B
E A 285 FHIT
FHIT A R it & ik 185
A B C D E

PR LR R
2 ~FHITA A #
B
WA K, 1t RAER
Ry AR,
) B R B 2R
B F b SR AR
TR E A

A B C D E JEDNA
1 RNEMKN28ZBfE ERNAIRENGER. A—C: #4LFHITH
[RIfF3-MKN28AIU 7l D: FeE2S BRI Ani; B: B A=A
MEKN28ZHif.

B-actin

880 BB

300 bp
200 bp

FHIT

A B C D E F

2 REMKN28MBFHITERF ERRT-PCRIEMER.
A—C: BEYLFHITEK U3 S MRN28I T D: st
PREZENY; E: BFAERIMKN284AI; F: DNA ladder.

48, 72, 96 hjF A4 iil. $EHUE 1, Western
blot#Mllc-myc i ([ 2Rk (AR .
1.2.6 MTT % 447 2m i3 78 HOW £ K IFHIT
MKN28FIFHIT MKN284H fitd 53 5l ¥ b -T-96 F LAk,
AN DAL G, S B AL I N TE LT R 73, s
N AN ZKE 2410 mmol/L c-myc asODNAF110
mL/L Lipofectin 2000/%) JCIfiL i #5775, 24, 48,
72, 96 hja i, fEfLIMAS g/L MTT(MU
AR UM 20)20 L4k 85974 hin, W2 st
FEW, FEFLINAL00 pL LT A, BEYEHR20
mini, TR SRS RSN EA 508, THE AR
Kbl Ze, AKAEIZm A WHZ%) =
(O TR ALA - S 50: FLA M)/ 5 LA B X 100%.
1.2.7 AO/EB# &.: 73 WA Yc-myc asODNJ&
24, 48. 72. 96 h FHIT™ MKN284 1, i k4H
Ji BB, BN AN B I95 L, INAAO/EB 5 L,
AYJE U TR R b, ST RIT490 nmiik B
K2 e A NS R, 1E9 L B
BE T LS AN A% e £ 5T St R 1 2 A%
Yt JFUA R AT (A,
1.2.8 A w51 4 B #% Bbc-myc asODN
J524. 48, 72. 96 h FHIT" MKN284il/itJ, 750
mL/L Z B[ i, it M AR, 45 25 20 40 g
(T35

it Ab3R 5 HISPSSE il i ab B, SR
J5 2o 2 S W . P<0.05 AT W e

2 BR
2.1 # #PRC/CMV-FHIT/&, MKN28 43 JLFHIT A&

B 3 REMKN28MBIBFHITEBRIABYWestern blottiNl4E
R A FERMRN28YH; B: By sk, C—E: #
ZUFHITHE A HY3 MK N 28R T .

c-myc

f-actin

0h 24 h 72 h 96 h

48 h

B 4 %Fc-myc asODNEYMKN28LBIEEYWestern bloERE
Me—mycIKF 21k,

B K BERT-PCRAEM % JLFHITH: [ [FIMKN28 4
PRSI B F HI TS DS Fr B, e G 25 84 S BT 7
T 8 it - D A A 0 B FHITIE DA F B (E1-2).

2.2 # #FHIT-PRC/CMV &, MKN28 2# . FHIT %
G 8 &k FEYLFHITH: R MK N2 841 it m] 6 il
BIFHITH A RIE, 1045 e 8k J SLHT A R4
L D) 247 A K 0 B FHIT 28 1 1 2 5 (13).

2.3 #Fc-myc asODNEMKN284 i #gc-myc
&k #:Ytc-myc asODN 0. 24, 48, 72. 96 h
Jii, MKN284 i £ Western blothar il 45 R B, #
Bec-myc asODNAJ B 2 FEAR 40 L N c-my e ¥ &
ik, 7672 hjih milg. DAARH: Y40 M (s 440 hi 48
Jfl)c-my e 1R IE K- 41100%, e 4k24. 48,
72 96 hitjc-mycH FARIE K730 72.1%-
56.3%. 18.1%- 30.6%(¥4).

2.4 #Fc-myc asODNJG STFHIT MKN28 % it
849 38 75 R RL 0 %ol MT TR I 45 5 /R 409K
J£10 mmol/LffJc-myc asODNXFFHIT"” MKN28
gi M 3 A — s AR K IHIE H(F = 100,123,
P<0.05), ¥ Ytc-myc asODNJ572 hilshilfE ik
i, c-myc asODNXTFHIT™ MKN284f g i1
] B TFHIT MKN284II(F = 177.480,
P<0.05)(5).

2.5 R T R A IR 5 SR R,
FHIT" MKN28#{FHIT MKN2S4I it (14 1% 1
BIHEFE = 130.606, P<0.05). ¥ Ytc-myc asODN
J A0 M R T A B T 172 hak B v g, H
FHIT" MKN2840 i T 5 AR REAN I 0] B3 s 1
FHIT MKN2841 ffii(F = 41.500, P<0.05)(/6).

2.6 Mo T ey A FIE AO/EBY 4 L T
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50  —e— FHIT* MKN28 40 [ —e— FHIT' MKN28 Bz RAEE
—O— FHIT MKN28 —O— FHIT MKN28 FHITA B TH# &
a0 L MKN28 47 e 5
30 - F AT R = 1E A
£ £ # ARG, A A
s 30 B FHIT A B X —#F
E E 20 M, T —Fa
& 20 - 3 SCFHIT Ak B 4% 4
= B B b
10 10 + I3 AF 98 a9 AF A A&
i R, XA NE R IE
HBIT AR T A

0 L L L L 0 & L L L L ,“&J‘i&
0 24 48 72 96 0 24 48 72 96
t/h t/h

5 c-myc asODNIIFHIT*~ MKN28£RREBYLEHHNEIZR.

Zve-myc asODNXSFHIT MKN284H i i 134
A A HEVE T (P<0.05), B I A (R 42 K
PFIT IR GOBR B {2, 7E% Ytc-myc asODN 72 hifx
M. #Yc-myc asODNJ5 AN R i), FHIT®
MEKN28 T 513 B (2 K T FHIT MKN284i fifd
(P<0.05)(/&7).

3L
FHITHE R JE 19964E0Nta e a/"' 1 41 & il 4k
Ji(exon trapping)ffi & 3 7 B H R 1 N RIE A,
A A 3o 400 R B, R BRI e O LT
Z R R i RS Bt 4
FEEL B AR AR R
FHITHA MG ALK, F a0 RET.
0 5] Jieb 98 A A DL R AR v i JRE A PR xS 4
TAE OB 25 e i, PR, FHIT BN Ok
Shy TR 3 DR Y 7 1 B A i (O R R g
FFHITS AMKN2841 i, iFEsXFHITH (A Al
TP Rk, HPJSFHIT MKN28YH T 54
TR JR T2 % ) W] B Tt L UM FHIT A] fg ik
MEKN2841 L i T- P il A [RlINf 4% S FHIT
SEDR R, AR H IR U8 T R AR A 1 1 Al
HIRIE. Ishii et a/ B FHITHE K5 Je A\ £
IR, K3 BRI RAEKES
5 AR, I U I FH T3 [R5 5 40 M 08 1 1)
VE I 52 22 Bl DRV 25 5% W W] 6 6 350 2 b 97 4 i
AR YEFHITHE K 3 3l 98 72 i 40 75 1 AH D¢ A
U ST B 0 A g R R R A R IR R
EAHESA IR, BT, FHITEREE T
HUHI A B, O AR B, FHIT &8 5 3)
caspase SIRF21A 40 M 5% T FHITHRE K 4
A3 8 TP T R AR S AE I i i v A7 W 8 [ 3%
R S ] A T 2B

c-my ¢ J5UJ JE DR — 4 1 40 1 1 5E AN 53

www. wjgnet.com

B 6 c-myc asODNXFHIT~ MKN284BIE)E T REVRT 40
A DHTESR.

A 1) D g R BT, g i ) 02 25 5 i i ) 3913
97 g L) S A FH DR -1 XRS5 DR 7). o e
JHO PR A RIS B AT R, AT G B R O
TIRCEAR . 43808 = AR, {fc-myct I
T FERIE, RT3 B4 A ) TG B R A R T A
M 51 &P i N . . 4
Ty JH g S5 bR vh 38 AT R I e-myy o) S i Rk
IE/S
asODNEIARI A TG mie— B fig 5 A0 MY i
FED E AN AL IR, A B DR Rk 32 W, A
I A iR R A R ERTEL HEE, B0
R IEasODNYE & 1 SEI ST, IEAEREAT I
IREES:, WO T HoMg i L5 i R S i
FP WY R B, asODNYETE M 4 1FF,
c-myc asODNW] LU i Flle-myc mRNASE &4
ille-my LA Rk, Fiilan i i A, SRR
R0 i PR 1RO ARSI £ R R IR AR A
S Yec-myc asODNJ nHIHIFHITY MKN28 &
FHIT MKN284H Jf (19 458 3175 S M T, UEsE T
c-myc asODNX 5 41 s RMKN28 (140 e 7k
R, c-mycfZIE T, AT BT e 40 i i
TGRS 5E, NI AT A AR e AR PR L 5k
g c-myc asODNAEH]Jim AN [R5 [ () c-myc 2t
3 LA SORE N (1) 240 J A A A o 23 SR T R A
SEEGH G BoR, BE RS S K R ] R
K, c-myc asODNAE H DUFE 4L J5 2572/ INisf A
ek, Ac-myc XYMt T 254830 )
DL gk AR S B TFHIT 5ce-myc asODNI
PUMIRAE & A WMBNE, c-myc A B S
FHITHEDS (TR VR, — 3 il i A R 1 i
TR AN A0 M A AR P T4 . Sard er al’k
BUFHIT S AW T 2 pS3 AR E 19, FHITI
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[ BACK L
S R A PR
R AAIEAZ R )
%A mAk B AR
R TE R
ERVECS ROE 8
I AN RS A B
R ALAT H AL F A
M d 5 g e A A%
M B AR B AF A VA
FURIEE il
ik,

7 #EFrc-myc asODNREFEAC/EBREAY20 x 205 &8 F4ESR. A—E: FHIT ™ MKN28IU/E0, 24, 48, 72, 96 h;
F—J: FHIT™ MKN28ZHifd0. 24, 48, 72, 96 h.

ST &S caspaseldll # 5L 1] S c-mycA ok
(K T A pS3HCHi Y, I g L3 I Fas/APO-1
PP TR AR S EIPY, 45 BLA B Re-myc asODNX}
FHIT" MKN28 ) A= AR T 0L 1 A P A,
K ARG IR R AL T B AR M. U FHIT A
PRI AT 4 iRy MK N2 8 24 i xof AR AR 9 14 FH 1 ek
P, FIFHFHITHE: KX — R, v 2E— D5 FHIT
DR QLT G o 29 e e IR ACR,
XA R TR V67 S 44 19T I S .

AL S RAUFSE TFHITH B Ke-myc
asOD N ¥ 41 MK N28 [ 3T /5 1, [ i
SR —FH A N R X —ER. SUBFHIT
HEDA Jec-my e 38 m] DAAE A — AN LRGSR 48 A1,
T I I P B A o R R S e R DR B YR T
JiR AL T S A B
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Abstract

AIM: To study the dynamic changes of
plasminogen activator inhibitor 1 (PAI -1)
mRNA in the process of cholestatic liver fibrosis
in rats.

METHODS: Rat models of cholestatic liver fibrosis
were induced by bile duct ligation. Rats were divid-
ed into control group, 1 wk, 2 wk, 3 wk and 4 wk
groups. Liver pathology and fibrosis degree were
observed. Expression of PAI-1 mRNA, MMP-2 and
MMP-9 was detected weekly by ELISA.

RESULTS: Histological examination showed

that the degree of rat liver fibrosis and the
expression of PAI-1 mRNA were gradually
increased with the prolongation of biliary
obstruction. The expression of PAI-1/B-actin
mRNA in 1 wk, 2 wk, 3 wk and 4 wk model
groups was significantly higher than that in the
control group (1.53 + 0.01, 1.84 + 0.03, 2.06
0.04, 3.62 £ 0.04 vs 0.72 £ 0.02, P < 0.01) and the
expression of MMP-2 and MMP-9 was elevated
in the first stage and then declined.

CONCLUSION: Dynamic changes of PAI-1
mRNA expression are closely correlated with
the formation and development of cholestatic
liver fibrosis.

Key Words: Plasminogen activator inhibitor 1;
Cholestatic liver fibrosis; MMPs; RT-PCR
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activator inhibitor-1 in the process of cholestatic liver
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0.02, P<0.01), mMMP-24=MMP-9 % i% % &
)& T,

Z5i8: PAI-IMRNARK A EFH AT, &
R FH G R AT A T R A R
*.

www.wjgnet.com



ZfBHH, F. PAI-TTEASI ORRMAF AT 4ECTER P EVRISZE L

247

X 1 BB RS M SR BRI R AR
Fra4l; BERESBERR, SRR AMmER
In

ZRR0E, 6, AIEXK. PAI-TERSIBHRERMFAFEICTERR
PEIRDAE L. WRENBIZE 2008; 16(3): 246-252
http://www.wjgnet.com/1009-3079/16/246.asp

03I

JFEET 4 Al 2 I 0T 25l X 35 i 550D 1 4 45340
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T BE AR, A2 % i 18 PR 0 1) A 3 2 )
ohEVERYY, R R 40 0 A0 2 B (EC M) LRI
B BT ST FR G0 VR 1T 5 4 s R 1
(matrix metalloprotease, MMPs)i% ' FTECM [ fi#
(1) SCHE R 2%, /6 T E C MUY 42 R0 4 e 7 24 55
AR A E AR, 5 AR i R AR R
J DA SN T AL £ i R A A A
(plasminogen activator inhibitor-1, PAI-1)/& £F-¥%
FRGH) T BANENY, S PR L 2T v Bl O
Ffll(urokinase-type plasminogen activator, uPA)fll
ZH ZA ) 215 8 )L B 77 (tissue-type plasminogen
activator, tPA)L — BN, nf DUV |
A A HuPARIPA RS PE! 2. W 4EPAT-1
mRNATENHV R FE 248 % B (1 3 2281k,
A7 By T i) B A JE IR RR P S 21 4E A0 TR 1 1
YEHI.

1 #RIR75A

1.1 #4 SPFZSD & K63 (1A #260+20
), W il s st S A IR SR AR, b
T o s 24K 2 B e e e e S 56 ) 4 v L e 7
R R U S (g B — AR A ),
W& 2RI IR AR A F); HES
VR AN Masson G2 i (L LA 5k Fl B AR A A PR 2
7]); MMP-2FTMMP-9 ELIS AR 7 £n( 1 i A
BHE SV A R 2y 7]); TRizol Reagent, AMV RT/
PCRKit FTDNA Marker( L3 Hi g 2 A W RHY
AP F]); DEPCHIE I HE(Sigma); &7 7N
BE(_ R —) ), 519 il Re DR 2R R
FAT BRA W A, KRPAL-1_E514): GTGGT
TCGGCACAATCCAACAGAG, Fif514): GCA
ATGGAGGACGATACAAGAGGT, B-actin_[-Jif:
TGTGATGGTGGGTATGGGTCAGAAG; PB-actin
N TCACGGTTGGCCTTAGGGTTCAGAG;
DY 89- 178 M ) B 3 51 ML A 7 B 2 L2
AT AR 25Ol Eppendorf 2 ] ; PCRAX
(BIO-RAD); RNA/DNA calculator(Pharmacia); #t
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1.2.1 #AER 2 2h: SOCER[22] R H IR 4540
SR ARNE T AF AR Y R 25 fr A4
7K12 h, imih R EEET 100 mg/k gbRIVE, & LK
R P, VI I R 2 D) T R IR, SRR H R
B, T £ LR, R RS, O, R
TR 5 85 T B R B A S, K.
FIER wka, BEASABENL AT wky 2 wk.
3 wk(5%61), 4 wk(12); T R415 M1 wk.
2wk 3 wk(%6H), 4 wk(10 ). LUER R Sl
ipMRIFE(2 mL/kg), BRI, 2055 25 1
1, -80°CLRAT 25 F. B NERR 5, T HHA
PIEL1.0 emX 1.0 em K/ 2280, 40 g/LH
P PR O ] 5, A L o 2 U BRAS Y,
FIHE, Masson#t (4, & FHFAIZUT A T E 7,
-80°CIRA7 5 Hl. 275 SCHR[23] 1 7€ 4T 4EAL AR S
O ARIE: A X YR TG A «-7 ;1
A JE A BN 1/3BLR O <+
1/3-2/3K “++7 ;. HRF/NH2/300 ER “4tt”
A “+7 1, B AL R
1.2.2 RT-PCR: FrAZ-80°CHRATII K RTFAZ,
5% A FITRIzo AR S RN A, K 230606
FER I e HoA i S 2B, WO BEAE1.8-2.0. 1),
PCRY"1, 49 pLAA &: 1 strand cDNA 5 pL, 10 X
PCR Buffer 5 pL, dNTP 1 pL, H %L E 755
%2 pL, B-actinlE 1 EE %2 pL, H,0 29 pL, Taqll
1 pL; PCRAGFR G At 95°CHiAZYES min, 95°C 30
s, 60°C 40's, 72°C 1 min, 30YXfE¥F, 72°C 10 min.
PCR“HINAE T 204/ LI R B eI, vk, 44
KT RIS, BER AT RGN, TSGR
GG BB 53 A7, TS 2IPAT-1/B-actin mRNA
(IR Rk
1.2.3 ELISA: H{—#B4r 418U & T A, 2
Jii i N-80°C IR AT, P A #L ERK 45100 g/LiF
A1 SIHRE T E T, 4°C, 2000 /min, B0
10 min, fF4HIEE LT, 20 C AR, & H. AR5 ™
R FAR T UL TR AEE.

Gt F AR KA R PR Dimean £ SD#
R, VR TORSR PRI S, S50 T8RRI R RIS
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WA # & 2 s, AT, R IR, BRANN A BEERP<0.05, P<0.01), A

A3 A e
A AR T A Y
AT A A2 P
20 2R gk B
PAI-1. MMP-2.
MMP-9 % AL HLAE,
Z ILPAI-1 mRNA
REBEHEE
t, LRkt E5
A 7 AR AT AF
e AT Fe B
A *%.

P2, 2-3 dfa REHIUIMER T, K
JG7 d, HBURER Y. Ha. BRGSO
I, MBS Y gk, A BE I ARG, gk
B, REREP K, SETeagea, Bl ) GE K 3% 4
L, 5534 J5 R B 2R AR, 4 wkaR TH 245 K
FE. g R, KERZET3 0, KEAEL wkHZE
T2 K, JETR D, S5 LM TE T8 IRy 1k
IKEIE, 2-3 wkIBFET™, H4 K RIET=3 0,
JEBET AN, AR EE T WL A0 H i A
TKEE.

22 FFALRumB ey s AT HER G BoR, BT
ALK BB /N 5 K T T, H 40 B 2 HE 2 5,
SRR, BFSRIEN, AR SE RE . IR 1A
AT AR bR AN g A=, T L/ ) S N AR
Sekt; 2 FRE bR 4 ik — P A, JoER
SRR, ICEXEARY K, &) /N E
i, B AR PR T e 20 B ) A 2T 2 4 20 28,
940 W A L R SRR D 53 R B AR iR
B A NIEEE, SR YERE AL, £F
YeH LY R BE, SO s /N G54 A
LR T, A AR EOIR, 2R I,
KIS R PURR, 1238 A2 50 0 2, JFF40
IRBEFN 58 40 BB e 2, 40 1 5 08 A R /)
AL A sk, T 440 e R 2 AR 4 4 1 (18
1A-E). Masson#e i, FFEF4Efb 7 g, bt
JIEL A BELJE Isf IR) PR HEE K, T A AR 5 32 3 o o (1)
1A-E, &1).

2.3 FF4L2APAI-1 mRNAK A 3 A& E 4L RT-PCR
R4 R R, BF R4 PAT-1 mRNARERAK
(PAI-1/B-actin mRNA 4j0.72 40.02), i #5-Hsf i) sti Ao
UG HEAIPAT-1 mRN AR IA KGR BH I (7] 4E K
T3 (PAT-1/B-actin mRNAK X A1.5340.01,
1.8440.03, 2.061+0.04, 3.624+0.04), 5T R4A
EL AL, 4% B 7] SRR 0 20 PAT-1/B-actin mRNA i
FHINP<0.01), - INFa] LB A0 B2 2 [R]PAT-1/
B-actin mRNAF {23 2 7(P<0.01, [£]2).

2.4 FFAALMMP-24=MMP-9% & 4 E 3 5 T
ELISAVEA I 7~ MMP-24K (14t fE L BH 28
1wk S 25 190, HL Bt A A H 28 I ] ) 3 K32
RN, 3 wkIn ik BIEAE, 4 wkiN AT R FE S
TR AL, I ) OB 2 3 3% 22
FE(P<0.05 P<0.01), 1fij £ W [A) s B2 0] fi 4 2
0] E 3 TG ik 3 72 7(P>0.05). MMP-9%K [1 & e 4F
JEAEBHZEL wkitf B2 3800, 2 wkik SEEAH, M5
AT N SETARA SR, ] s i

TR FR 2 2 o) TG 0 3% 72 7 (3R 2).

31118
TR ARG AT I SR 4 e YOS A F 4k
hAF I, A N AT G R A AN TV AR 1)
R, TEAIRFEMI . FHEE. TR
TS ) B HAMRIFIY, LT S Y (PA) il it
PA-£TH I -MMP s S N g 4, fe & n] =2 3%
A B FIMMPs, 5 998 & B IRECM % 417
FIEE Y. PAL-1FIPA 1 4T R G i T2
By PR T AT YRR AT R G DI REI I
AT S 1 I A R RN AR IE LA PN I S . T AR
JFF I £F 4 A0 1 ek R A s oo 1) 2K 1 4 it ik
s B BRI REEC MR & s in ™),
FFERTH N UTRUE AT 44l 21, Mg (e gt AT
JUE £ 4 A0 R REAL P B, PAT-136E D] o 2 T LA
GELE LT AL HEREE, T/ B uPASE IR R b T
R B NE il A SLAB AR ECMUTAR, 5
REFYEALTE S, MR 7 5 10 5 G g i T
JF I P AT- 155 D 1 2 T8 7R I 2 4800 5
TS YRR WF 90 R I, 0 JH 453 40 5 0 0 A L TR
A 30 20 200 B2 O B, BT AT 5 S PAT-12E K7
1z SR KT (A3 P8 2 TR B, T T AR I PRI 9% Al 5K
W21 LI R PAT- 1 (RIS (R B JH 2 4
N E SN

JHFET AL (R 458 02 2 K, Horh e R
2 JH AR 40 i (hepatic stellate cell, HSC)7E 1L,
A R EECM, [RIG, HS CHBEE A& fF4F
YA R A R SRR UL R, A2 R IEECM
) B A A S RS R I, B4 B K
HSCH] LL#ikuPA, uPARFIPAI-1, fEHSCIFHAL I
B BE(7 d)IF, uPA mRNA S8 FIE Pk 21
U, HSCHE AWM Ja W BE(14-21 d)B, uPA
TR R I, TP AT- 13 M U)o 1 e 4, oo
CCL,7% T I KB 4eAL s £ W, (E4F
AL T 5 5351, uPA, uPAR mRNA [543 5
2.8 F11.81%, 1MtPA. PAI-1 mRNAK KA
A5 BEE AT eI R, uPA. uPAR. tPA.
PAI-1/f)mRNA KL A N, {HPAI-11 1A 5
W &, Western blotZ) #7 5 i — 50", FEF_EiRHF
T, HEEH A, uPA KL LE LT 4 A
[ Bt G A FEER. 7253, uPARTREREHSC
T B, FEPERDIN, W S A ) PR AT
JMMMPs, Jo P97 BT 20 23 b 1R ECM,
i T8 = 0 5 0 £ 4 41 2300 S 3 RE SR,
FTF4n M sh e 2 #4015, S, HSCANWITGFE-pI,
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;@ % ﬁ ffg N =1 SHESERF AT RIIZENDE T % 2 BEARFHELAMMP-2F] MMP_9TSREVENAIL,
AR T S
W, GRA—RH
& L. o 4RSI = o
4548 FFa#iEEDR TR 4Bl : n MMP-2(ug/L) : MMP-9(ng/L) :
= + o+t BRFEAE 6 177.28 £ 40.70° 81.01+19.77°
BRFEARE 6 10 0 0O 0 ©0° BT wk 6 241.22+64.37 114.97+24.74
BRI wk 6 0 5 1 0 350+1.22 ER2wk 6 272.90+56.95 144.76+32.35
B2 wk 6 0 4 2 0 4.00+1.55 BER3wk 6  277.45+4840 131.25+34.37
BR3wk 6 0 0 4 2 7.00=+1.55 BRl4wk 6  264.87+3855 129.99+21.33
&4 wk 8 0 0 1 7 8.63+1.06°

°P<0.01 vs SATEIREAINIRLE; ©P<0.05, P<0.01 vs =—H8¢
BRETUNIRAE.
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2 RERAFALAPAI-IMRNARIAEIZSE L. 10 BT AR
2: R wk: 3: FR2 wk 42 A3 wk; 5: R4 wk.

W, 40 R AN R B RN, A SRR
AN, 7EIEF ek 5 b B R B, uPA T
WS TGF-B1, {ERELF 44k, [N TGF-B1AES
FPAI-13RIE, TMIPAT-1LE fili 46345 A JI5 453 4% )
1& 52 A S B 1 Y. SRimn, i 2
i, MMP-2FIMM P-935 P Tt i ¢ S5 A 1 4
FE R, AT RE 2 WL A 2T 4 1a] B A0 2 ) g gt ik
LU A S T B ANE 2R IR
TR S 27 4 Ak T R B, B A BRI BH
€3 d PAI-1 mRNAR[ & 2588 I, i % 4= RIPAI-1
FEDR R FuPA . MMP-2 FIMMP-935% 1k 341 31 ok
M, Moa-SMAL T JEmRNALIE L T m; 2
wk A B v A N, i LS AR R L,
PAT-13E DA Rl B B — 5 06 Pk 35 I S I B A, 41
A SR T I A IR R] e ok B S T4
P R, UK AR IR . ik — D
FUA B PAT-15E [R5l 2K 48 2% i 41 4 A0 1 2 A2
TERE T 40 A AR I T A e,

AWFFRFY], 7EAHETFLZEL wk, PAI-1 mRNA
Tk BETE, PAL-13ERALE KPR
F IR BE A N 4 FLI ) e, 5 7 S 2
MMP-2FIMMP-9 45 [ 75 HE 78 55 1A H 2 35 4 o,
O3 T3 R RN S5 2 Bk B AE, S A T T R%,
{HAE I 1] J5 2 R E G vl 24 75 . 1T s B W 5%

°P<0.05 vs &R wk, “P<0.01 vs U2 wk. 3 wk. 4 wk.

R, 701-3 wich IR Al i 2R, 3 wkg 12
N ISR LT A 1G A= 3], WA IR 48 LN T IR S K
ST R BT N, R FRAT TR, £ R
RV AR LA TE B Y], uPABRE tPA LT 3576 1
Al g R, SEMMP-2FIMMP-93% 1 4 .
I, TTAEPAT-1 mRNA 34 0 ) 5 5 55 75 TPA
FAMRIN, o2 REMPAL- LB 45 & PAIH]
AW ER, PHI R R St -—20
FHIMMP-2 MM P-9[¥135 1k, 4 B 4RI i A%
RSB, BEMRARN AN, FFEF4EFE BE AN
. A WIGTIESE, FruPARE P G ARSI IR 1K
BUHSCrJ DLER & EVE W MMP-2 13K 2, i i
PR T, TR Jg i 5 i ok A1, A u PA
FLIAIT CCLE S AT AT 4L R I, uPA RS LLER
FEIMMP-2 (55 PE, (e BEECMBE AR, ZEL% AT 4F 4k 4k
HERR, (R I A B0 I 2h REE.

B, AR BT IR AR ST 27 4L T et 7
HH, PAI-1 mRNARL R IE ] g 53 PA/PAI-1°F
5 A7, AL PA- 2T ¥ - MM P s 2 1 ik 15 52 Wil
ECMI A S B, FIHECMPRfE, fif3ECM
BRI, YORAHE N, 03 A 4 A ) R A
WAL 1 R A DG T PATEIRY AR PE T 41 444 F
B R B A AR UL A E IR LRI £ 1E— PSR
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Abstract

AIM: To investigate the effect of Jiazhu on a-SMA
and TGF-B1 expression in the liver of rats with
hepatic fibrosis and its anti-fibrosis mechanism.

METHODS: A model of rat hepatic fibrosis was
induced by injecting 40% CCl,, which was in-
terfered with high [2.0 g/(kged)], medium [1.0
g/ (kged)] and low doses [0.5 g/(kged)] of Jia-
zhu. Hepatic function and serum TGF-p1 were
examined. Expression of a-SMA and TGF-p1
was detected by immunohistochemistry and RT-
PCR.

RESULTS: Compared with the model group,

www.wjgnet.com

the levels of aspartate transaminase and alanine
transaminase were significantly decreased in the
high, medium and low Jiazhu dose groups. Total
protein and albumin increased while serum bili-
rub and TGF-P1 were significantly reduced. The
expression of a-SMA and TGF-f1 in liver tissue
was decreased. The mRNA expression, stained
area and gray scale of a-SMA and TGF-f1 in the
high, medium and low Jiazhu dose groups were
significantly different compared with the model
group(a-SMA:9.21 +1.12, 12.63 £242, 14.23
1.57vs16.32+2.14, P<0.01. P<0.01, P<0.05
TGF-p1 mRNA: 5.58 + 0.80, 8.62 + 1.16, 11.92
+1.350vs14.5741.59, P<0.01. P<0.01, P<0.01),
(dyeing area of a-SMA: 9.21% + 1.29%. 12.63%
+1.44%. 14.23% +1.41% vs 16.32% +1.75%, P <
0.01. P<0.01. P<0.05 dyeing area of TGF-P1:
5.31% £0.70% 8.37% +1.09%. 11.92% +1.42%
vs14.47% +1.48%, P <0.01, P<0.01. P <0.01),
(gray scale of a-SMA: 91.29 + 9.53, 99.55 *
11.83. 107.18 +12.06 vs 116.44 +12.97, P < 0.01,
P <0.01. P <0.05 gray scale of TGF-p1: 89.96 £
9.64. 106.92 + 13.90, 110.50 + 12.91 vs 127.13 *
14.88, P <0.01, P<0.01, P<0.05).

CONCLUSION: Jiazhu can inhibit rat hepatic
fibrosis induced by CCL,.

Key Words: Jiazhu; Hepatic fibrosis; a-SMA;
TGF-p1; RT-PCR

Fu DC, Yang SZ, Sun YW, Yu CY, Mao LZ, Jiang XL,
Guan RF. Effect of Jiazhu on a-SMA and TGF-p1
expression in rats with hepatic fibrosis. Shijie Huaren
Xiaohua Zazhi 2008; 16(3): 253-258

il

BHY: B T kAT 4F A K Ro-LBh & 6
(a-SMA)Fe b4t £ K B -F-BI(TGF-B1) &k %
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(a-SMA: 9.21+1.12, 12.63+£2.42. 14.23
+1.57 vs 16.32+2.14, P<0.01. P<0.01.

P<0.05; TGF-B1 mRNA: 5.58+0.80. 8.62+
1.16. 11.92£1.35 vs 14.57£1.59, P<0.01.

P<0.01. P<0.01), (a-SMAZ & @mAIL: 9.21%
+1.29%. 12.63%+1.44%. 14.23%+1.41%
vs 16.32%=+1.75%, P<0.01. P<0.01. P<0.05;
TGF-Bl1# & mArk: 531%+0.70%- 8.37%
+1.09%. 11.92%+1.42% vs 14.47% =%
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JEAR: 91.2949.53. 99.55+11.83, 107.18 =%
12.06 vs 116.44+12. 97, P<0.01. P<0.01.

P<0.05; TGF-B1&JEAL: 89.96+9.64. 106.92
+13.90. 110.50+12.91 vs 127.13+14.88,
P<0.01. P<0.01. P<0.05).
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JRi); SO BR MR IR T 4L, TSR3 T
IR, 45T Wk Bg, 0.5 g/(kged)(A i), JL8
wk. IEREA R B IET 3 A, A EAIET 3
SUARFIRAIZET 2 1, BRI T 2 4, =7
HEABET LR, ARG AT b, AR R 1S K.
1.2.3 ARAHRIAE: BB A B R 45 o ),
12 hjg BRI, OB, B i R
-20°CORAE; FFA7 20 5 3478 UM E S A, I A
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A A D) R, SPYL, Sebi B TGF-B1, £ ik
ik S R Pt R a-SMA R SR LLT 1 100 H
B, DABE, HAZK Y. PBSICE—Hi1EA Y]

www.wjgnet.com



e, & PIRN T4 KRB a-SMATITGF-B15ABYE0 255
*& 1 RERIBRFIDRERTGF-B1ln = 15) Wi £RHE
Sakata et al#k i8I
2k (HSC),
DA ALT(U/L) ASTIU/L) ALB(g/L) TBIL(umol/L) TGF—Bl(ug/L) ﬁfi QZ f{: %‘j’_ fi—
T Z HTE
ERENIRA 53.42 + 6.54 47.26 +7.33 39.32 +3.45 13.47 +2.42 0.79+0.13 REBHA, 2
fERIZE 216.29 + 18.90° 197.63 + 19.36" 29.35+2.68" 76.10+7.82° 8.56 +1.37° M4 40 &k
ROXALERZE 172.88+17.16 165.89 + 16.80 33.64+2.94 58.97 + 6.64 4.03 +0.66 K 0 M fm;
. Ballardini et a/ik
=] EQ
FIRSTIEE 163.74 +17.28 157.34 + 14.87 33.49+2.86 57.51+7.43 5.64 +0.62 18 82
ERIROOTIEA 194.07 + 18.02° 170.34 + 18.38° 31.87+3.13° 64.21+8.08° 6.39+0.76 L A 2 —
BBENEFISA 197.53 + 19.50° 175.43 £ 17.05° 32.61+2.72° 68.86+7.19° 6.93 +0.81 2 K ik a-SMA,

°P<0.05 vs EHUH, °P<0.01 vs [EE4E.

PEXT R B2 AR, PIVEH LR (. 7
A EME T RS L, RFAHPIAS-2000%! 4]
By BT A EAT 58 =y A, BEHLE BURE R U)
10 FILETF (X 200) £5 U 5 BH P 40 i 1R A BEAEL 5 i
BT AR, K AR AE0-2492 R), ¢ B AR s,
Gt ik, KB YD KB, Gl
1.2.6 RT-PCR: K GAPDH Lii#5|4): 5-CAT
GACCACAGTCCATGCCATC-3', Fiif5|4:
5-CACCCTGTTGCTGTAGCCATATTC-3', 4K
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(0.1 mg/kg)#E B BB MAURK AT, K&
P/, BH T G B B A )RR B k4% (P<0.01,
P<0.05)(E1). HAIHTGF-B1 R 4L 24 e (0,
PR AL B S T i, 3 T IE H 41.(P<0.01).
BRIGTT & A R ROKAL R P4 B WA TR AL 4
(P<0.01). a-SMATEMIFIFRIA, 1EH % B4 HRIE
F/NE b/ NER K, AERRES L. B4 o-SMA
FERIEFIE X R ETHEBE, H 2 KA Bk
WRIE. S50 WA ) 771 12 FF R 5 BROK AL B 79 4t
B A o-SMA K FEAE 51, Fak =ik, BHPE
Y T P AN [F) R D (P<0.01, P<0.05). P2
a-SMA Gz 412Uk 2 Ye PR AR B 8 T v, 8
FET IR ALP<0.01). HERVATT %41 AK KAl

o-SMASZHSC#
A8y 47 &, Border
et al F|_IETGF-B1
A HSC#E AL 3%
AR A T Fe
FF4F S AL TG R 8
P A ol
Pan et a/iRid #F
RETHSFE
7 AT A e fe
H AT 89 78 57 3K
R, GFTRETHRE
IF ey AT R
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A% B 2
V3R T K E A
B, T AR E B
R e T B 4 2R

a-SMA % o.-SMA
mRNA. TGF-B1
mRNA # & ik,
TGF-B1 A A i# %
Fr et et e 1R A

1

B4Ba-SMA, TGF-BIFFARGEBENTIED. A: o~ SMALEZ: B: a-SMARIHZE: C: o~ SMARK(ITHA: D:

a—SMAEFIEAE; E: a—SMATFIEA; F: a—SMAMKFAHEZE; G: TGF-B1IEH4H; H: TGF-BURINA; I: TGF—BIF/KMITRAE; J:

TGF-B1E A Ko TGE-B1H A L TGF-BUERH IS,

750 bp

301 bp

2 TGF-BmRNA RT-PCREERRESIRE. A: TEH4L: B AR
4 C: BORMLGRAL D: RERIGIEAL B: PERrhsiELS; B
ek AE,; G: Marker.

T W] BAL THRILH (P<0.01, P<0.05)(F2).

2.4 RT-PCR IEW HA1EL-FARIETGE-BI1
mRNA, A8 ZH ks ik, A [F) ) & Y ER
(2.0, 1.0, 0.5 g/kg)HRK/KANGK(0.1 mg/kg)iE
H41TGF-B1 mRNARIA ] Bk (&2), &4
TGF-B1 mRNA/GAPDHLA L33, H#iA41 Lk
5(P<0.01); a-SMA mRNARRZH H IR B IF 4

GAPDH
a-SMA

750 bp
493 bp

3 a—SMA mRNA RT-PCREFEREBIXE. A: 1EH4H; BAH
RIZH; C: ROKAIRRAL; D: BRER(IGHIEAL B R A,
PRI 2H; G: Marker.

WY s, AN T ER(2.00 1.04 0.5 g/kg)y
BOKALBR(0.1 mg/kg)i#E H Ha-SMA mRNAFK L
W 290 (FE3), %4 a-SMA mRNA/GAPDHLE
B L33, SRR LB (P<0.01, P<0.05).

3 e
H o A58 A, T 5 4 4k i s B oA 2 41 i
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R 2 BEKREFARIGr-BIFla-SMEIREIE B RBMEERLEN = 15, mean + SD) mLZRAEE
KEI W RS IT

s R2EWEER 2 EPREER

TGF-B1 a—-SMA TGF-B1(%) a—SMA(%)
EBNRA 127.13£14.30 116.44 £12.60 1294022 148 +0.24
BRE 84.29+10.14° 79.48+9.13"  14.47+1.48° 16.32+1.75
ROXILmE 106.92 + 13.95 99.55 +11.78 716+1.04 945 +1.27
BRSHIE4H  11050+12.46 107.18 + 12.02 5.31+0.70 9.21+1.29
BRIRIEH 99.56+11.12 94.24 +10.05 8.37+1.09 12.63+1.44
BIRIETIEH 89.96 + 9.60° 91.29+9.79° 11.92+1.42 14.23+1.41°

°P<0.05 vs 18RI, °P<0.01 vs [EE4E

& 3 BEKRBIFLARTGF-B1 Foa—SMA mRNA/GAPDH

EEAE (7 = 15, mean + SD)(%)

D4R TGF-p1 a-SMA

[ERWNIRA 1.29+0.22 1.48 +0.24
i) 14.57 +1.59° 16.32 +2.14°
BOXAAmZE 7.16+1.17 9.46 +1.20
BIREfIEH 5.58+0.80 9.21+1.12
=2} xumy] == 8.62+1.16 12.63 +2.42
=212 At ==rAE 11.92 +1.35 14.23 +1.57°

"P<0.05 vs EERILA; °P<0.01 vs [EEA.

AR 5T (E C M) [ 358 25 R B¢ fife O 17 T 8, i s 38
0T 41 i A 55 1 2 A0 R R AR R
A (HSC), He s M AR 70 T 2T Ak ik 72 o
EEEAEMTY AT Rk A RIEIR O
PRAT . WO AR A0 R R e — R IA
a-SMA, a-SMARZHSCIHLMFRED. HAEA
JFF S IR A0 B S (A ). TGF-p1J/2HSC
AR R AT ) 030 DR RRE €T Ak R P 4
A0 7P TGR-BIAENT LT difb kb K
HHIPER: (DR BEHSCHAL A FSC, JEHIFSC
A EC M (2) i Jie st 1l B 356 o At o
BTIMP 6, 3HIMMP & EP) (3)%FSC
R O S Y A (2 i U 7 S
R, TGF-B1 AT i 45 2 1 ot 2 e e iy 1) 3
i, G HERT 40 M 45 5P, TGF-p Lk BT 41
MEDNAG R,  BH Lk AT 40 1 A= 024 AHH  e
SEPHIE, AN AT EF4EAb 2 i T . 4%
BELRIT 0, T 2T 4 A0 400 30 2 B 0 A, 1 i I8,
4B, SHAY, HA4eth . AL TE RL.
AR 28 L R, R UAFS, HAT R
g, HE I hak, A PIRE FRIT . JE.
. WIH 2y, ASIRUESE T HEREA R
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SR U DD RERIAE T, HER S AL, o
Y. ARFI R ALALT. ASTH AR 21 34 W 3 B4,
ALBREI A B BTt v, R &4 SR 41T
B B2 (P<0.01, P<0.05); L& F TGF-B1#%
SRR AR, )RR
Y 35 B 2 PRAR(P<0.01); FHER AE W5 ik /b sl BH A
SIS B TGF-Bl La-SMARFRIE, Hredlibss
R ZRm A EA., A KR AR
o-SMA S TG F-B 1332 T B A8 A5 78 21 4 W 48 9
/B(P<0.01, P<0.05); AKJEAEW] W T (P<0.01,
P<0.05); RT-PCRIFSTGF-B1 K a-SMA#
IR B BB, PR LA )
(P<0.01, P<0.05). 556 45 AL 52 A 2R 2 AT A%
SI 50 B AL S TR A 2 T 4 4 Ak 48 b 1A
CIRVAYRGE R IR

4 B
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Abstract

AIM: To investigate the effect of transplanted
bone marrow stromal cells (BMSCs) on liver
fibrosis in mice.

METHODS: BMSCs harvested from male
BALB/c mice were cultured and transplanted
into female syngenic BALB/c mice via portal
vein. After partial hepatectomy, liver fibrosis

www.wjgnet.com

was induced by diethylnitrosamine (DEN).
Controls received BMSCs and non-supplement-
ed drinking water, model group received DEN-
spiked water, and experimental group received
BMSCs and DEN. The mice were killed after
three months. Alanine aminotransferase (ALT),
aspartate aminotransferase (AST), hyaluronic
acid (HA) and laminin (LN) in serum, hydroxy-
proline (Hyp) content in liver were assessed.
Alpha-smooth muscle actin (a-SMA) in liver
was tested by immunohistochemistry. Bone
marrow-derived hepatocytes in liver sections
were identified by fluorescent in situ hybridiza-
tion (FISH).

RESULTS: BMSCs differentiated into hepato-
cyte-like phenotypes after hepatocyte growth
factor (HGF) treatment in vitro. Serum ALT,
AST, HA and LN were markedly reduced by
transplanted BMSCs(208 + 44 U/L vs 341 * 66
U/L, 372 £ 84 U/L vs 506 + 81 U/L, 289 + 74
prg/Lvs362+83 png/L, 178 + 48 pg/L vs 232 + 63
pg/L). Liver Hyp level (900 + 141 mg/g vs 1255
* 205 mg/g) and a-SMA staining in mice receiv-
ing BMSCs was lower than that in the model
group, consistent with the altered liver pathol-
ogy. FISH analysis revealed the presence of do-
nor-derived hepatocytes in the injured liver after
cross-gender mouse BMSCs transplantation.
About 10% of cells were bone marrow-derived
cells in the injured liver after three months.

CONCLUSION: BMSCs transplanted via portal
vein can convert into hepatocytes with replace-
ment of the DEN-induced liver injury, restore
liver function and reduce liver fibrosis.

Key Words: Bone marrow stromal cell; Hepatocyte;
Differentiation; Cell therapy; Liver fibrosis

Zheng JF, Wu CX, Chen JS, Zhang ZS, Xiao ZX, Xing YL,
Zhou KL Liang LJ. Intra-portal transplantation of bone
marrow stromal cells ameliorates liver fibrosis in mice.
Shijie Huaren Xiaohua Zazhi 2008; 16(3): 259-264
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Wi £t Fiik: 8 BALB/c/P ABMSCso &3 AA% 7. A9 A8 A Sk A, b3 i

BF AR E BB e
FOTE i 0 K
T A8 AL A A
e, B AE 2 e AT
om o, 4G AL % AR
A LT
BB e 5 AT m
fo 8 kA B AT R
.

M#hk A2 S BALB/c b I, — AT
FH B iE ST AR AL, 60 R L N R AL A 2
PR, AR AT, 3 mosM ZALT,
AST. &R BRBE(HA)F= B 455 & & (LN)R
JE, BT JE #2282 (Hyp) 2 2. %% 2140
M AT MR o--F 78 LSS & & (a-SMA) & ik, R 5
HJRAL Fe K8 A5 AL G BM S Cs 1) I 48 AL 64 5
1.

ZR: BMSCsAE R At aafe £ Kk B -F(HGF)
89 3% 70 35 P AR S 3% I Ak 20 A BT G AR 4 L.
AR aAak, #HBMSCsht % & Bk i
ALT. AST. HAALN®# K F LB EHyp
A& Ffra-SMAR %1% (208 +44 U/L vs 341+
66 U/L, 372+84 U/L vs 506+81 U/L, 289+
74 ng/L vs 362183 pg/L, 178 =48 ng/L vs 232
+63 ug/L, 900+ 141 mg/g liver vs 12554205
mg/g liver, ¥P<0.01). % FJ84% 2 X 2 ~DEN
P F 69 4 AT R P A B R R 69 AT 49 6L, 3 mo
J& 10% 849 IF 21 it & 78 T BMSCs.

i EIFFLMAER P, Z 11 RA G
BMSCs#b -1 A4 B aa i, A 2tk 5 A4t
Fo W BRI LT 44K,

KA. B REE SN FFAER; 1L, dERIR YT AT
A

TS, REM, BRI, sKEE, BSHE, ABSE, e, £
2. ZIpneERARBiEas Fadl. BRENEK
ZY5 2008; 16(3): 259-264
http://www.wjgnet.com/1009-3079/16/259.asp
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JH-£T YE A SO RE AL & — N T R I .
SRS HEL I V6 97 W 33 T Bl A 1R A R0 v, AR
A= . FARBUG . s F A Bt
S Te) L. JH A RS AR B A A A A B R AR I AR
TR —, AR M — M R4, AS AR I
I o 1 e A /D, HMEDLIE BIEPR VAT RO, i H
JFF 400 B afe A 2 FRAE . i 9400 B B i e o
EIE M4 AE T e A0k JF A0 A=, i B 40 A
JH- 401 3 P 2 A A T8 A 1k A3 i BE A e S
JEAN B ko RN 2L 40, B ek
I 1 2 10 o JH 40 Tt AN T R, (R RE Al i A
MBI CCL 5 DI A AT EF 4L, W9 BoR 1
I 57 41t (bone marrow stromal cells, BMSCs) 7£
AN I 4 B A K X -7~ (hepatocyte growth factor,
HGF) 155 I8 55 P AR S0 5 7 e 2040 4 JHE 4 S A

Mo AE W] BEAL — Fiie T 12 PR 38  AT 2T AL 1)
A RIS AT S AL HBMS Cs[il
IR AR 0 3K, BT BT 45 7 AN £T AL IR iR 7
EH.

1 SRIASEA
1.1 ## BALB/c/ i, JH#%6-8 wk, 14 i1 20-25
g, Wl KBS . LY
JfZ(DEN, Sigma-Aldrich, MO). DMEM; 7%k
(Roche Pharma, Switzerland). JT40 A=K
(HGF, Sigma-Aldrich, MO), A&t H5 i HTAFP
Z i iR (Santa Cruz, CA), Pl HE H £ w5
Pifk(Dako, Denmark), fefto-"T-HF WS E A
(a-SMA)Z i B PifA(NeoMarkers, CA), /MY
YLt ARG G IR AT 2428 (FISH) 4T (Cambio, UK).
S AB C %92 20 A0 A 3 7] 46 Ay Qi ol 4 A
ARG
12 ik
1.2.1 BMSCs#y4 & 537 I8 N
U, V5 48 5 Sk 48 B i s )W HIDMEM
BE TR R A P o A R A AR
Ficoll(density1.077 kg/L)f& 2502 (1500 r/min)10
min. YA A AL IBMSCs, fEDMEME; 773
WREFE. BE RIS AMIMA100 mL/LAG AR i . 2
mmol/LAZ Bk, 100 kKU/LT# ZA1100 mg/L
BERE . AMAE37°C. 50 mL/L CO,B; %4 h ik
ITHEFR, B3 Al — K. B 25T an i, 41 i
K 5290%I- & BT AR I7, BUEFR3-44K01)
BMSCsiai fuf i se 5. 59258 ns0 ug/L
[JHGF % S /3L BMSCs, £33 d¥tii—k, 21 dJi
WA S e DA A

FH %35 9656 58 5 5 0 A Al L R IS AF P A
A SO, 755 0 0 i 40 £ 38 & % Z
W[ 5. FEE B Triton X-10073 B AL BEFRAS,
50 mg/L BSAHIMWL, #H#EIN— BT PTAFPZ
v BEPUA B P AR B 2 e BE YU, 4CIEE T
. INFITCELPESS & 1 —$i(Sigma-Aldrich,
1:100)#¥ 530 min. 41 fEfZHDAPI(Sigma-
Aldrich, MO) /58 15 (056 6.
1.2.2 BMSCs# 4 & Fo A M MU 85 o 55973-44%
(1) & BMSCstlil % 4t 2, Wyl 2= 4 (it %
TEAHE>95%. € /N ERBRIR G AT2/3 - DIBR, 70
[IBM S Cs HI i 5 22 v 5 45 28 o 28 i iy 4 28
JFE, 45 50/ RES T X 10441 .
1.2.3 AF¢F 4eAbif 3 2 o4 BMSCsHAH G /MR
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B 1 REROCERBMSCSIFING T2 dELBIRRIAAFPRIEEBRVIENT( x 400). A: AFPPHIEZRIX @G EE A 7O0); B: [
EHPREFRE IR R G5OL); C: TTAFPFRE; D: LIEMRE

A1 wk, DENJIAKHIZK T, #EEH100 pg/L,
S 12 wkis S AF4E". 60 1 2 /N ELBEAL
3 N34 @ = 20): A: XHEZL, BMSCs# A IR IE
WK B: B, YOKHIIDENS S 4R 4EfL;
C: ¥97 4, BMSCs#AE I & DENIK. 4 fu s
1, 2, 3 moRIE/IN SIBUH WEAR A, BEAS I A] 55
W Z5-8 /Nl 4 M43 mo s UL D) figdis
P AU £F i A T8 . B A5 A% 0 e 72 55 Tl 2
P2 (Hyp) & 12 i PR A A

1.2.4 FFohtle . B4 YA 3847 BT IEHyp 42l
% MEALT AST. BHL % H & ML =
J7ENN R, 03 32 B TR B (H A) A2 R % B
(LN) H B AR B0l s . Hyp o 2 F IR &l o,
HA5 5 Hmg/g kR,

1.2.5 FFAERIE 4% HEYLOF o-SMATK %)%
2 Ak G 0 A o ST E 980T AT AR e AR . — Pt
M %Pia-SMAZ v A,

Y GAOARGG JU Z4A8 (Fluorescent in situ
hybridization, FISH) 7 AT P B R 1 4 41
Ja, $ZFTSHiAFI & 1) 5L 50 0 B A (http://www.
cambio.co.uk/), FAAFITCHIRF & (Cambio,
Cambridge, UK)BUKZ (55, gtz HDAPI
BRSO, VIR HILSM 510 METASL R £5
BB,

Bt E A i Hmeant SDER, M
SPSS10.0% A 43 HT, P<0.05 447 G il 24 22 5.
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2 BR
2.1 HRIM3EIRBMSCstl & BT 2 oAb ARSI AE
R FE R P IR INTHGFR; 7EBMS Cs, %033 9 e fr il
AFPRIFIE AMMERIE. RIINHGFE FEIBM-
SCskiFr21 dJa MR IEAFP(E 1A A& A (E
1B), 1M AJMHGFRFRHIBMSCski 7721 dJ5 (141
M EAFPAI & IR IA(F1C-D). 45 R HE/~RHGF
e 15 S BMSCs [ fF4i i 731k
2.2 BMSCs*F AT 2 48 B AT 4F 40 348 47 09 %
") BMSCsEMAIDENE S/ LT RN
80%, BIADEN: 3/ B IAE T3 4 85%, M
210 6 B M2 2 (P>0.05). 5 IE X 41
tt, B DEN S EUMEALTRHAST &% T
(P<0.01). BMSCsH At 5256 2H B 5 B i 2 /K
ST (P<0.01), EATy T 15 6 R AL (P<0.01).
BT E T HEET4Eqb e b, ALFE 1T
HA. LN/AKFRBF I Hyp & &, 4R tva 4l
MIEHA LNZKF B BAR TR 4 (P<0.05), {1
ATy T IE 5 6 L ZH (P<0.01). 20 RS Ve T 4 /T
IEHyp 75 i B AR TR 41 (P<0.01), {H & T IE
W6 I (P<0.01)(F1).
2.3 BRI dm B A A 3T AT IR K JE R A AL el
# v HERL (R 505 4 AL W 7R BM S C s FE X I
JUE 9 27 (R 5% . HE % €88 73 15 5 ) LA JH Ik
SERSEHE, TCINE S AT A AR (F2A). HERA
D EN -5 AT 285 40 I 52 1 R0 21 4 A0 TE B,

LT B A —
% 77 LR AR E
HHF 2F e At b S
*.
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WA 5 1 BFIDRERORTAF AHLISATETEIn=8, mean = SD)

RSB,
AP, R A —
R0 BE 0,

e At 248 ALT(U/L) AST (U/L) TBIL(mg/L) HA(ug/L) LN(ug/L) Hyp(mg/g liver)

. XIRA 4212 105+ 35 8.8+4.2 5419 58+ 16 313+118
e 341 +66° 506 +81° 12.9+6.1 362 +83° 232+ 63 1255 + 205°
BIsE 208 + 44 37284 135+4.2 289+ 74 178 + 48 900 + 141

°P<0.05, °P<0.01 vs WIBLH; °P<0.05, “P<0.01 vs {EHILE.

2 FEHEBIBMSCSXIRFAF 4 LEVINEIHERE, BELE1K x 200). A: WAL B: MR C: BMSCSEEEAL; D: W IA4L E: fi
JHZH; F: BMSCsISHEA.

FERFIE R 5 48 450 (E2B). MIBMSCsH ik
7 LI IOE JRE R 2T 410 B SRk (€120).

L o-SM A G 4 Ak SR T AR 40 B P
RAUE ST LT il & 2. 1EH X I Ho-SMA K
IA TR 00 S L AH M (12D, B2 2 R Ak
() T LR 20 0 22 5 o- S ML A AN, 552 IR 45 ) (1]
2E). MIBMSCsH AT 411 AR 40 v 1 B
S 2 A (E2F).

2.4 BMSCs/e % ) A A DEN# 51 T I 49
A5 ¥ AWF5TH 8 BMSCsBHEE] € /N
JFRE, WF5EBMSCsTEIEH /N R IE A DEN S
/N ERUFEIIE A 2 A 36 5 A L. Y 2 (AR FISH
() 5 125 B vy SR R P JH 4t . & /0N BROFF AR
BT B, A0 A% P 4 (058 6 SR Y Y Ak
(EI3A). 85 4 % 4t X DENTS 52 mo /)y
SO P A 294 % 10 Y e (A BH P JH- 41 T (13 B),
FEHE3 mo i I IE N AT 10% 10 T 41 B Y S 4 44 BH
PE(E3C0). 45 RPFER&E T TH K IFBMSCs&

DENE 3 1] FF 40 i 70 A6 L B8, 1T EDENE S
(17N B, BMSCs# i3 moJi I A R R BLY 4 14,
A B () 48 e (<13 D).

3 1Mie

B AR T P A IE S A T B AN R A A ) B
77, AER B R fa] B 2 R (1 40 P Ak A 4
HETUI AN 4. BMSCs( & £ 40 B RE T
2, 134 Ao 28 40 RN 1 A ™. A
WEFCUE SEBM S C SRS IIH- 4 i A=A DR 1 1R 15 5%
SErp R IR21 dRESME O RIEAF P A 1 ) JH
H A 2 .

TSR 22 PRI S 70~ B 40 T e - £k A
SEANE T, 76— (4 AF N RER I B B 40
FERTIE P9 2340 P4 . A E e 4R EFAH /N
BRUREIEY v T 1A 30%-50% 0 T 4 Sk T 4%
AR B BB A0 L P 204 5 3B Ak A 40 PR )
E REAN T R ) e An . R A R
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B 3 FISHERBMSCsKRHVAT/BIRFEDENIS SUNRATAEAID L S5I85E( x 400). A: I & /NGPEMSS I, B: BMSCsEEH
K @ /INEDENIES2 mo; C: BMSCSFEAERY £ /INERDENTES3 mo; D: BMSCsHEE T & /N IEDENTE S

TR A AEAR SR AG I T, B BE AN 4% A2 K
JF A A AS A — BT BEPEAR /N R 53 oM
AFF AT 1 B 40 L5 T 440 O P 4 5 2
AR JFF A0 M 1) = ZERUR™. 322 i R A% A
JH5 0 PRt £ 7 A T R £ FE 4 44

A S5 FID ENE 541 4 40 A58 78 Sk F 5T
BMSCsH a7 2 4k 8. DENZ —FIiT
BN, RS ST 4, 5 KM
FYEAARL. BATI S L L /RBM S C s Hi g
2 BEARD E N T 1) 1M 375 i 2 /K 1 R s I
YT br. BMSCsHAHA NI a-SMAFKILE
BRI 0A kD . T IE a-SM AR IA QR T AR
NP AR R A R AN AN AP 4PN
BM S CsHAH REA 2RI I T IE 28 R FH 27 4 Ak
JE k.

TRATHE AR BM S CsH8 M 1k 53 I 5447
PIVETENLE]. BMSCs#AE KX DENRFLL 1 3 i
g, BATH 96T A4 A8 [ 7712 5EBMSCs
TE I P 1] 48 T o3 A PRI e . 9T 45 SR o
FERFEEE T3 0315 DL, BM S Csfig 17 JH- 41 il 23
Ak, B S [A]RE KT I T 0. 3 moliFAE N £710%
{140 240 Bl Ay e 50 A U P T 4 .

AHIE ST P8 A7 %5 22 1 A R R 1D T 4 i
Hgh L SR A8, JR T B R LR
JLJT TR T4, VESHEAR T RE SR i e A
AR A BTN R 2 —. A& T#
ik 1 I P P S A i T e Bl 22 R R
e R A e S A R 4 L e P 4 L 54
Lo E AL B o, AR S e A &
"1 440 R S 7% 2 A S AL 1 3D 78 Y R AH 4 it
FOprAE g . HR, o e M 1Lk Al
L FFAD . 3 e s B SR 4D T 40 f e e ),
AWFF R IMBMS Cs# A 2/ BUIFIE S DENTS &
JHA547, R P R S R A6 S Y05 1D JHT 40 P 4 G
1M JED BN 5 (1 HH AT P A B 8 A58 1) JH- 4
1. DENS T B4 ST 4545 & BM S Cs ) 14 Jfd
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I AR5 1 EE R 2R, B AEBMS Cs ) 4 i
(o A 35 55 50 B Dh e RN 4T 4L oK.
%45 FEHE T B R (1) JHT 40 P 3 sk AR 2 1)
JHF- 4 B A o T

R, LEFFE R A, 1) R
L IBM S CsREA R0t 14 58 7546 A IHF 4t i, #% 4
[FIBMS Csith ik 1254 52 451 (1) JFF 4t ok A 2 P &2
JIF 400 5 R 8 T 27 ik . AHFSE 3R B 5 1
FE 20 RS R — b AT BT 3% 1 YR 9T 18 I O 0
15k
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Abstract

AIM: To clone the integrated cDNA expression
sequence of EST segments in down-regulated
genes by invigorating the spleen to supplement Qi.

METHODS: Integrated cDNA expression se-
quences of EST gene segments were cloned for
the 689 down-regulated genes by invigorating
the spleen to supplement Qi, with electron clon-
ing in combination with PCR.

RESULTS: cDNA expression sequences were
detected in 11 EST segments (G2, G4, G5, G6,
G11, G14, G15, G16, G17, G18, G20). BLAST
analysis showed that G14, G15 and G20 were
novel genes which were submitted to GenBank
(their accession number is DQ480745, DQ480746
and DQ480747, respectively).

www.wjgnet.com

CONCLUSION: Invigorating the spleen to sup-
plement Qi can clone the cDNA expression se-
quences of EST segments in the down-regulated
genes. Further study is needed to observe the
functions of these novel genes and the mecha-
nism of action of different TCM therapies.

Key Words: Invigorating the spleen to supplement
Qi; Hepatoma; Gene cloning; Bioinformatics

Guan DY, Fang ZQ, Zhu X, Wu ZH, Zhang H. Cloning of
novel hepatoma gene in rats by invigorating the spleen to
supplement Qi. Shijie Huaren Xiaohua Zazhi 2008; 16(3):
265-271

RS
E]:0k i@fﬁﬂ%é%%ﬂﬂi?iﬁ%@ PESTH
B cDNA® 7 B & GA 57,

Fik: MO8INEM H Ak R T AMAR
hORAETF EEEPCRABL A0 7 ik, FIE
A ZESTH & 69cDNA = £ ik 5 7).

R R HEEIIAESTH EAcDNAS
51(G2. G4. G5. G6. Gl11. Gl4. G15.
G16. G17. G18. G20), £3# —¥FBLAST
st AT, IEAG14. G15. G20 3AMNAE A
#H AR, F#H T7GenBankB kK, BEK 5 55 A
DQ480745. DQ480746. DQ480747.

8 KRR e 3P B IR 5 A0k
AE 0 BiRdE 693 A R cDNAJS 7). X A4 )5t
—F RN X 2K 0 7 A A BAR T R F)
W E G R eE R AURIARAE T BAT R BRI R

KR AR S TR, BEIE EYERF

BRIT, HEE), KB, R, K. RESBBEESEERN
ASHEHMER. HRENBHAEG 2008; 16(3): 265-271
http://www.wjgnet.com/1009-3079/16/265.asp

0 5l

Ji R PERT 9 (primary liver cancer, PLC) & [F 5
RN 2 —, #E8evh, RAELAT13 07 NS
TH, At SRR AE T N EUK43.7%.

¥ % %4
FE R, PEHG
BF R # RN
FAYEFHA
B, EAYMEFRE
BRI Ik R 21
e, e E
B ey AR5 AR
AT A A Y
LE4, FE R HA
F &P BLA 0 A
AR, LH A
R AR T
H oy AR T R Ao
EUR7/ 8

W@ 5 FRE
RIt, BRI, A
RiEEAKE R
Z R R SR AE
Thak, 8303z, &
AR EWET X
& 1% 74 A A+



266 ISSN 1009-3079 CN 14-1260/R HRENBIZTE  2008FE1828H 165 =35
7-;{? éﬁi‘f’;% . PR NN CRRYREINR RN I PI S S MM S AN = | (RIS AN SRGESTA B NARis)R
X F &L N TRRNN )
S s ks o FERIRKER, R NGVE T S A
AL TR AT 2SR . VEHE . T FRAVEY: foB »
B ik A ﬁﬂﬁﬁfﬂ IR . WAL SR, K= me GenB.c:k ESTIKE Fip  mEE e
BegcDNAKL A (FIER I, R A FFF s 1) o 005 L ml, 8%9iS  (bp)
pARERRE ERNFER AR LAER, (e B0 9000000 468 a0 6045 2968
AL TN 9 ] G2 14886250 472 3 3069 1222
wERay, wx  SEPIE PR A RORE 63 14931989 746 696 2000 931
A& G A 5 5 AR T B G T 25 R
Bk R K BATHEIHOE TG i AR G4 13303048 697 969 1991 1001
i{i&[ﬂ%é’aé‘ Vi LA R 25 36 v 245 ok T R BRI VB T AE T, G5 8513155 496 987 1705 972
EA @ RS R RG22 0F BAH M LE, ixsbyRykly  G6 11881923 483 447 1688 959
ErRRLEE - RE, O e S s e o
H | Hs Nl yavEAE Y5 4
EAEH. TRIR, TIEJEPIE@A%{THEEPEM#H‘ G9 14926442 681 783 1311 767
AELF K ST THAE AR AR, A g0 18183378 669 648 1198 631
EN I KBRS Re i s e i P 32 G611 13305474 476 789 1197 699
%ﬂg%Affymetrix/&ﬁjRat 230A GeneChip*ﬁ G12 8508677 590 1l 1132 630
T, BFSCE: (1) 254156 ik 0] AN TR 4, G13 8510803 561 563 1127 568
LK K 23 S RSB 476 ()4 1 G14 8499623 639 601 1093 643
HiyT AR s Q&Tit G15 14930616 646 218 1068 574
BB NTRAIA, DS RRIT A3 g1 14939126 641 174 1068 559
ERI13424 s (3)0 ] &k B B/ TR 4 LA G17 14976479 548 158 1035 616
K& TS VAT IR T 1404 (4)iE gl 618 3709796 623 958 8348 4687
U] 5N TR, LI -5 75 25 (5L R 186 G19 13893620 768 2980 6422 3539
G20 4132294 410 515 2589 1525

AN )RS BN TR, DL RSP
ZIRIT AL L 6894,

h T k2B s A IR A B I R R T
Pt (1) 73 AL, AS DR ABULE R RLES G g il
b, M RIE AP (expressed sequence tag,
EST)HL 1 5 b 5 PCRECAAN L 45 (11701, 689
AN 2 A2 S U 0 R R o v B (20
M FE ) ES T 41 (e DNA 4 K741, 4yt
— PO SERIE R D REFT T RS IR LA

1 MRREE

1.1 ## & Wistar KU, 7451305 g, TRIzolik
Hl & (InvitrogenA 1)), Mu-MLV Sk BE(Gibeo
BRC/A 7)), Ex Taqli( &AW TR RAT), £
v BE R R 20, dn 5 N G1-20/EST v B
(1) g6 55 Tt v Gl & 2R v A B 2 7020 1%
ESTH BE AR F ().

12 7 ik

1.2.1 EST#cDNAA 571 & F S 6 7 ik (1)¥
EST/F 4R TBLASTELRT, KR A T AH IR 40
FEDR I PR 915 5. (2)AENCBIM 5 [ UniGene %t
W A S ES T A KLIPH B, JF Rk
FIPCHL b, PASCASCARAT. 3)ME FEIISCA L
A H B 51 B — R SCAR ST RAF (B A
FASTAK ). (4)% HIDNAMANG.0.40 =M%,
PHz EIRORAE N — R A SCAR S P (5)

B 5 755 JRES TP S HEAT AHABLE Fh A,
WP S A IRES T 41, 35—
FEFE A, TBEZEST A B e DNA4 K 7
FICReWIP 56 K, JEREREAT NI RN TAE. (6)
PR PR S 141 5 R R EE N 4 E TBLAST
EEXT. (7) N AR 5 AR R 20 2, 4% i
FUF, AR BES T HLF LA 741, (8) )i, it
L PrimerSAEMAE, ¥ PR A RES T fiL T 4E
MFF I BN, 13 EZEST A B flcDNAA K
J 3.

1.2.2 PCR¥ 35849 5] 4% it: MILES T T 78
b A3 RIS ESTH B e DNAS K74 A, H
Primer37E 4 WA EATPCRE |1 W) 1 .

1.2.3 K AMFALR ERNAMIRIC KR AL S
HOBEE I 2850 mg, P4 Invitrogen/A H] (1)
TRIzoli 71 & 1 FHIEAT A1 ZUS RN A B HYL
1.2.4 R F: RTRMNAKZR T DEPCALHEK
7 uL, dNTP(each 10 mmol/L)2 pL, 5XBuffer
4 uL, DTT(100 mmol/L)1 pnL, RNAsin(40 000
kU/L)1 pL, Olig(dT15)(100 mg/L)] pLERNA(1
@/L)2 uL. ¥#%J, 65°C 5 min; ¥K_E N ARNAsin,
M-MuLV#1 uL, ##%], 37°C 60 minj, FHAI
M-MuLV 1 pL, #%], 37°C 60 min; £J594°C 5
min K Y S -20° CLRAE.
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A 2 2 4 4 6 6 16 16 B mia £ BE
X EWHHR RN,

1500 bp
1000 bp

500 bp

C 5 5 12 12 1414 2020 D

2000 bp

1000 bp
750 bp

500 bp

B

1.2.5 ¥ ¥ PCR: PCRRMNAKZR P E: /K22 pL,
dNTP(each 2.5 mmol/L)2 pL, 10 XBuffer 4 uL,
B3 51(5 pmol/Ly4 pL, FiF5140(5 pmol/L)4
pL, RTP=#)4 pL, Ex Taqli#0.4 uL. ¥4 )5, HH4T
P18, PCRIN 4644 4 94°C 5 min—>94°C 1 min,
55°C 1 min, 72°C 4 min, 35ME¥—72°C 5 min
—4°CLRAY.

1.2.6 &k, EE R A PCRA=YLEEREH
VKOG, SRR RN P A T IR 2% 2 =1 .
1.2.7 M 55 KB 4 Kk cDNAFF) 69 % & 1 iz 4E
R M (ORF): ¥l 7 J5 2 R A K e DNAJF I
T ZINCBIFJORF R4 H i AT H 2l 8 1 [ A 4R
AT, AT B 7 AR Az R ) B B 3R
B,

1.2.8 M 55 K FH A KcDNAF 7] 69 et 5 B &
I 5 IR 5E R 4> K- cDNAJF 41 55 NCBIRIBLAS T
RGATIZIR M AETUAREAE FE (nr) LUXS, A
BT IR, TUDEAT R DR PR 6

2 B8

2.1 EST#cDNA4 53w F 50y 25 R TEfR ik
[FJ20MESTH, G1. G3. G9. G13. G19%54
ESTARAF 247 R WL -1 ZE 751

2.2 PCRY 3£ R (ELEAN T HI 15 AR Jn
A, G2. G4. G5. G6. Gl1. G12. Gl4.
G15. G16. G17. G18. G20% 124 FL K15 5
TAAN 184 (KL, ISR T R A
HEAfTE, (R IE AR G2 S S 3 A HAH N 1 )7
A, W28 WA R PT RE S 5 1) ANIE Bl 7 BUPCR
[ 7= A AN ml AN 4l

2.3 A B E B F: LPCRAIMF KA

www.wjgnet.com

1500 bp
1000 bp

500 bp

1500 bp

500 bp

HRYIZEXRBE. A: G2, G4. G6RIG16; B: GI7RIG1S; C: G5, G12. G14f1G20; D: G11FIG15.

G2. G4. G5. G6. Gl1. Gl4. Gl5. Gl6.
G17. G18. G205 11N F%, 5NCBIF
BLAST & G 4T #% I 1) AR 0 42 28 2 (nr) e
XF, AR LW, G2. G4. G5. Gl1. G184
SR O T20054F i 222006 4 4] 4 A 11
WEFT MR & 5%, G6+ G164 G173 A
)7 B0 38 A AH 24— 3040 AR AT 2P 88 5 007 1
WAE. T2, BGl4. G15. G043/ A
HATGenBank & 3%, 5705 hDQ480745.
DQ480746. DQ480747. 34N 3k M [ 4% 2
JE AT (55 5L R P A, R S 4 o A
M JRES T 7 51 B3] Je AH G 17 51, So 4 808
FEMRIE4)). G14(1537 bp): GTCTCCCTA-
AGTGCTGGGGTCACAGACATGTGCCACT-
GCCCCAGCATCCATGAATCTTCTTGAA-
GATCCATTTCTCCCTTTATCTTCCCTA-
ACCTTTTCATTTTTCTACTTTGTGTGT-
GTGTGGTGATGGGGATCAGACGTCG-
GCCCTCACATGCTGGGCGAGTGTTCTAC-
CACTGAACCACACCCTCCAGCCCCTTCCT
TGTCTTTCCTCTTCCCCTTTCTTATTG-
CATTTCTACTATAGAATGATCTCCCT-
GATACATCCTGGGCCATAAGGAAAT-
GTAGGACTCTGGGGTTTACTAA
ACATGGTGGGCAGTCCAAAGCTGT-
GCCCTATTTCCCCATTGTGAAAATATG-
GCAGTTCCTTTGATTACCTGGCTTAG-
GCCAGAGTACCATTGCAGGAGAG-
GCCTCAGGGCCTGCACTCGGGAT-
GAGGAAGGTGGGGTATATTCAGCATT-
GGGTTTCTGAGAGGAGAGCTGATCT-
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GAGCAGTTACCATGAACCCTGAGGCA
GGGTTCCCAGAGTTGTCCTCTCTGCTCC-
GGTGAGGCAGCAACTGAGGGTCTCAT-
GTCTCCAGTCTTGTTCACCTCAAGCCATC-
TACATTCTCTCTTTCTGCCATACTGTCATT-
GCTGCTAATGGTCAGAGTCAAGCATGTG-
GCATTACAGAATGAGCAGGTGGTCTT-
GGGCTGCTATCCGGACATCACTTTTTA-
AATGTGGAAACATGCAGATGACTTCTC-
CAAGAGGCTTAGGCTAATGTGTCAGC-
CAGAAACAGTAGGCTAAGAGAAGCTT-
GAACTCCAGAAGAAAGCTGTTGACATT
CTGTGTGACAGCTGGAAAATGTATA-
AGCACCCGCCCTTGAGACAACTCAGT-
GAAGCCGAACTGTGCTATCCGCCATTT-
GATAGAAATGTTCTCACCTTGGGCTGACT-
GTGATGTACAATGTGTTATGAAAATT-
GTCGAGCTGAAGCTTTAGTCAAATAC-
GAGTCACTTGCTTTGATCCCGTGTATTT-
TATGATTCCTCTGTCAGTGACTTTCCCTC-
GCCTTACCCTGAGTGTGAATTGTAGCAT-
GATTGTATAAACCTCTATGTAGAAAATG-
GAGATTTCATGTTCTACAAAATGTTAAG
CTCTAACTGATCCATTTCTGTGTTCTC-
TATAGCCTCATGTGTATGACCTCACTTICT-
TATCTATTTAAACTTTCCTTCTGTTCTA-
AAGCTTTCGTAGCACCCCTGTTCAGGTG-
GAGAGGAAGCTGTCTCTTTGCAGAACC-
GTACTGTAACCATTTCTCCTTTATAAATAT-
TATTTTCACAGGGCTGATTGTATACAGGGC
TTGTAATAAAATTTTAACACTGTGTTGT-
GAATGAGCTGCGGTTTCTCCGCTGGAG-
GTGACTTCAAAAGCACCTGAGGGTG-
CGAGCGTTCTTTCTGTGACCTTACTTCCTAG-
TACGTGAAGTCTAATCTCACAGTCTT-
GTTCTGTTTCAGTCTCCTGTATAAGAAG-
TACCATATTTTCTGCCCATCATACTTT-
GTAATAAAACTTGAACATGTATAGATT-
GAAAAAAAAAAAAAAAAAA. G15(2171 bp):
GGCCTGGAAAAGGTGTTCCCAGGGATA
ATACACTGTAAACCCCACAAGCCTTCT-
GGATGGGTGACAGCTGCAAGCTC-
GTCTCTGTGGTCCTTAGGGCTCTCCTT-
GGCTTTTACTCTACAAACCACCC
AGGCAAACTCATCTGTTCATGAAATA-
ACTCCAGAGAAAGAAAACCAA-

CAAAGAAAAGGCAGAAAGGATCTATA-
AACAGCGCTGCCAGCTTCCTGTTTCCA
CTGGCATCCATTGTAATTTAATCAGGC-
TAGTTCAGCCCTCATGGACAAAACAA-
CAGTTAGCACACAGATGAAACAAGCTT-
TAAAAACTTCTCAAATTCTGTCTAGC-
CAAACCATGCCGCCTCTCCTCTTAGACTG-
GCTCCAGTTCCTTAGAAATGCCAACTTGC-
CATTGGTACCTCCTACCACCAGGCTAGCA-
CAGAGCTCTCCCTGCTTGCCTAACATCTTA-
ATCAGCCCTTGCTCCCTGGGGCTGCTGTG-
GAAGTGGAGACTAAACCTCCACTTCCCTA-
ACTACCTTTTATGTACACACACAACTCTCT-
TACCTTCTCAAACCAGGAGCATGACT-
GAGTCAAATCAGTCTGTCCCCCTAATGC-
CAACAGGATGAAGGTTCCCTACGTCCTG-
GCCTCTCATCTCTGTGCCTCTGCTCAGC-
CAAGGTCTTCCTGCCCTGATGTTCAT-
GTCCCTCACATTAGGCTTGGGTAGGGT-
GGTTCACCAGGATGCCATGCCCACAC-
TATGCCGGGACAGGCCACACTA-
AAGCCCTGATATGTCCACCTGTACG-
GAGAGTGATTATGTAAAGCTTCACAG-
CACTGAGGCACAAAGCGCTGCCTCACA
GTGAATGAAGCAAGTACAGGGGGT-
GCTCGAAGCCTCCCTCCTAGTGGTGTCT-
GGACCAAGATCTGATTTCTCTGACTG-
GACTCCCCACCATCCCTCTGAGGGTCATG-
GAGTAGAAGAGTCATTTGACACTCACCT-
CAAATGATCCAGGTACTAACTTCTA-
CAGAAGTTGCTGGCGCTGGTGCGTCTT-
GCTGGCACGTGGAGTGGCAGCCGAACCTC-
GCGGGGCGGGAAGCCGCGAGATGGA-
CACCCCTCCGCTCTCAGACTCGGACTCC-
GGGTCGGATGAGTGCCTGGCCTCAGAT-
CAAGAGTTGCAGGATGCGTTTTCCCGCG-
GACTCCTAAAGCCAGGCCTCAATGTC-
GTGCTAGAGAAGCCGAAGAAGGCG-
GTGAATGACGAGAATGGCCTGAAGCA
GTGCTTGGCTGAATTCAAACGGGATCTG-
GAGTGGGTTGAAAGGCTCGATGTGACCCT-
GGGTCCTGTGCCTGAAGCCAGTGAAACT-
CAGTCAACACCCCAGAACAAGGAC-
CAGAAGAAAGGTGTTAATCCAGAAGAC-
GACTTCCAGAGGGAAATGAGTTTC-
TACCGCCAGGCCCAGGCTGCTGTGCTT-
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GCAGTATTACCCCGACTCCACCAGCTC-
CAAGTCCCTACGAAGAGGCCCACTGAT-
TATTTTGCAGAAATGGCCAAGTCTGATCAA-
CAGATGCAAAAGATTCGACAGAAGCTGCA
GACTAAACAGGCTGCCATGGAGAAATCT
GAAAAGGCCAAGCAACTTCGAGC-
GCTTAGGAAATACGGAAAGAAGGT-
GCAAACTGAGGTCCTTCAGAAGAGG
CAGCAGGAGAAAGCGCATATGATGAATGC-
CATCAAGAAGTACCAGAAAGGCTTCTCT-
GATAAGCTGGATTTCCTTGAGGGC-
GATCAGAAGCCTGTGGAACGAGGT-
GCAAAGGCAGGAGGAGCTAAAGGC-
CAGCAGATAAGTAAAGGGGCCCAATGC-
CAAACGAAGATACAAAAATCAGAAGTTT-
GGTTTTGGCGGAAAGAAGAAAGGCTC-
CAAATGGAACACACGGGAGAGCTACGAC-
GATGTCTCCAGCTTCCGGGGCAAGGTG-
GCTCATGGCAAGGGCCCCAGAAGGCCT
GGGAAGAAAGGGGCAAACAAGAGA-
CCCGGCAAAACGTACCAGACAGAAACT-
GAAAAGCAAAACCCGCTGAACAGCACT-
GTCCTGTGTAAAGAACCAGGAGAAGGAT-
GCACAGCACACTCAGTGTTCGTCCT-
GATTTTTGTAGGAAATTATTTTAATAAAT-
TAAACCTATGGAAGAAAGATACTCTT-
GGGTCAAAACCAGATACTTTTTAAAAGAT-
GGAGAAGTTTGCACATTAAAAAATATT-
GCTGCTCCTCA. G20(866 bp): CCCACGC-
GTCCGCATGTGTGTCCCAC CCCCAAATG-
TACAGTGTCCACCTAGTTACCTGAGAGA-
ACGCCCCAGTCAAGTGTTACTAGTCTTT-
TAGATTTCAGCAGGGAAGCCTCCACCTA-
ATGTGGACCAACTCTGAACTATTCCT-
GTCCCTAAGGTCAGAGAGGCCATAAAT-
GAACATTTACCTTATATTTTTATTTCATA-
ATGAAATCTTTTAGGCCAAACAACA
ATGTCTCGCTTCTTAAAGCCACAAAGAGC-
CAACCCCCCTCCTAGATCCGCTGTGC-
CAGGACGGATAGTGGGAGGCTGATTCT-
CAACCTTTACCAGAACAGCAAAATGTCTA-
AGACACATGTAACGGGCAAAAACAGAAT-
GCTCAGACCAAATGCGTTGTAAAGTGATAT-
GCACTGTTAATTACAGATCTTTGAAAGTCTC
TGTGCACATATGTAAGTTTTATTCAAC-
CATAAAATTTATTATCAGTCTTAGGTAAAT-
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GAACAGTATTTTTATACCACATAAACCCT-
GCTTTCCAAAACTCATTTCCCTCTAACT-
TACCAGGCACATTATACACACAGCTTA-
AAAAAGATCATATTTTTTTATTCTTGAC-
CATCCACTTATTTTGAAATTTCCAAAGTTTC
TTAGAAGCGAATTAAATAGAAACT-
CATGGGGAGTGTCTTATGGAGACGT-
CAGAAAATGTCACACCAGAGATCATCCAT-
GCTGTAGCCAAATGCATCTTCTAAGTCT-
GTCAGTGGTGGGGTGTACCCACCTTCCCT-
GTGTCTAAAGTATACTTTGCCCACTGA-
CAGTGGGCTCTGGCACCTTGGGATTGCT-
GTGAACCCAAATCAAAATAAAATCTGAGA-
AGCAAAAAAAAAAAAAAAAAA.
2.4 EHAEAER S H(ORF)LE R 3R
DL 5 B P 51 A R U (mRN AT A1),
HHATTELLORF /M #T. &5 S0 HE 1 () SR HEZR 4
G14: 65aa; 1137-1334 bp, MCMTSLSYLFKLS-
FCSKAFVAPLFRWRGSCLFAEPY CNHFSFI-
NIIFTGLIVYRACNKILTLCCE. G15: 354aa;
1064-2128 bp, MDTPPLSDSDSGSDECLAS-
DQELQDAFSRGLLKPGLNVVLEKPKKA-
VNDENGLKQCLAEFKRDLEWVERLD-
VTLGPVPEASETQSTPQNKDQKKGVNPED
DFQREMSFYRQAQAAVLAVLPRLHQLQVPT-
KRPTDYFAEMAKSDQQMQKIRQKLQT-
KQAAMEKSEKAKQLRALRKYGKKVQTEV-
LQKRQQEKAHMMNAIKKYQKGFSDKLD-
FLEGDQKPVERGAKAGGAKGQQISKGAQC-
QTKIQKSEVWFWRKEERLQMEHTGELR-
RCLQLPGQGGSWQGPQKAWEERGKQETRK-
TYQTETEKQNPLNSTVLCKEPGEGCTAHS-
VFVLIFVGNYFNKLNLWKKDTLGSKPDTF.
G20: 34aa; 377-481 bp, MRCKVICTVNYRSLK
VSVHICKFYSTIKFIISLR.

31718
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Abstract

AIM: To investigate the effect of Qilang
Decoction on substance P (SP) and vasoactive
intestine polypeptide (VIP) in mucous and
muscular layers of colon and its possible
mechanism.

METHODS: Fifty Kunming mice were divided
into normal group (A), model group of consti-
pated mice (B) and three different treatment
groups (C, D, E). Positively stained SP and VIP
were compared among the 5 groups using im-
munohistomisry and pathology analysis system.

RESULTS: Strongly positive SP [(9.35 + 2.44) x
10°, (7.69 £ 4.16) x 10°] and VIP [(9.48 + 4.54) x
10°, (6.65 £ 3.30) x 10°] were found in the mucous
membrane and muscular layers of the normal
colon group compared with the negative group

(P < 0.05). The SP and VIP level was higher in
the mucous membrane layer than in the muscu-
lar layer. The SP level [(5.25 + 0.72) x 10°, (5.61 +
1.59) x 10°, (5.61 £ 2.03) x 10° and (2.28 + 0.82) x
10°, (3.23 £ 0.80) x 10°, (3.45 £ 0.88) x 10°] and the
VIP level [(4.19 + 1.13) x 10°, (7.27 + 2.27) x 10°,
(3.40 £ 1.51) x 10° and (1.54 % 0.39) x 10°, (1.40 +
1.30) x 10°, (1.47 + 0.57) x 10°] decreased consid-
erably in the mucous membrane and muscular
layers of the Qilang Decoction groups compared
with the normal group (P < 0.05).

CONCLUSION: Qilang Decoction may regulate
the distribution of SP and VIP in the colon by di-
rectly stimulating the peristalsis of the colon, de-
creasing the response of SP to the nerve cluster
of the colon mucous membrane, and releasing
SP, thus leading to increased excretion of intesti-
nal juice, which lubricates the intestines for easy
bowel movements.

Key Words: Qilang Decoction; Diphenoxylate; Con-
stipated mice; Substance P; Vasoactive intestine
polypeptide

LiY, Wang J, Li YP, Hu Y, Tang J, Yu LF. Effect of Qilang
Decoction on substance P and vasoactive intestine
polypeptide in the mucous enteric nervous system. Shijie
Huaren Xiaohua Zazhi 2008; 16(3): 272-276

DA

HEY: WL AR A A AR AL ) B2 W 25 B &
Fa UL EP# Ji (substance P, SP). /8 & M Ak
(vasoactive intestine polypeptide, VIP)#) 35,
w14 AT H B ARAE A AL

Fik: 502 LA R AL Ky S48 PHEAT
MRLE(ALL). 1RALBEA 40 (B4L)Fe K (C4L), F
(D4R), (B4 = KA F 4. &R ezl
PALFE R AR R I DAL AT AR A, LR
A2ASP. VIPMEM & R 3R 69 %k 400353,
Fa 4TI,

LERR: 1R BLBEA 20 4L M AL B RV RSP

VIPEZ &M &k, 5 W E4ILEH B3,
LR ESP. VIPAE & TILE; C, D, E
LA FERE B Ao LESP[AEIE & (5.25+£0.72) X
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10°, (5.61£1.59)X10°, (5.61£2.03)X10° vs  IFTHCHIRAIEIKIE. Leica RM2145RAEHEY) Fr 'ﬁlff%
1% M AE Hr B AZ AL

(9.35+2.44) X 10°; ALE: (2.28+0.82) X 10°,

(3.23£0.80)X 10°, (3.45+0.88)X10° vs (7.69
+4.16) X 10°], VIPZERE &: [(4.19+1.13)X
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(1.40£1.30)X10°, (1.47%£0.57)X 10’ vs (6.65
+3.30)X 10°]1 4 TR Mk B % B
(P<0.05).
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2, 1 4 B FE IR AY 22 A P SPARAY 2 B T
Ak, SPEEZR Y, FH ik o ub3g ik 3T
BABAEA.

REEA: WABA R, BHHIFERE; /D RIEMER,
P, LA 5 P AR AR

=5, TR SR, i, 2R FAS. SRsTNeMEE
BB NESSP. VIPEIRID. BRENBHIRE  2008;
16(3): 272-276
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WO JE K € 2581500 mL, TUKAH4°CIRAE,
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565 JE BRI TF AR sy IR), 124 Fd s & 41/ Bl
T OCHE R A R 8 hHE(E SR 8 h A
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) FI3AN 1) v 24 2H (B R N 4 i A C
D. B LIRE S Jik45 750 mg/kg & 5 #iZ5#%
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G, RO R L, JEZ94 um. 43 53 THE
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KIG o R4, Bk BEALIG AN PR, XFSP.
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Gt e R Limean = SDEOR, 41
[ L A8 K FH 7 22 W, WAL ) B A8 R FHL SD-£4%1
5, FSPSS12.08 kAT £ 4ivl, P<0.05%
ARG L e A

2 #R

2.1 PR AEAERFN By C. D,

B4l 5 AH 8, B UCHE H 7B B[R] B 2 A
(P<0.05); /N8 hy 20 hHEH ORI Bk,
ANHAE S EON % . B, C. DFEZIA HLER
AN SRR U Y B R AE A ], 8 hy 20 hE{# R
e B 22 F(P>0.05), U RS Th (6 1).

22 NREMTEFHE KUY, 5 nFNE S
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AR HLA K, AV Z
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w48 £ BiE xR 1 ZBEWHERIE(mean = SD, 7 = 10)

1% A% i AR
b K R 4 W LR
PElhVEET b8 EREREMEmn  8hHEN  RHEDNN 20 hHENN
=\ A Zz WY
.95 484 5 ) A 156 +22.24 443+7.82 0 97.5+13.38
—XAEFTRT B 419.4 + 88.24° 7.6+7.29° 4 56.1 +17.40°
g;’ii@g‘riﬁi} C 419.4 +62.26° 9.1+9.08° 4 57.5+11.74°

) 2 Al 8 a a
napgnism D 434.2 +61.35 7.0+7.41 4 59.2 + 15.38
ik SZE B SP. E 4355+ 61.89° 8.5+ 6.85° 3 54.1+17.21°
VIPAZ L.

°P<0.05 vs AZH.

1
NFIEEAZGAL

A L B S S A (D).

2.3 NRLEWMEIEERNESP, VIPAEH T
1 BA S R E SUESP. VIPRH Rk B
Wt R, H5AA R B E %= 7 (P<0.05),
M 259697C. Dy B4 Z 5 ZFULZSP.
VIPFH M RIE B B FEAR, SHRAEALEARR
M7 (P<0.05), AR Et2Es

EE TN NRBEFRASZEIRMHE x 200). A: FIAXT IR, B: AR, C: SRR 2G2E; D: rhilfrh 252, E:

(P>0.05, %2).

3 171E

18 A i RS Bb P10 2 A WL R 0 AR B, 3
SRR IR W W o 2 R G S 1R AR S R R
ST b 2 JHR A A R 1) S 2B ok R b B A AR
FHU S T K e B o R I, T i p 4
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xR 2 AEAEESPHIVIPREBIIEH K imean +SD, x10°, 7 =10) iR EE
KL AP HET
1% A5 B AL AR AL AL

A B C D E
SP HEE 2.46 +1.36 9.35 +2.44° 5.25+0.72° 5.61+1.59° 5.61 +2.03°
S 2.53+1.19 7.69+4.16° 2.28+0.82° 3.23+0.80° 3.45 +0.88°
VIP 3B E 4.40+1.12 9.48 + 4.54° 419+1.13° 7.27 £2.27° 3.40+1.51°
= 1.26+0.22 6.65 + 3.30° 1.54 +0.39° 1.40 +1.30° 1.47 +0.57°
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ARSIk S VIP). NO. =R IR
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Abstract

AIM: To screen for the potential protein
biomarkers in serum for the diagnosis of
primary biliary cirrhosis (PBC) using proteomic
fingerprint technology.

METHODS: Proteomic fingerprint technology
combining magnetic beads with MALDI-TOF-
MS was used to profile and compare the serum
proteins from 44 patients with PBC, 32 patients

www.wjgnet.com

with other hepatic diseases and 43 healthy blood
donors. Proteomic patterns associated with PBC
were identified by Biomarker Patterns Software.
Model of biomarkers was constructed and eval-
uated using the Biomarker Patterns Software.

RESULTS: A total of 69 discriminating m/z
peaks were identified that were related to PBC
(P < 0.05). The model of biomarkers constructed
by the Biomarker Patterns Software based on the
four biomarkers (3445, 4260, 8133 and 16 290) gen-
erated excellent separation between the PBC and
control groups. The sensitivity was 93.3% and the
specificity was 95.1%. Blind test data indicated a
sensitivity of 92.9% and a specificity of 82.4%.

CONCLUSION: Biomarkers for PBC can be
discovered in serum by MALDI-TOF-MS com-
bining the use of magnetic beads. The pattern
of combined markers provides a powerful and
reliable diagnostic method for PBC with a high
sensitivity and specificity.

Key Words: Primary biliary cirrhosis; Autoimmune
liver disease; Biomarker; Magnetic beads; Proteom-
ic fingerprint

Hu CJ, Li YZ, Zhao GF, Li N, Xu Y, Tong DW, Zhang SL.
Screening for specific biomarkers in serum for diagnosis
of primary biliary cirrhosis using proteomic fingerprint
technology. Shijie Huaren Xiaohua Zazhi 2008; 16(3):
277-283
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PEIH SN, 20 LU N 40 /NIBE A kA T
PR IR FEAE T TR SOREPE 0%, KISy IR
TR e 5 BUIT £F 4 A RN IR AL 1 18 1 2k
JENE 5 Gy PR O T ERRAE L AR A
AR, PBCEH FHEE N CAA T2 T
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A g aze e o FATIAE A T, 1 HPBCAE
Fp RO PR IR R 5 SR RIPE T ] g 40 i T oAl
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B2 X R LA QI R A A, IR 2 e i
T (1P B C L JH I ZH 2 B A A fie 4 20 Ry
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Bt Gl MRS BRI, FATIR AR TR
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1 SRIRTE
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T2 AE BE B 11961 35 K 5, P HEPBC
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RAMRAF. LB =ML JRE . Hepes.s
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SPA(Sinapinic acid)/¥y [ SigmaZ\ 7. PBSII-C%Y
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PO MG R, IR E L b, & TS
BB _E2y B2 min, 75 _E3EWB, A 100 mmol/L
NaAc 100 pnLPE#2IK, 5 min/ik. 5 mL/LH]
TFA 10 w45 & A REPERER B & Avems
min, 5 pL& AVEBGBINAS pLfFISPA(50%
CAN+5 mL/L TFA), 77~ 52 pLik
F1 45 fR A 0 R T & B (s B A 2
&A1EH, Au-chip, Ciphergen), HRIET, KH
PBSTI-CHY 8 [ W65 i B 13 ORI 4 1 48 4L
1.2.4 %R #ml: 5 R A S H0R e N Bk
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Abstract

Hepatic fibrosis is a common pathological
process of chronic liver diseases, characterized
by increased synthesis and relatively low
degradation of extracellular matrix (ECM)
resulting from their dynamic imbalance. Recent
progress in molecular biology techniques has
made it possible to treat hepatic fibrosis with
gene therapy. At present, the commonly used
method is to induce the expression of exogenous
genes by transducing enough therapeutic genes
into injured liver to delay or cure liver fibrosis.
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1.1 #4L £ K B FB(transforming growth factor,
TGFB) & H 2T il e B i) 5 8 4 i BAI
22— W UMEREI AR 4 il (hepatic stellate
cell, HSC)7r WA K BEECM, I 40 i 14 /1, 5
PR AN T, A R < A T B (matrix
metalloprotainase, MMP)& ik, {FECM [ ik
AR, BT TG 5 8 i vl LA
W T 4k ™1 47 AM 3 T RIATGFB 11 %2
AT A1 DX I 1 52 o ke B 28 s 75 2R A A CAT-
BTR, ik [ ki S S AR I 1) SR 05,
CABH KT 4 J5PETGFRAE ‘Sl k. 45 KW, W5
K ST £F 4k % 1% 2% 1 (fibronectin, FN). TGFp1
£ 50 A EL A B 25 kb, HSC KK up fferl il
PSRN, o R A AT Al R
. EEESEL TAICAT-BTRA, K BUITIhAE
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BWIRAE, MEALT. AST/KF W& FF%, &1
DUREIDE B2 R B K T GF BRE R 4 7 AR &R TT
JHETAEAL AR5 A 240K T Ueno et alfidt | ik
TGFB I B2 Ak 5e M A7 i 5 N e BREE A
Fe)v Bl & 8 B I B A M a0k, nTRARIE—
RIS PE R Z AR5 1 v B, STGFRwF b4,
FELIT T GF B A=W 243 V. AE B2 B i 3 )5 115-7
i By, V5 T AR 7 0K B AT A A 2
1% T R AE L 5 2 A Al i R AR X et
LG RIUE AW T GF B 516 Rl %, v LA
S5 BELBBT FFF £ kA 1R TR BSORN et

1.2 Mrampe £ K BT o948 R 70T AF 4l 8 et
R, T 20 PR AR R A R R 48 o) 5 S Y 2% Dk
o DR, R R T AN P R AR A B R
JHF 2 4 A (1) B 2 SR M RN . T 40 B A KR 7
(hepatic growing factor, HGF) &2 L HE4N My
BRI7, Refli 2 AR A an oy b 38 5E ST #,
Xt P A BAT SR R HEVE FH Y, Xiia er al™¥
BRi%H GF A IE BURL KT 5 B 2 I8 S 25415 1
B R R b, RIHEE T+ TR R 0 AR
WYk, TGFBLIKIAIASZ B, LT et is
FEWT B, S, AT — S5k b 2 i
BRI TE S R RS D DR 800, IS T
B ORI, AT S T B #E A S HGF
MR TGF B 1T AL SRS e N JHASAL K B A4
W, I AT HEA W] WA 4%, D Re 2, JH-4l
PR F A HE K PY, SR H GFAE A Py m] 3 BT 4 e
2o 0358, (EREI AN MO G, W] LAAE T 4L R
DR IR A 200 R,

1.3 BF £ 38 3% B F (augmenter of liver regene-
ration, ALR) FCHGFEAT 5 55 [ 40 H 70 245
P, XFCCL USRI 05 A7 W] 2 i O 1 .
FER W], ALRMERL FiRy TH0ER A, FHH] H 2R
AT AN R, 25 BRI R AR R R, 18 3
PEHE PRI L LT Ef i H IR AN T
ALRERZ L Tk, LAEERIG YT 177 2OMEERT &
PEFFUOT B PRI, I S s K B PR A7
TR R TR AL, I PR LALTA
AST/KFE,

1.4 & /~%-10(interleukin-10, IL-10) JEHF£F4E4k
[ JR 9 i 1) 2 S A DR 1272, st £ 4
s ALY TR, DRI A BELURT JFE £ 4 A i 7
FERVA YT (0 R 0 W SAE S, AR A
I ZEIATL- 107KV (0 B3 AT B A2 H 2T 4R 8 B
TSR PR A oK BRI 1056 R i 75
B 1 R R K S CCLF B KRR, RT-PCR
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FEMHSCIY T+ IV IRmRN A IA Rl 43 1 B
AR T A BAR AR e A, UESEIL-107] BA
FHIHS CRAE R ws T« IV IR, X JH- 21 4
A O VR . R L FL R SRR - 10
FE P ANCCLH KB, 45 RUESE R T as
TGFB1. FNIJHIE R, BFEF4Eb e i miz el
FEHMIFTL- 1035 PR 5 A B AR &1 e 40 4 K B
ZERFIFAESR [ on TGFBL. TNFalJ i F
B TL- 1000 B RVA 7 A T ET AL B AL T R 1
NI 5. AN B HEIL-1028 PR N JHEE, A2 76
JUFE e 0 v SR TR K, DA BRI JH- 4T 4k K
@[37-39].

1.5 Atbmpp £ KRBT ZFRAMAKRE 1, W
M NRATAEAE K R F(platelet-derived growth
factor, PDGF)*, {154l Jffu /£ K [A 1 (karatinocyte
growth factor, KGF), ik & ZFE4-K F -1 (insulin-
like growth factor, IGF)™*" ™45 th n] LL{i¢ HEHSCHY
B, IS EFAEAL. SR SEK GF ] DL 2 5
BEHS CHYAH, fEutA i i Gy/G WIREASH], KGF
S, cyclin D1 (AKIE W 2T, P21wafl &
A R R, RWIKGFATHSCAT W & (2 S8 5 1E
TEF LT YEAR ) R AR b A7 B . T 48 2
ANKGF 54 44(K 102) af A JH- £ 446K B
YR MG TE . 4k, WEEFR(RALT. AST/K,
JFFEH 2 B 1 3 00 T AL 2T 4 ) 428 ik >,
IGF 5 4G 6 R B ARE % D), NG &
HAHAIGF TG KR, I IDi6e. 115
ki AT AEA 1) Wl 25 05, IR AR DG JH
ARG B S BEHLIG PR X R Se i 2w,
IGF IR mT LS i A 8 13 1 B
AKF, 3 RE R ARHDIRAS, (B4 23— i
PRSI AIE 521,

2 MHIHSCELRBHHSCRY AT

HSCIGA BT 2T i 1h A2k R 1R R B
AW TR, d N R PR AT YA I KR T
ESEEFSTHS CIEE IR 6T @420, #5474 R
Smad73E [F ) 55 2H 52 )k B 7 IR0 #EAd Smad7
IR RURACHSC, 45 3 2 7r AdSmad7 ] fEHSC
i R, TGFB IS HSCIRIE A 41 F 4l A 2 B
>,

LEHSCHE - A, ol % P Fa s 7
(sFasL)5Fas R 40 & 4 0 T 1 15 i F vp i o
TN #. XsFasLifs S IHS CYI M 10 58 R IN,
sFasL 75 3 ITHSCHH T2 — P 8 I AIRNA S K
s I R T R LA IR e BEL IR 2R 1A K,
B LIk # ZDFLWIRN AR A %, sFasLif &

A7 B A %

B 4F 44 84 3k B
W% I RNT AT R
B0 & B A
B, A HER
R EREFT
TGFB. HGF.
ALR%¥ @ o B
F F2HSC %0 it 7%
1. B AR Lk
AELE SR Eos
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% 7 X B A 5t
RGBSR
RUFCEL R, &
R A KA A B
i HE T A Ak
W iE T ik, BA
TR e R AT AR

VT AN HE K bel-2Fbel-x 1K) /K F3E T2 i ol
S, RIFWITHSCRRIL /KT 135 i T W 3 8 5%
(FIHS G Ak T B FT 4T 44 . Rk, MHSCI
M TNT, R RM ARG T
7

3 IRRIBETERT A 4L CPEvER

i L A LA A R €5 % A S R R 1 IR &5 4
i oL A B A R0 10K PR T 40 1 S (AR
v (R e M L IE I AT 22 0 34 5k R R s 6 20
(. S K B (1 4 o 3 ARt bor B PR T 1. K
T IREHE F B, LE T2 Ak (R JF AU v, sty o P 1) 3
PR ARG ANER T B 2 B AIG. LAk s hr 1 o
PP 1) T 2 AL AR e N I AT 4 i R,
R LA i L A 91 4 14D 400 P R 44 48 4 A 4 L 1) 1
HOIRAS. Rudolph er al ™3k g FrImRNAKE A
i B Dy BEAS AR JEF At b b, &5 R o T DLk
JFEFEAR s BB T, ST T RE. >4 F Rk i
L 8 5 DR 1) 5 B 28 A Rk % BRUFE Al I, /)
BUHILIEKIE 2 ARG 0. L ALT/K
N BRI 40 RS GRS T T . SO IR, R
BERNAJE K G HL /-0 HITGF R D fie, 48 @t
ET YA . $ R Tk 2 T i R I K DR T
P it A2 M P O 92993 0, 455 2T 44 SE DR YR 9T 1)
FER O,

4 RNAFHERARTDEYS FFEF 4L PRI

RNATJ(RNA interference, RNAi) &L & JiE
BRI — R bR, fiivl . 2B HR, WA
IS BT 22 AN BE DR IA, AN AT H T8I 9T 2 A )
RE, M0 HL AT S B g BELBT H ) DR ) 52
FIEIE, AT IABIE DR 1) 3 5%, ik 2R 9T
H o i P s, HG™ E AN R X
N, R0 Y 9T 7 G BE R B A R TR Y
FHT 50, RNAKA B HU 2R 4EAb a7 7 K
Al AT E B RN AL I SRR T, 476l
I T H S CIG A 1R G B 4t o D8] 1 45 45 A1 2 AR K
[X]-¥-(connective tissue growth factor, CTGF)
TGF B2 5t Xf £ 4 A ik DR v o7 5 B AR 4
B ZET TR IKE S TP ET 46 K BCTGF siRNAJK
L, 187 AR RUFZLCTGF mRNA K & %15
WE T, AR INFE S 4 44k 5 25
O DB TGFR1 siRNAF-CCLF475 A Bl
REAERIL, HERIATGFBL. a-SMA. 17
J D TS IA S R BT Bl RN AR

ATl B

5 &g

JIEET AL (R L DR 8 7 03 A0 T LAE R 1Y) GHER JE,
S5 NATTREIL T 367 A R S8 0 5 i 5™ A
FME, WA EERIGTT HOR I H Rk, ERGYT
B EMATH . LA BUF. TP 4tb 3L RiG 7
RE B IR YR YT TG 22 BEDVR YT 17 T R,
WIT IR R B AR R AT Al . S IE T
I, A E S F e

6 ZEXH

1 Rockey DC. Antifibrotic therapy in chronic liver
disease. Clin Gastroenterol Hepatol 2005; 3: 95-107

2 Prieto J, Qian C, Hernandez-Alcoceba R, Gonzalez-
Aseguinolaza G, Mazzolini G, Sangro B, Kramer
MG. Gene therapy of liver diseases. Expert Opin Biol
Ther 2004; 4: 1073-1091

3 Abe H, Uto H, Takami Y, Takahama Y, Hasuike
S, Kodama M, Nagata K, Moriuchi A, Numata
M, Ido A, Tsubouchi H. Transgenic expression of
osteoactivin in the liver attenuates hepatic fibrosis
in rats. Biochem Biophys Res Commun 2007; 356:
610-615

4 HRM, XURHE. UL IR, 2552
f12 2006; 41: 7-11

5 Roderfeld M, Weiskirchen R, Wagner S, Berres ML,
Henkel C, Grotzinger J, Gressner AM, Matern S,
Roeb E. Inhibition of hepatic fibrogenesis by matrix
metalloproteinase-9 mutants in mice. FASEB | 2006;
20: 444-454

6 Chen M, Wang GJ, Diao Y, Xu RA, Xie HT, Li
XY, Sun JG. Adeno-associated virus mediated
interferon-gamma inhibits the progression of
hepatic fibrosis in vitro and in vivo. World |
Gastroenterol 2005; 11: 4045-4051

7 Prosser CC, Yen RD, Wu J. Molecular therapy for
hepatic injury and fibrosis: where are we? World |
Gastroenterol 2006; 12: 509-515

8 Jiang Y, Kang Y]. Metallothionein gene therapy for
chemical-induced liver fibrosis in mice. Mol Ther
2004; 10: 1130-1139

9 limuro Y, Fujimoto J. Strategy of gene therapy for
liver cirrohosis and hepatocellular carcinoma. |
Hepatobiliary Pancreat Surg 2003; 10: 45-47

10  Suzuki K, Aoki K, Ohnami S, Yoshida K, Kazui
T, Kato N, Inoue K, Kohara M, Yoshida T.
Adenovirus-mediated gene transfer of interferon
alpha improves dimethylnitrosamine-induced liver
cirrhosis in rat model. Gene Ther 2003; 10: 765-773

11 Rosenbaum ]. Gene therapy for liver fibrosis using
genes that code for protease matrices. Gastroenterol
Clin Biol 2003; 27: 671-672

12 Promrat K, Wu GY, Wu CH. Gene therapy for
metabolic diseases of the liver. BioDrugs 2000; 13:
177-188

13 Dai WJ, Jiang HC. Advances in gene therapy of
liver cirrhosis: a review. World | Gastroenterol 2001; 7:
1-8

14  Cheng K, Mahato RI. Gene modulation for treating
liver fibrosis. Crit Rev Ther Drug Carrier Syst 2007;

www.wjgnet.com



XU, . FFLHECHEREST 287
24: 93-146 Wang XZ. Effect of interleukin-10 and platelet-  W.% 44 % #

15  Yang KL, Chang WT, Chuang CC, Hung KC, Li EL derived growth factor on expressions of matrix =~ RNA-FH#(RNAI):
Antagonizing TGF-beta induced liver fibrosis by a metalloproteinases-2 and tissue inhibitor of % 4§ & # f& i
retinoic acid derivative through regulation of ROS metalloproteinases-1 in rat fibrotic liver and ~ # ¥ @& B & 5
and calcium influx. Biochem Biophys Res Commun cultured hepatic stellate cells. World | Gastroenterol ~ #1+ W RXAERNA
2008; 365: 484-489 2004; 10: 2574-2579 (dsRNA)#H &

16  Inagaki Y, Okazaki I. Emerging insights into 31  Zhang L], Zheng WD, Shi MN, Wang XZ. Effects éf] + FlAmRNA
Transforming growth factor beta Smad signal in of interleukin-10 on activation and apoptosis of & R T M R
hepatic fibrogenesis. Gut 2007; 56: 284-292 hepatic stellate cells in fibrotic rat liver. World | AR

17 Xu XB, Leng XS, He ZP, Liang ZQ, Lin K, Wei YH, Gastroenterol 2006; 12: 1918-1923
Yu X, Peng JR. Inhibitory effect of retroviral vector =~ 32  Zhang L], Wang XZ. Interleukin-10 and chronic
containing anti-sense Smad4 gene on Ito cell line, liver disease. World | Gastroenterol 2006; 12:

LI90. Chin Med ] (Engl) 2004; 117: 1170-1177 1681-1685

18  Arias M, Sauer-Lehnen S, Treptau J, Janoschek 33  Huang YH, Shi MN, Zheng WD, Zhang L], Chen
N, Theuerkauf I, Buettner R, Gressner AM, ZX, Wang XZ. Therapeutic effect of interleukin-10
Weiskirchen R. Adenoviral expression of a on CCl4-induced hepatic fibrosis in rats. World |
transforming growth factor-betal antisense mRNA Gastroenterol 2006; 12: 1386-1391
is effective in preventing liver fibrosis in bile-duct 34  Zhang L, Wang X, Zheng W, Shi M. The effects of
ligated rats. BMC Gastroenterol 2003; 3: 29 interleukin-10 on the expression of Fas and FasL in

19 Jiang W, Yang CQ, Liu WB, Wang YQ, He BM, rat hepatic stellate cells. Med Chem 2006; 2: 611-616
Wang JY. Blockage of transforming growth factor 35 HungKS, Lee TH, Chou WY, Wu CL, Cho CL,
beta receptors prevents progression of pig serum- Lu CN, Jawan B, Wang CH. Interleukin-10 gene
induced rat liver fibrosis. World ] Gastroenterol 2004; therapy reverses thioacetamide-induced liver
10: 1634-1638 fibrosis in mice. Biochem Biophys Res Commun 2005;

20 Xue F, Takahara T, Yata Y, Kuwabara Y, Shinno E, 336: 324-331
Nonome K, Minemura M, Takahara S, Li X, Yamato 36 Chou WY, Lu CN, Lee TH, Wu CL, Hung KS,

E, Watanabe A. Hepatocyte growth factor gene Concejero AM, Jawan B, Wang CH. Electroporative
therapy accelerates regeneration in cirrhotic mouse interleukin-10 gene transfer ameliorates carbon
livers after hepatectomy. Gut 2003; 52: 694-700 tetrachloride-induced murine liver fibrosis by MMP

21  Matsuno Y, Iwata H, Umeda Y, Takagi H, Mori and TIMP modulation. Acta Pharmacol Sin 2006; 27:
Y, Kosugi A, Matsumoto K, Nakamura T, Hirose 469-476
H. Hepatocyte growth factor gene transfer into 37  Shi MN, Zheng WD, Zhang L], Chen ZX, Wang XZ.
the liver via the portal vein using electroporation Effect of IL-10 on the expression of HSC growth
attenuates rat liver cirrhosis. Gene Ther 2003; 10: factors in hepatic fibrosis rat. World | Gastroenterol
1559-1566 2005; 11: 4788-4793

22 Xia]L, Dai C, Michalopoulos GK, Liu Y. Hepatocyte 38  Wang XZ, Zhang L], Li D, Huang YH, Chen ZX,
growth factor attenuates liver fibrosis induced by Li B. Effects of transmitters and interleukin-10
bile duct ligation. Am ] Pathol 2006; 168: 1500-1512 on rat hepatic fibrosis induced by CCl4. World |

23 LinY, Xie WF, Chen YX, Zhang X, Zeng X, Qiang H, Gastroenterol 2003; 9: 539-543
Chen WZ, Yang X], Han ZG, Zhang ZB. Treatment 39  Zheng WD, Zhang L], Shi MN, Chen ZX, Chen
of experimental hepatic fibrosis by combinational YX, Huang YH, Wang XZ. Expression of matrix
delivery of urokinase-type plasminogen activator metalloproteinase-2 and tissue inhibitor of
and hepatocyte growth factor genes. Liver Int 2005; metalloproteinase-1 in hepatic stellate cells during
25: 796-807 rat hepatic fibrosis and its intervention by IL-10.

24 Ozawa S, Uchiyama K, Nakamori M, Ueda K, World | Gastroenterol 2005; 11: 1753-1758
Iwahashi M, Ueno H, Muragaki Y, Ooshima A, 40  Borkham-Kamphorst E, van Roeyen CR, Ostendorf
Yamaue H. Combination gene therapy of HGF and T, Floege J, Gressner AM, Weiskirchen R. Pro-
truncated type II TGF-beta receptor for rat liver fibrogenic potential of PDGF-D in liver fibrosis. |
cirrhosis after partial hepatectomy. Surgery 2006; Hepatol 2007; 46: 1064-1074
139: 563-573 41 Zaratiegui M, Castilla-Cortazar I, Garcia M,

25  Peron JM. Gene therapy, hepatocyte growth factor Quiroga J, Prieto J, Novo FJ. IGF1 gene transfer
(HGF) and anti-fibrotic effect. Gastroenterol Clin Biol into skeletal muscle using recombinant adeno-

2004; 28: 98-99 associated virus in a rat model of liver cirrhosis. |

26 LiQ, Liu DW, Zhang LM, Zhu B, He YT, Xiao Physiol Biochem 2002; 58: 169-176
YH. Effects of augmentation of liver regeneration 42 Vera M, Sobrevals L, Zaratiegui M, Martinez L,
recombinant plasmid on rat hepatic fibrosis. World | Palencia B, Rodriguez CM, Prieto ], Fortes P. Liver
Gastroenterol 2005; 11: 2438-2443 transduction with a simian virus 40 vector encoding

27  Schuppan D, Hahn EG. Interleukin 10: the magic insulin-like growth factor I reduces hepatic damage
bullet for liver fibrosis? Gastroenterology 2000; 119: and the development of liver cirrhosis. Gene Ther
1412-1414 2007; 14: 203-210

28 Louis H, Le Moine O, Goldman M, Deviere J. 43  Wang XZ, Chen ZX, Zhang L], Chen YX, Li D,

Modulation of liver injury by interleukin-10. Acta Chen FL, Huang YH. Expression of insulin-like
Gastroenterol Belg 2003; 66: 7-14 growth factor 1 and insulin-like growth factor 1

29  Zhang L], Yu JP, Li D, Huang YH, Chen ZX, Wang receptor and its intervention by interleukin-10 in
XZ. Effects of cytokines on carbon tetrachloride- experimental hepatic fibrosis. World | Gastroenterol
induced hepatic fibrogenesis in rats. World | 2003; 9: 1287-1291
Gastroenterol 2004; 10: 77-81 44 Finch PW, Rubin JS. Keratinocyte growth factor/

30 Zhang L], Chen YX, Chen ZX, Huang YH, Yu JP, fibroblast growth factor 7, a homeostatic factor with

www. wjgnet.com



288 ISSN 1009-3079 CN 14-1260/R HRENBNHZEG  2008F1828H 165 FH3E
W@ 5 FM therapeutic potential for epithelial protection and A, Flavell RA, Mehal WZ. Apoptotic hepatocyte

AL AEiFE, &
Koy, BA—E
#2236 & S e
AR

45

46

47

48

49

50

51

52

53

54

55

56

57

58

repair. Adv Cancer Res 2004; 91: 69-136

Conchillo M, Prieto J, Quiroga J. Insulin-like growth
factor I (IGF-1) and liver cirrhosis. Rev Esp Enferm
Dig 2007; 99: 156-164

Conchillo M, de Knegt R], Payeras M, Quiroga
J, Sangro B, Herrero JI, Castilla-Cortazar I,
Frystyk J, Flyvbjerg A, Yoshizawa C, Jansen PL,
Scharschmidt B, Prieto J. Insulin-like growth factor
I (IGF-I) replacement therapy increases albumin
concentration in liver cirrhosis: results of a pilot
randomized controlled clinical trial. ] Hepatol 2005;
43: 630-636

Gutierrez-Ruiz MC, Gomez-Quiroz LE. Liver
fibrosis: searching for cell model answers. Liver Int
2007; 27: 434-439

Moreira RK. Hepatic stellate cells and liver fibrosis.
Arch Pathol Lab Med 2007; 131: 1728-1734

Nie QH, Cheng YQ, Xie YM, Zhou YX, Cao YZ.
Inhibiting effect of antisense oligonucleotides
phosphorthioate on gene expression of TIMP-1
in rat liver fibrosis. World | Gastroenterol 2001; 7:
363-369

Adrian JE, Poelstra K, Kamps JA. Addressing liver
fibrosis with liposomes targeted to hepatic stellate
cells. ] Liposome Res 2007; 17: 205-218

Beljaars L, Meijer DK, Poelstra K. Targeting hepatic
stellate cells for cell-specific treatment of liver
fibrosis. Front Biosci 2002; 7: e214-e222

Parola M, Marra F, Pinzani M. Myofibroblast - like
cells and liver fibrogenesis: Emerging concepts in a
rapidly moving scenario. Mol Aspects Med 2007
Dooley S, Hamzavi ], Breitkopf K, Wiercinska E,
Said HM, Lorenzen ], Ten Dijke P, Gressner AM.
Smad? prevents activation of hepatic stellate cells
and liver fibrosis in rats. Gastroenterology 2003; 125:
178-191

HTR, A, IR, S, Ml T2 R
[z X Smad_45 A AR ACFSCLEM A5 R
M. FpA R 2004; 84: 587-591

Kinoshita K, limuro Y, Fujimoto J, Inagaki Y,
Namikawa K, Kiyama H, Nakajima Y, Otogawa
K, Kawada N, Friedman SL, Ikeda K. Targeted
and regulable expression of transgenes in hepatic
stellate cells and myofibroblasts in culture and
in vivo using an adenoviral Cre/loxP system to
antagonise hepatic fibrosis. Gut 2007; 56: 396-404
Shen H, Fan J, Minuk G, Gong Y. Apoptotic and
survival signals in hepatic stellate cells. Zhong Nan
Da Xue Xue Bao Yi Xue Ban 2007; 32: 726-734
Urtasun R, Nieto N. Hepatic stellate cells and
oxidative stress. Rev Esp Enferm Dig 2007; 99:
223-230

Watanabe A, Hashmi A, Gomes DA, Town T, Badou

59

60

61

62

63

64

65

66

67

68

69

70

DNA inhibits hepatic stellate cell chemotaxis via
toll-like receptor 9. Hepatology 2007; 46: 1509-1518
Yin MF, Lian LH, Piao DM, Nan JX. Tetrandrine
stimulates the apoptosis of hepatic stellate cells
and ameliorates development of fibrosis in a
thioacetamide rat model. World | Gastroenterol 2007;
13:1214-1220

Rudolph KL, Chang S, Millard M, Schreiber-Agus
N, DePinho RA. Inhibition of experimental liver
cirrhosis in mice by telomerase gene delivery.
Science 2000; 287: 1253-1258

Sato R, Maesawa C, Fujisawa K, Wada K, Oikawa
K, Takikawa Y, Suzuki K, Oikawa H, Ishikawa
K, Masuda T. Prevention of critical telomere
shortening by oestradiol in human normal hepatic
cultured cells and carbon tetrachloride induced rat
liver fibrosis. Gut 2004; 53: 1001-1009

Takahashi Y, Nishikawa M, Takakura Y. In vivo
siRNA delivery to tumor cells and its application
to cancer gene therapy. Yakugaku Zasshi 2007; 127:
1525-1531

Volarevic M, Smolic R, Wu CH, Wu GY. Potential
role of RNAI in the treatment of HCV infection.
Expert Rev Anti Infect Ther 2007; 5: 823-831

John M, Constien R, Akinc A, Goldberg M,
Moon YA, Spranger M, Hadwiger P, Soutschek J,
Vornlocher HP, Manoharan M, Stoffel M, Langer R,
Anderson DG, Horton JD, Koteliansky V, Bumcrot
D. Effective RNAi-mediated gene silencing without
interruption of the endogenous microRNA pathway.
Nature 2007; 449: 745-747

RhERtE, [fgbt, RERE, R, ER, BATK, B,
JEME, G, S SO S 2 2R AR R - S e
FFAFHECR SR, FRAERTER s 2007; 15: 118-121
George J, Tsutsumi M. siRNA-mediated
knockdown of connective tissue growth factor
prevents N-nitrosodimethylamine-induced hepatic
fibrosis in rats. Gene Ther 2007; 14: 790-803

Kim KH, Kim HC, Hwang MY, Oh HK, Lee TS,
Chang YC, Song HJ, Won NH, Park KK. The
antifibrotic effect of TGF-betal siRNAs in murine
model of liver cirrhosis. Biochem Biophys Res
Commun 2006; 343: 1072-1078

Hu YB, Li DG, Lu HM. Modified synthetic siRNA
targeting tissue inhibitor of metalloproteinase-2
inhibits hepatic fibrogenesis in rats. | Gene Med
2007; 9: 217-229

Martin SE, Caplen NJ. Applications of RNA
interference in mammalian systems. Annu Rev
Genomics Hum Genet 2007; 8: 81-108

Parsons CJ, Takashima M, Rippe RA. Molecular
mechanisms of hepatic fibrogenesis. | Gastroenterol
Hepatol 2007; 22 Suppl 1: S79-584

mAE FEZ W AT

www.wjgnet.com



WREARILEL®

wcjd@wijgnet.com

9

R A LAY 20085E1H288; 16(3): 289-291
ISSN 1009-3079 CN 14-1260/R

L #k 472 REVIEW

PURT L AL AR B3R T By i R A 3T 2L F

PR, BRRLL, BRIRIL

Rk, tMEFHFFHFRLBELME ThpeMT
061001

R4, TE B RAALERANG P OCERESL Ty
JBRYr T 065000

FIRT, EMEFHFEAFREFLEEIET TEE
M 061001

fE& TR IOWRABIRERSIRMELENT; EMUZADNT
BRSSPI TN, AN EIERIMERSIMRIH BT
W, ERLWNEX SIEE FERFIES.

BIREE: FREZR, 061001, STILEEIND, NEBAESHX
SONEZSSFERFR. czyzkkk@yahoo.com.cn

E835: 0317-5507813

IWFBEHE: 2007-10-25 {BOEHA: 2008-01-02

Progress in treatment of
liver fibrosis with traditional
Chinese medicine

Jun-Rong Chen, Jun-Hong Chen, Zhen-Jiang Hou

Jun-Rong Chen, Department of Pharmacology, Cangzhou
Medical College, Cangzhou 061001, Hebei Province, China
Jun-Hong Chen, Division of Medical Affairs, China Na-
tional Petroleum Corporation Central Hospital, Langfang
065000, Hebei Province, China

Zhen-Jiang Hou, Department of Laboratory Medicine,
Cangzhou Medical College, Cangzhou 061001, Hebei Prov-
ince, China

Correspondence to: Jun-Rong Chen, Cangzhou Medical
College, Yingbin Southern Avenue, Gaojiao District, Cangzhou
061001, Hebei Province, China. czyzkkk@yahoo.com.cn
Received: 2007-10-25 Revised: 2008-01-02

Abstract

Research on therapeutic principles of traditional
Chinese medicine for liver fibrosis has become
increasingly active. The therapy for liver
fibrosis has been transformed from merely
promoting blood circulation to dispel stasis to
different treatment modalities such as softening
hardness to resolve harden mass, soothing liver
and reinforcing spleen, eliminating heat and
removing dampness, detoxification, nourishing
kidney and smoothing liver. The core of
treatment of liver fibrosis is based on an overall
analysis of its symptoms and signs according
to the basic theories of traditional Chinese
medicine. Related studies on the treatment of
liver fibrosis are proposed.

Key Words: Chinese medicine; Liver fibrosis; Thera-
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Abstract

Severe acute pancreatitis (SAP) is an abdominal
catastrophe with a high morbidity and mortality.
Up to now, no special drugs or therapeutic
methods are available for SAP. Since evidence-
based medicine came into being, much more
clinical evidence has provided better choice of
treatment for SAP. However, such evidence does
not fit for all ASP patients based on its critical
inclusion and exclusion criteria. It is, therefore,
important to treat ASP patients by combining
such evidence with clinical experiences.

Key Words: Severe acute pancreatitis; Evidence-
based medicine; Epidemiology; Antibiotics; Chinese
medicine
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Abstract

Lung injury is one of the most common
complications of severe acute pancreatitis (SAP).
At present, the pathogenesis of SAP complicated
by lung injury still remains unclear. However,
great attention has been paid to it at home
and abroad. Many factors such as pancreatic
enzyme, polymorphonuclear neutrophil,
oxygen free radical, cytokine, microcirculatory
disturbance, complement, kinin, NO and ET

www.wjgnet.com

play an important role in the pathogenesis of
SAP by interacting with each other. This paper
reviews the advances in the pathogenesis of SAP
complicated by lung injury and related studies
in order to provide the theoretical basis for its
effective prevention and treatment.

Key Words: Severe acute pancreatitis; Lung injury;
Acute pancreatitis-related lung injury; PLA,

Zhang XP, Wu CJ, Li ZJ. Advances in research of severe
acute pancreatitis complicated by lung injury. Shijie
Huaren Xiaohua Zazhi 2008; 16(3): 299-306

ik 2

T 2R X (severe acute pancreatitis,
SAP)RF eyt R mZ — M. B,
SAPS Il B 45 69 48 X AUH] b AP A, B A5k
5B AF L AUH) AT AR AL MREE. A
min., BB Wk, MIE-T. MIERREA,
#I\'ﬁi%%\ WAk, —RBALERUEAREER
F, By AR ZAE A A, ESAPA A
Wl P A E T 5T T ER. AEESAPH
KA T 5809 Z IR pLE Fe AR R, A
T A By b A AR AR T S 09 BRI

K2 EAE S MERAR %8, M54, S BBRAR S AR R
PR, BEREEEA,

KEW, 2R, THE. BERMRIEIRIMRIDEIHTIH

f. RN Jém/u 2008, 16(3): 299-306
http://www.wjgnet.com/1009-3079/16/299.asp
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FE 2P B R A (severe acute pancreatitis, SAP)!"
2 DB I 1 5 W 4k o SRt AR IR B S IR P8R
FBRFAE I M A 5 PR, T RG] R R
A B P B JOE N, 3 R B L AIG
M5 PR bE A 22 JUE 2% D) B B A% 45 R 4 1 R
IiE N SR MiE (systemic inflammatory response
syndrome, SIRS)?, L4 S E( % 28 B hREA 445
A1 (multiple organ dysfunction, MODS)P. B4
T XIRS  RERE R R I RONE 22 R S
SR O AT J LAk, SAPR R B ETHEH A1

| L )
IS R B R R
W, F Lo
K (SAP) K A J%
B, R
JE B a‘?iﬁ
Fogm L K A
%,#Elaé@?mj_'r
NN
HRH2rEN
MEE. B TR
MH EHH AT
LB, BT ABRE S
CARSNEA R )
. F M, Fm
B APALI# +T 4%
ﬂ%ﬂﬁ§%&
Fy FJ Xﬁ"']"ﬁf
8.
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HER B, 4%, b
TXFEZER
A 5 kAt
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W4T B A

B 7 A £ SAPJF
B R B AG 6 B R
EREPELAE
JRALH o @,
PHGF S F A
F i — F KA,
G B0 R E
k¥, KEMR
BOE R A
APALI® & % A
JE P RS BT
e Ty iy hede &
GRS AT, A&
SR e R EAR
de {77 35 B K B AR
. ATERE
EANE LA KB
FRIEFIER
Ja AL & e AE A,
¥ 2 KRB
B

TN I 7R S APIN il 2 i 5 HLde By 3242 T O
v, SRR A AH S HE I 45 4] (acute pancreatitis-
associated lung injury, APALD)7 R ZPEREIR 2
12551 (acute respiratory distress syndrome,
ARDS)™ & 55w LK Bl AR IE, (HSAPS
It 497 (%) 8 HL ) 22 A ATh oK 58 408 4. AR S
BEXTA A SURE FE AT £k T

1 BREB. AMARZEFDEAK

S A PR HEAS 1) R Ipa AL T 2 T 110 e I R B R I
RN, T RSB RN B S 4 B 0, R B
. WEIENEA,(phospholipases A,, PLA,). #/)
N BEER CIEG. Uk B A0S R I S5 I
BEIRAES AP R N AL A JE i AR, —
N APLA, LG TG 1 1) Wl i T 2GS i 23 s 42 ke
B, AR S 8 AR 1 IR JE R SO T R A TS AR
PLA,. PLA, J7 Il o] LA LB A ML 48 L i
JI5, B i A P = A N O Sl 453493 5
T3 77 THIP LA A8 AR DU I B oAb i it o 110 O
B, REREAEAT /MG R 1 (platelet-activating
factor, PAF). [ 2 A,(thromboxane A,, TXA,)
FH =4i(leukotriens, LTs)&5 4 fEA T BN R RN,
P R A1 P SR T PAFSZ AR ZRAA, A A ki 4
FRSEAL TSP B2 40 5405, Leme et al™ kBN ]
PL A, [T BE A 77 W] e K LA PALL, (R IR A
f JE R B R e . FEse szt af o™ Y ik 1)
S B W SR AR 1 S (5P LA, AT R ) A2 A
HAPALIEAY, ] WL (1§ FIPLA, fEAPALIH
FIAE F 8 o0 B 5. 38 Al 55k W e 4 A A
APALIH R HAEHIM, Hartwig er al'" il 04
T H 2 AR R 15 KBRS AP, BIF5 I
A JE) I J5R i 1 il R R R 1l AR P S it 4 R
SAPHEREEA K. H LI R 5k i
(PRI S 30K B AR P, m DA 5 56 4 DK Bl I
I IR HE I 1+ (tumor necrosis factor, TNF) g 2
e, DA DR TR A S B IR 3 7 2
TE T SR A M A AR B R R A AE L
K, B )y 1 B (pancreatitis elastase, PE){E R
R R T R AR 2, R S APALTAH G
R . Jaffray er al B RS VT
SRR ) B I VR T RN I T A AR/ B
JHR R 9 4k e A IR R, 4 SR B, RS )
[ R LAE IS 30-60 min Py 5| Py A% 5 5
“f-kB(nuclearfactor- kappaB, NF-kB)[fJif 1k«
IkB(inhibitory kappa B)I%F%fi#, ki HHILTNF-a
I T e AR I AR A AR 32 1 1, T K AR
WilGAE A E . B fa, HoAth 2 R 5 APALI

WA BT IR, A FERLAN Ik B AN F2 5T
IK RS 35 ] R 2 5 APALIRG Bk 2. Cohen
et al" IRFFTHE R S5 FUNE A BHL L RRIE N i
AT LAY AR 5 5 RS PR i 35 42 R0 Rl i 54, A
AT S JB T v AR i vk B R 48 I 1) B 420 I
RAAE T, 5005 i e b, 5 B0 A 2 235
BN, DL BRI E APALTH R 4% - B4
(1) Tty A e B T ) R G AP LA, HEM
APALTIN A4 Py B o S DA 22 5l LR R #2 3%
) AR FH, NI 5 3502 Tl ity R s 2 4 sl
e RN I R 7R il = B 2k

JBRER 1A I T T AMA L R AR, B K AR
C3MICST = C3aMIC5a. FMA &K = ik ik
hJESAP RN W EZL T, C3aflICSan] 53
NEK 20 Bk s A 2k, b b e etk te A
v i Py SR, (i i A TR ol S B 1 Pl v
BRI ER A MAE TR, a8 KR
AL I HMW-SIR R, 38— 20 A2 g s I 2
IRFAZE IR, B0 mT Sl e AL, 7o A AT
RIAMA RS, ¥k s, S hnii & msE s, %55
PRI S A I B A Sl T BRI

2 IERIZBRE(PMN) 58 ESEE(OFR)
APALIF) S AU AE AL A B 55 30032 2 (1 189 0,
B oA B RS S N, i 2 T gk )
FRAIG, AT I 30T PR b R I 2k REAT M B AIG A
L JE T DR JBORBE 22 PR T 5T L 2 3R W il
PN 3k 1 S8 S W A APA LT A= ) 82 Jit [R 22
. PR AN PR i R O AR S S N FTAPALL
o BAT A AR, B S PMN
(ISR R BRI S0 A T (RS T

2.1 PMN# & EHURE T U HLAE RS 50
BINAZ IS, B B 5 S5 RGEml o A HE HAE
H, K EPM N EE JF8 i B4 FH 200 @A
R, A TE s R G DD RE v i, K&
PMNERALEMAEH W REE A H =, B A 54
2. SAPIN R WLJiti K EPMNZE AR, BUR PMN
AT DU HMA R g R B R 40 i, 5 S0 A
IR RAEA I, 5 AN, IX e i st >k
5 E AL P PMNRE, L5 2 APALL
T A R 40 e i BN O TNF-afll LA
M4k 2~ 25 B 22 A 1 (monocyte chemoattractant
protein-1, MCP-1)55 K11 &AM RN, Hd
5575 T INF-oufd REEAEH], — @R BEHEOR T
HUR BERE R G 1 RN

2.2 PMN® 260 JEALIPMNR [ #3545 2CD
11b/CD8BE A 1k 55 L8 P 5 4f Jfw 55 1 1 44 il
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[A] % B 43 -¥~-1(intercellular adhesion molecule-1,
ICAM-1) A2k BRI T8 XA 45 & 2 ROE
N (OB IR, ICAM- T2 ZEPMINZ B 1~ P K2 4
Mo, SECLEE. RN - Rz 4 ) E AR 5
W FARAE R I —Fh 2 20 K I B 5 d)
FEIAS 2R ] () R B, AR5 70 2 ] 45 45 () ot R v
TEUR & P PERL A IR IR B, E R R LIL £ = FIP
VEFE 2 AR ST, AR b i PMINGE
o ) B 3 i ) i 41231 CD11/CD18-ICAM-1
BRI FANE MPMNS P Bz 40 Mo B 1) 3= 22
B ICAM-UE N gl ki & A, 1
ISR RIE, R IAESAPS Y
il ICAM-1RIE T, I HAFAE ™ F 5
P, MAEICAM-1EAE IR /N BRUBERL, a5 R i
&), BEIHIC AM- 13 B 15 R APAL TR A (1)
BEERZFE. —E K I, ICAM-156F 2
TR S R IA A0 ML DR 1 I, PMIN )32 3 FH 4
21, SEMHEIA R AETEICAM-1 B2 )5,
Jr U BH 7 40 B 25 B 20 SR 2 VR T b T U vk,
I 1% T LA R 5 il APALTIRI A S i AR REIR.
2.3 PMNAZ KA, /= IR PMNH]
53 Wh 22 M A ML ERT -, AT T B2 A Jo I 8%, 7
AR TR R N IR RN, 38 B 22 4 B 10403, SAP
S B I LAY R A TN F-o R L-6 4 25 T i,
FHIL-6 T e 7K - 5 JB I 8 7™ F RS B I i (1)
KA IEARY. PMNZ BURLE ], B
4 & 55 [ ¥ (matrixmetalloproteinase, MMP). fiii
LAY (myeloperoxidase, MPO) RIS £ ]
W (neutrophilelastase, NE)%5 2 Fh 5 (11§, 7E4]
LU T B A AR, SEZAPALL MMPH L
B B I P, 2 TP MINEAE B il 5K
JRY, S MM PAI ) T L AE S A PR A7 [ 7
JERA MPO— A7 4E T PMNIF LT, 24 v 4l
T 5%, MPO) 7 & A] LA A S v ks 41
v 9 PR

2.4 A8 Ak FEAPALIMRIOFR K =Wt T
JEE R 1A A LT AR . fEAPAL L[]
07 TR IR T 40 T, 43 T (R P MIN L A 15 e 4 i
P KEROFR, WA MEA . HEMAY). R
43 F- RGP 4 (reactive oxygen species, ROS)
APALIA M #5347 1 B R LY. OFR WS &
e e S R ) A 2 O NG o W AL VAo
JEDNA, #IHIPGL, #INTXA,, (¢ EDRF4} i,
EIGAIE SN AR d W4 )7 N 2o
SEROSH] UL T BAPA LT JER IR K i 8995 4t (1) 41
AR 2L, AT IASZ PR TR AR, nT LAk
IR B GENE B REIR, R A Il s JHE R i
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Hr. ROSH 42 1& S 4t o i) #2495 9F HAEAPAILH
P40 ) (45 5 1 . ROSIETS KPMN 3
T, A0 MR T R, A R B e ) 3R L LA R A
INAEAPALLRERG. BR7EA0 IR 1045 5 4% 2AEH
Ah, ROSIE R 52 0 40 P9 (1175 100 HLad it
TENF-k BRI 35 1 K1 [ K15, OFRTES AP
JIAG = R T R R DL R H i = IR RAR
AT A . I S AR K BT AN TR
MG A2 68, AR IEEA. 75
K2 HS AP i 2 IR B 1 1) ik 2D RAEG 25 5 T
B3 n 75 20O ER, IR A AR 3L
HHEAES AP — A E AP OFRYESLI =
FHIFHIAPH AL HIICAM-1/)3KIA, ICAM-1
{14 e 08 2 Il 403407 A A (W D 3R, FLIBH Uk
ICAM-1 1)L 8 2 IA T BE IR AR SAP 145 10 Fit g 2,
OFRA | (1 fili #8453 5 JL - A Jili A e A ) & i
ML, OFRG G, 1 %Y 1z 4i i Py A5 AN 34 45
(2T A, 1T TT 284 b sz 40 o 8 PR e 2. il
L35 P 52 40 B & O F RIF) 2 B J5RH 1k 45U 1)
PR HAR. B4 A B BRI, T i
il R B A BB, M4 THUEAERIE R
IRTT APALIK 732, T04R 5 Bk — 2B IR

3 RS

A AT AES AP SR JAEA 5T R 4 A%
YEH. SRR rAHEAEH . fiscd
1) (R AH B AR A R 33098 4 B R F e ¢ 4 i
DAL 1 PR RH B RS2 M A S RE R R 1E e, 4 e
K7 INaT 515 545 3 R G0 BLAE FH 235 APALL
VR, 0 L] )R o LR i i PR 1
A IR, WAWTEGE . I B O A A A
K7, BB I A 0% ", IEWBrowne
et al®™ BT B MAHE, FA 1A BAEAZE KKK BE
i B 40 4 B A PRI AT 55 PR DT S e b 42 o1
APAIL.

3.1 TNF-ou 2 d5 H SR SERE AN 02 S N 154, £
FEARAAS BB AR RS P LA A BRI
245407 R o 48 ) 3 4 B 1R 330 5 A 2% D)
FHOCEL b2 8 14D 5 0 i b E2L 40 L 3-
i), HHARN ARG 5 RAEA/ER]. TNF-oESAP
R GBI PR, AR B S IR S A
SAPHE K him, BRI MIE TN F-all il 4
R 2], JEEH 6 hA G BT, Tk s iR
JE 5 P A 0 % SRR JE T B AR SR B B,
I, TNF-offi A A SAP A J B e G B 88 (1) o
B FIFR R, Al AT T PMN, (k2 R AE A iR
(RN, TES AP B H A 5 IF R R A A

mi £ E
RVl R IR
VA RSAPH M
BEAD o o B bk BT
7, M T SAPRY
Jif B A5 09 — A
. L3R ef alh~
2 7 APALIN %
Fr B A A A AR A
# % w6 e 7T Ak AL
H.
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mAMAE o RATTTE. TNF-orT UMMM IGIE I, GO RO TS, SR A R
s T (GEPMNTERSR REMAIEAE . B I T AL 10 TGF-BIIREAL, 7Elfik L%

oM Ry b
T # LS A A S
s APALIZ J% #L
H W ® AR
RE, EMET MR
B, PMN# it B
WE . MABRE
FE VA B tm e B F
F— R TH e
KR AE, 5%
Y TNF-a. NE-
kB 3 APALILA
X RAERY
v AE R, A R Ak
HERNGFFR
APALIZ % #L 4
= 3 APALT#) 74
T RERFIRGE

RN RN ESE. BRI TNF-a MY S LS AP
(P TEARRE, [ BT T Al 4 A A R ™
FREJE. TNF-ofF A 52 (145 A A1 40 i AT
MK R A BRI BRI SO, B5-FIL-1,
IL-6 3¢ 3L G 177 4EPY, SAPEEE (KK b R BT
AR TNF-odR P, 7RI R 1 A0 L, i
LR TNF-aff R A gtk 2 7 W2 1P 78
APALII X TNF-ou ) 20 2 Wl vl e 15 176
I7 B (R WA — e (A .

3.2 IL-1 IEH MBI 2R b A RIRIL-1, BIAR
FHIAFFER I, TL-170 IIL-1B ISR 5 APK R %),
TENFER 98 838, SEEG 5 A0 AT DURIIL-1B Tt =,
T HL v e B 5 i 1 ™ R P 5 DIAH G, TL-1B
TEAE) SR b, PTLUASTRE B A v Pt 4 i st
WORE, FFAEHT T A 2P 3 SN 2 (acute
reactive protein, ARP)[1J#5 %, 5L A4, IL-1pIHK
FERS 2 B G, FeAERE 2, WS I R R
. A s, NI 15800 A i n]
CUIEZER 1 1) R e, I BEREIRIET - %30%"Y, IL-1B
FEAME A Gy, IL52 44 9 AR PETL-1em] DA R 3L
K

3.3 IL-6 FHEPAZ A0 P4 Bz 4t i 0l 2T 44 4t ffa
S RN A, M B A R HTL- 130
TNF-ou 1 I 4P A0 RN P 32 40 = AT -6, R
SRR SR (L A, A RPOHORIL-6
FESAPEE G I ML (1) BB bx. Rk, IL-65%
SAPIF ST Joa i AR DPAG AT B
(1 A .

3.4 IL-8 K2 AL A0 MYy T 430k, J& (1 40 S )i
R FIBR . RAE RN AT LPS. TNF-afl
TL- 183G, AHOCSEEGF W, TL-8n] L5 ki 41 i
R 2 R G, S g R AR TE
N ORI R BRI VA AR M
A, MG AL KB, Osman er al™'fi]
U RETL-SHUAR RITL-8/EH, &5 FL A I FHTL-8
UG ANRE SR TR IR R A ZE, AH ATl B B A
IL-8, TNF-a Uil 2L () i i 731 CD11bH1CD 187k
B .

3.5 IL-10 B i A7 R S 4ot 7 52 () n o
IL-107K°FTH i, P8 I EAH O, TL-102—Fhfy
BIIPLIRIEN TR, FTEAPRAETTAA, T divE
AL PR FIL- TORIAH N5 o, TL- 1038 1 40031 41 i PX]
FmRNA A0 E A i 4 [ TN F-oL
IL-1 48 B Sk 20 OV, JEHAES AP S

I N 42 5 FPE R

4 1ZERF-«B(NF-«B)

il 2R eV s T B I RN R 2 —, A& g
p50. p52. p65. c-RelFIRelB LI HLA 2 i
{1 R B e s SR DR e B2 — R 2 Ak
G 6 2 SR AR DR T, A A A S A A (1
SEDE T, 2 H AT AL 4 e Py e T I A 5k
72—, A SR 5 20 040 i A
PR T A I R DA DG, W G INF -« BRERS 745 1
TNF-ov IL-6. TL-8FIIL-1B%5 40 g A1 LA K B
B2 1 T AR A5 I AR R, X A JRRE A
SR A — AL 2 5 GO I N AT R 45140, At
{1873 A FH AN S B ik It £ v 4 B A0 A%
(AN P, [ I A B LA i 25 A 3 1 Ay
LT FUNF- BAES A P ) 235 78 M ZE KA 1)
HRTT N AR 6] IR 2 (8] B R 1) X, ESAPH)
1 Hhy FE KA VA TT 2N F-ie BT 20K B A5 0 20 1 4
B, AT ST R WIAE S APIN 13 Y 17) iy
B IR 403 VA 40 Y TN F-ie B/R el AL PRI T A i,
APALI, Uil T NF-«Bff £ 1E ™, Xia et ai™
KIINF-xB/p65IH R iL{ES AP AT B 2 24, It
HIXFI SR LESAP IR LI th R 454 AR
fE# ININF-k B SAPHIC R LA E T AT
() DG, L3 iR R B T A Ay 5 i 7 T AR FE (1)
FRAE, IRPR b mT LR R HE S NF-kB B 6+
Jit A ek 2 41 B R - R 98 A IR PRI RE L, 7
I AE N, i B S AP TS 1Y H 1R, I 2
L APALIIY ™ HFE RS

5 NO. ARRENNIHIBEIAELS

e R AR (L-arg) F1 7> FAIENO S ER(NOS) 1)
fEAL T A2 B, NOR] X St B 98 5098 (1 V8 2 A
IR ZE 7 AR 5 e, A H AR S RO 2 A
#, NOTEAPHIME B o &%, HAEHA
PITIE. BRACHESE R AN OXS T APA LI FH (4L
IR B2 m7KFNO R IR B B AR PE T 40 i v
YERL, IR a5 s T & & 7K1 N O ) 447
JHE MR ARG IR, I8 11 40 - P9 R R EAE FH A,
SRR AR VEH . R AFFUNO/NOSTES APHY
(18 FH O 3 1 LTI A R <30 Sk YN O S 51
A& B i L-arg/NOIE %, AJ BEH5 A SAPI B
HIRALHT R, SRR, ESAPIEE
e, BRI ) AL 38 B R B E VA B SR, e Rl
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D & R 8474, W APHEE HSAPHY 1B HL
iz —.

HHFR RN MAP. SAPHRFHIMAKET
sy, MISAPREE B35 5 TMAPEH, J2RET/E
SAPH R EEAEH, ET/E M H A% # Yanagi-
sawafE 19884 K I, J& 124y 1144 Y e it ) i
EEECAE IR, BRI N AR, &5
BUARER I B4 S5 B0 s B 2. A A
AMIEPEET S BOK BRI I0E P 453 56 0 i i 4 i
PRGN, AR R B R ot 37 S PR, HUORET
A5 E AN ESAP MG AL, 45 KR —E Al
(R AR E P Bz 35, R Ao 7K i 28 I R 4% 1) H IR
SEHVAR, R U FE R 5 LR ET/K P 5
IEAISE. ARSI IS B oR, ETIRATAE L —Fi
BB T, 250 2 28 5 8 f )
ReE vl (R B B, AMRINHETL. ET2. ET3
S0 SRR A, L E AN TR P S AR (kT R DR
fih, PR 3FIEMIRET. ET2. ET3H) 5
PRI BT . AU RAEA O, HILERM
MG AE. ET3EHALE, ET2EHEA
S RARRIE 2, ETIN 325 T SAPHM
GRS ) A2 R . BT L3R 345 DR 35 JE 4
T, TR LS GO A 9T 5 SO0 i 3t EE
WEER R —, WA FSAP/H AL
A5 ETXF APALL 3995 BEA3 S AL AT LA
YA (1) I JBE R T P 32 A, (R EES R AR, 3
Z3A i Q)W S E A A, i, 51
JERRR N B K AR (3) RIAEATL ) 0w kR 2, O
IHREERRNT, (CoJIE S i Bask, toe 2848 Fpe I AL o sk 2>,
FEATE TR R R 1L PR 55 M 682 2 5% JF At U 245 B 1A
W Pk, BFETHIS SR AT RERC APALIF A
BAIRYT 4.

HATI 7O, W Re & B R IR R %2
T SAPINIRAE ARG : — L NI N, fESAPI
HH 1 DR 3 9 A T (1R T A R IR IR A, WL Ak
TROBORAS, SE i LR ERE H
R RN R o B R, S LR A IR
AR kD, F AR AR Ay s Rt ol e
M 5 550 R P ML 9 AN, 5 AR R AR R A
TR SREAN TR R, WIRTHTIAR, SAPR K& %
SKE A S IRIRE T, L rP O U0 A 7 A R R R
HNO/ET, TXA,/PGL, i IEE IEH B F & &R
FEAFOS P4, 4EFF I 5K ), SAPI, 35 If~F-1i
DR ZMEAT A, AN T 5 | A Il 1t 7 5K ) 1 AR
SHMIEIA RS, = MR AR 24 A, SAPK
Az S T AL S R AR 2 AR, SRk £ 4
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VARG 2N w3 BN 1717w A 1Y L < 1 1 B
REE, RILRET) PR, #5A R WI B N RE, Ik
T EUBHRAIE I BB 8GR, IBAR, AR T
J, DNVEE B A ML A R S LR IR TE, A e
R EE— 20 R A, A, s AP iR
T HIBERT, dEF IR E) )2 I AEsE, o AR
RURIRIRIR S (3, A i (0 ™ SR L.

6 ERAR. ATFHEUREMEREAPALD
BERA

B A5 R AN W aE 25, B 2 SOt 5 9 AL o 1)
PRICAR TR N, 5 DR A3 P AT 57 0 40 0 1
U RS L H TR, SRR A
SRR R A R AR A AH DG B 1 (PAP)REIR] . 2412
BUGS)HEDA L I A 2R 1BL-1B) Kk
DAOFITNFARER B 21 o ik i S e D 4. b ok
WA R B A EE BRL I 2 M a5 B H kS #
FEET 13 R R S 4 5 SAP DI AH 5. I 1F
FRMEIL-185 HAZARTL- 1R A LU K 1 5
TE MBI R DIAH G, AT (apoptosis)BifK
A MR R PERE T, AN E TR NS 2 A s
ANEPR S A M) B FRORG 7 5 SAPIN i
0 6 T LRI ANVE A A0 R T2 B AR
FEHIN, S50 TR R 2 R, Baxdk
Fft & — PR TR FE K. Fas/FasL ARG WA N
Je i BB S AR T 05 5 4% S B
ALY T R X R AR B (KA R N,
T R 4t B 9 TR LA IR P gy S Ah iR, K
T 9k 48 i i 9 3R . 3o 3 A i 2 R R AE oK
WRNGBERA T A APALIHLEI M A F 2 H %
BEPTAE.

JE236 R WILTs. PAF. TXAHIHT4 R %
L(prostaglandinl,, PGL)%{ESAP4k &K APALIMT
KA BT AR . LTsHIPAF uf LA
oL 2 J0 1) 3R 4 R PN B (R . N LT s 8%
PAFHIHI 7T LA AL TR K B O 2. TXA,
PG, 41 M B IR AE P LA MEAL T 77 AR 1)
T XA, FL A 55 24 1) /)N A 2R A FH RN ol 785 0 4
YER, JFReatt 40 i, A8 30 R0 BT i i R,
FEJHCHL ) 2T 4By, S8 MBS (EE . PGLL &2
— 7Pl R D 1 /IS A 2R A D ) AR i A A st 7).
TXAMPGLIMAERIA R, IEH LR P #E AL T
PAPRAS. L HRIETXA, . PGLI P £
AP HE AR 1 .

Gray et al® Ay 5 22 [ I M 11 1) Sk e o
APALUNE— AN E LK. 2540% 00 85 5

miA2E

# % SAP S & A
TR A% 69 48 F Bk,
T SRR 2L
B, XA
SAPEIF R a it
HEE W KA. AT
H PMN 89 i 8
E. BREEA
JR A A R K e
SIS
F 08 97 AL T AR
78 7 B4R
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B IR A B — PR JAE AT 5T, A FAE LR o 3 1 H o FM, Landucci EC, Martins MA. Acute lung
Flahie &2, 4% ZWR V2RI AEAPA LUK 0N . U B NG 7 1R injury in experimental pancreatitis in rats:
BRI, Tk ulmonar tecti ffects of crotapoti d
’ . " 3 , . p y protective effects of crotapotin an
M A g (free fatty acids, FFA)E‘J'T/EHZJ s {ﬁ’f‘tE‘JPLAZ\ lil=ili} N-acetylcysteine. Shock 2002; 18: 428-433
W] RIS < 40 B IS g o UL A i 5 W 2155l 10 Kiyonari Y, Nishina K, Mikawa K, Maekawa N,
\ . v v . . Obara H. Lidocaine attenuates acute lung injury
r o P 3 y
W ALZAIR ™ AEFFA, JBIET TR W E RGN induced by a combination of phospholipase A2 and
PRAGIR. FEATT 5345 P9 Bz 41 B Al v e, 15 5 i trypsin. Crit Care Med 2000; 28: 484-489
- 11  Keck T, Friebe V, Warshaw AL, Antoniu BA
AT . &b 557, 4 J45 3 S | FE = ’ ’ ’ ’
B AP D) th‘;‘b—‘]’ LIRS plibviz ﬁﬂ‘ﬁ’ ) Waneck G, Benz S, Hopt UT, Fernandez-del-
FOLyE A 8 ARG, P AIFFARE AN E, fFFFA Castillo C. Pancreatic proteases in serum induce
. , e leukocyte-endothelial adhesion and pancreatic
> 2k N P
. ARSI P& UAREMIRFFA, 7T fig microcirculatory failure. Pancreatology 2005; 5:
A B TR FFAS SR, KRR, TA 241-250
. . 12 Hartwig W, Werner ], Jimenez RE, Z'graggen K,
faren =) e I
ﬁw‘ESAP{Ehk%' J‘H:&I\’ Hﬁﬂ(‘ HEEIEHZE?HE] Weimann J, Lewandrowski KB, Warshaw AL,
i S s bk T R e N mT BEAES AP IR S AE ™ 1L Fernandez-del Castillo C. Trypsin and activation of
o ey N e [57] o , circulating trypsinogen contribute to pancreatitis-
FErpACHEAR . AT BT, SAPRE /11 associated lung injury. Am ] Physiol 1999; 277:
o A 0 R R 40 M 0, 4 9 GL008-G1016
g SN \ . NN 13 Jaffray C, Yang ], Carter G, Mendez C, Norman ]J.
y I 3 EL i SSOEE AN P 1A “y
i, A FTPREIBOR B SEA }ﬁ’ ATRETE I i Pancreatic elastase activates pulmonary nuclear
AR, it BAE SO TBOR IR I R 22— factor kappa B and inhibitory kappa B, mimicking
R A S o g ; pancreatitis-associated adult respiratory distress
L, SRS AP At 5 A AL ) syndrome. Surgery 2000; 128: 225-231
X, KPR RIS RIS A 2 RGE A 1347 14 Cohen DB, Magnotti L], Lu Q, Xu DZ, Berezina
- , TL, Zaets SB, Alvarez C, Machiedo G, Deitch
f el N S =] ZH 2% ) »2, 23 b 7 s ’ ’
I FAUNE A2 B J5e A7 MO SR 5 A TR R EA. Pancreatic duct ligation reduces lung injury
i fe. BEE AT APALL) A i ML R AN following trauma and hemorrhagic shock. Ann Surg
. 2004; 240: 885-891
ShAH 200 SE M ARG PANAE J '
WU, AR SO SN 5 SRR P4 5 APALR 15 Ha¢ S, Dobosz M, Kaczor JJ, Rzepko R,
VU emt B, NZHE. 2R, £ Aleksandrowicz-Wrona E, Wajda Z, Sledziriski Z,
w21 N NN Krajewski J. Neutrophil engagement and septic
2L R4 4 \ A Al === F
2RI BEAT T AT APALI R 2R, 0 5E RERE 45 1) challenge in acute experimental pancreatitis in rats.
Bl 14k 2 V497 APALI B AL . World ] Gastroenterol 2005; 11: 6459-6465
16  Panés J, Granger DN. Leukocyte-endothelial
cell interactions: molecular mechanisms
7 BEXE and implications in gastrointestinal disease.
1 Zhang XP, Liu DR, Shi Y. Study progress in Gastroenterology 1998; 114: 1066-1090
therapeutic effects of traditional Chinese medicine 17  Carlos TM, Harlan JM. Leukocyte-endothelial
monomer in severe acute pancreatitis. | Zhejiang adhesion molecules. Blood 1994; 84: 2068-2101
Univ Sci B 2007; 8: 147-152 18  Frossard JL, Saluja A, Bhagat L, Lee HS, Bhatia
2 Chan YC, Leung PS. Acute pancreatitis: animal M, Hofbauer B, Steer ML. The role of intercellular
models and recent advances in basic research. adhesion molecule 1 and neutrophils in acute
Pancreas 2007; 34: 1-14 pancreatitis and pancreatitis-associated lung injury.
3 DiMagno MJ, DiMagno EP. New advances in Gastroenterology 1999; 116: 694-701
acute pancreatitis. Curr Opin Gastroenterol 2007; 23: 19 Lundberg AH, Granger N, Russell J, Callicutt S,
494-501 Gaber LW, Kotb M, Sabek O, Gaber AO. Temporal
4 Yousaf M, McCallion K, Diamond T. Management correlation of tumor necrosis factor-alpha release,
of severe acute pancreatitis. Br | Surg 2003; 90: upregulation of pulmonary ICAM-1 and VCAM-1,
407-420 neutrophil sequestration, and lung injury in diet-
5 Hartwig W, Werner ], Muller CA, Uhl W, Buchler induced pancreatitis. ] Gastrointest Surg 2000; 4:
MW. Surgical management of severe pancreatitis 248-257
including sterile necrosis. | Hepatobiliary Pancreat 20 Martin Alonso MA, Santamaria A, Saracibar E,
Surg 2002; 9: 429-435 Arranz E, Garrote JA, Almaraz A, Caro-Paton A.
6 Abu-Zidan FM, Windsor JA. Lexipafant and acute Cytokines and other immunological parameters
pancreatitis: a critical appraisal of the clinical trials. as markers of distant organ involvement in acute
Eur | Surg 2002; 168: 215-219 Ppancreatitis. Med Clin (Barc) 2007; 128: 401-406
7  Surbatovi¢ M, Jovanovi¢ K, Radakovi¢ S, Filipovi¢ 21  Keck T, Balcom JH 4th, Fernandez-del
N. Pathophysiological aspects of severe acute Castillo C, Antoniu BA, Warshaw AL. Matrix
pancreatitis-associated lung injury. Srp Arh Celok metalloproteinase-9 promotes neutrophil migration
Lek 2005; 133: 76-81 and alveolar capillary leakage in pancreatitis-
8 Luh SP, Chiang CH. Acute lung injury/acute associated lung injury in the rat. Gastroenterology
respiratory distress syndrome (ALI/ARDS): 2002; 122: 188-201
the mechanism, present strategies and future 22 Muhs BE, Patel S, Yee H, Marcus S, Shamamian

perspectives of therapies. | Zhejiang Univ Sci B 2007;

P. Inhibition of matrix metalloproteinases

www.wjgnet.com



KEV, F. BERMBRERISTRMRIHEARERE

305

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

reduces local and distant organ injury following
experimental acute pancreatitis. | Surg Res 2003;
109: 110-117

Tadao M, Yuji O. Role of free radicals in the
development of severe acute pancreatitis. Nippon
Rinsho 2004; 62: 2015-2020

Shi C, Andersson R, Zhao X, Wang X. Potential role
of reactive oxygen species in pancreatitis-associated
multiple organ dysfunction. Pancreatology 2005; 5:
492-500

Modzelewski B, Janiak A, Hotlynski J.
Hyperlipoproteinemia in necrotizing pancreatitis.
Pol Merkur Lekarski 2005; 18: 415-417

Keck T, Werner J, Banafsche R, Stalmann A,
Schneider L, Gebhard MM, Herfarth C, Klar E.
Oxygen radicals promote ICAM-1 expression and
microcirculatory disturbances in experimental acute
pancreatitis. Pancreatology 2003; 3: 156-163
Denham W, Norman J. The potential role of
therapeutic cytokine manipulation in acute
pancreatitis. Surg Clin North Am 1999; 79: 767-781
Browne GW, Pitchumoni CS. Pathophysiology of
pulmonary complications of acute pancreatitis.
World | Gastroenterol 2006; 12: 7087-7096

Alsfasser G, Antoniu B, Thayer SP, Warshaw
AL, Fernandez-del Castillo C. Degradation and
inactivation of plasma tumor necrosis factor-alpha
by pancreatic proteases in experimental acute
pancreatitis. Pancreatology 2005; 5: 37-43; discussion
43

Bhatia M, Brady M, Shokuhi S, Christmas S,
Neoptolemos JP, Slavin ]J. Inflammatory mediators
in acute pancreatitis. | Pathol 2000; 190: 117-125
Norman J. The role of cytokines in the pathogenesis
of acute pancreatitis. Am | Surg 1998; 175: 76-83
Denham W, Yang ], Fink G, Denham D, Carter G,
Ward K, Norman ]. Gene targeting demonstrates
additive detrimental effects of interleukin 1
and tumor necrosis factor during pancreatitis.
Gastroenterology 1997; 113: 1741-1746

Norman JG, Fink GW, Denham W, Yang ], Carter G,
Sexton C, Falkner J, Gower WR, Franz MG. Tissue-
specific cytokine production during experimental
acute pancreatitis. A probable mechanism for
distant organ dysfunction. Dig Dis Sci 1997; 42:
1783-1788

Norman ]G, Franz MG, Fink GS, Messina ], Fabri
PJ, Gower WR, Carey LC. Decreased mortality of
severe acute pancreatitis after proximal cytokine
blockade. Ann Surg 1995; 221: 625-631; discussion
631-634

Bentrem D], Joehl R]. Pancreas: healing response in
critical illness. Crit Care Med 2003; 31: S582-S589
Mayer J, Rau B, Gansauge F, Beger HG.
Inflammatory mediators in human acute
pancreatitis: clinical and pathophysiological
implications. Gut 2000; 47: 546-552

Seely AJ, Naud JF, Campisi G, Giannias B, Liu
S, DiCarlo A, Ferri LE, Pascual JL, Tchervenkov
J, Christou NV. Alteration of chemoattractant
receptor expression regulates human neutrophil
chemotaxis in vivo. Ann Surg 2002; 235: 550-559
Osman MO, Kristensen JU, Jacobsen NO, Lausten
SB, Deleuran B, Deleuran M, Gesser B, Matsushima
K, Larsen CG, Jensen SL. A monoclonal anti-
interleukin 8 antibody (WS-4) inhibits cytokine
response and acute lung injury in experimental
severe acute necrotising pancreatitis in rabbits. Gut

www. wjgnet.com

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

1998; 43: 232-239

FRMRIR, P53, 253, Sk, B, R, Ao,
PR, XUBE. TL-8, IL-107ERFR AEBERR A LN
FROTH VR, EATEE R A2 2005; 26: 193-196
Rakonczay Z Jr, Hegyi P, Takédcs T, McCarroll J,
Saluja AK. The role of NF-kappaB activation in the
pathogenesis of acute pancreatitis. Gut 2008; 57:
259-267

Xu P, Zhou X]J, Chen LQ, Chen ], Xie Y, Lv LH, Hou
XH. Pioglitazone attenuates the severity of sodium
taurocholate-induced severe acute pancreatitis.
World | Gastroenterol 2007; 13: 1983-1988

Pereda J, Sabater L, Aparisi L, Escobar J, Sandoval J,
Vifa ], Lépez-Rodas G, Sastre J. Interaction between
cytokines and oxidative stress in acute pancreatitis.
Curr Med Chem 2006; 13: 2775-2787

Letoha T, Somlai C, Takacs T, Szabolcs A, Jarmay K,
Rakonczay Z Jr, Hegyi P, Varga I, Kaszaki ], Krizbai
I, Boros I, Duda E, Kusz E, Penke B. A nuclear
import inhibitory peptide ameliorates the severity
of cholecystokinin-induced acute pancreatitis.
World | Gastroenterol 2005; 11: 990-999

Zhang XP, Zhang L, Xu HM, Xu YP, Cheng
QH, Wang JM, Shen HP. Application of
Tissue Microarrays to Study the Influence of
Dexamethasone on NF-kappaB Expression of
Pancreas in Rat with Severe Acute Pancreatitis. Dig
Dis Sci 2007

Algul H, Treiber M, Lesina M, Nakhai H, Saur
D, Geisler F, Pfeifer A, Paxian S, Schmid RM.
Pancreas-specific RelA/p65 truncation increases
susceptibility of acini to inflammation-associated
cell death following cerulein pancreatitis. | Clin
Invest 2007; 117: 1490-1501

Xia SH, Fang DC, Hu CX, Bi HY, Yang YZ, Di Y.
Effect of BN52021 on NFkappa-Bp65 expression
in pancreatic tissues of rats with severe acute
pancreatitis. World | Gastroenterol 2007; 13: 882-888
B, Pl FLe R AR e MK
SERGREE. SEPUZEBEAFAA 2002; 23: 497-500

B, N, KA, BREE, BT PAFREUT
BN50739% K FR SR GGHIE AT, B=FEKR
AR 2002; 24: 919-920

AT, XUNRIR, A3 SRR EE MB N RS—
FULR AR . BEITRHEZR S (NFHR) 2004; 03: 2
Paulino EC, de Souza LJ, Molan NA, Machado
MG, Jancar S. Neutrophils from acute pancreatitis
patients cause more severe in vitro endothelial
damage compared with neutrophils from healthy
donors and are differently regulated by endothelins.
Pancreas 2007; 35: 37-41

Plusczyk T, Bersal B, Westermann S, Menger
M, Feifel G. ET-1 induces pancreatitis-like
microvascular deterioration and acinar cell injury. |
Surg Res 1999; 85: 301-310

RO, SRR, XEE, B N A
IR A AR ROVE . rb B S MR SRR R 2000;
7:150-151

Rahman SH, Ibrahim K, Larvin M, Kingsnorth A,
McMahon M]J. Association of antioxidant enzyme
gene polymorphisms and glutathione status with
severe acute pancreatitis. Gastroenterology 2004; 126:
1312-1322

Powell JJ, Fearon KC, Siriwardena AK, Ross JA.
Evidence against a role for polymorphisms at tumor
necrosis factor, interleukin-1 and interleukin-1
receptor antagonist gene loci in the regulation of
disease severity in acute pancreatitis. Surgery 2001;




306

ISSN 1009-3079 CN 14-1260/R

BRENBHRE

2008 1328H 165 3

55

56

129: 633-640

SRS, BRI, BERE, AL RO T S
SRR S AT RS R \JE b 2007;
15:1115-1120

Gray KD, Simovic MO, Chapman WC, Blackwell
TS, Christman JW, May AK, Parman KS, Stain

57

SC. Endotoxin potentiates lung injury in
cerulein-induced pancreatitis. Am | Surg 2003;
186: 526-530

BRACE, IR, 22, 200, 1A, i, A Hﬂﬂ@f
K EAE S BRI A Al U P R, rhaed Rl
2005; 43: 159-160

mE FEZ W AT

ISSN 1009-3079 CN 14-1260/R 2008+ R AN VTt Fi 4 N yH b A4 &

4 RFEATILE EANHWE S

1T W &4

AHIR 4 T BEE I 2R R, W e R BB L T S B0 B EDRIAR PR R, E 20074 T 46,
WA KA ZRE(WCID), HEH LS AR 55 SRS K | K3 1 55

1

WCIDRITIRIIRSS T (DR H S,

R A A . FE Y SOTT/AE.

2

R E R R LB RIS
18, 28H i

WCJDRBFF+E

I E-mail K&K R F IR PEPDF; (2)20074E ¥R L ik %

WCIDA) IR S5 77 3 (DA S, 18, 28 H il id E-mail# iPDF 1 24 &5 (1-3634)). 724 180JC/4F.

3

WCJD® 4 Wi %% &

WCIDA I IRSS 5 2 (D)AEHS, 18, 28 H il i E-mail # R W 48 i 24 & (1-3630). SEH: 1607C/4F.

4

WCJDEN R ZE 75

WCIDEN i 1-3634]. 514/ 864 T/4F.

5

MBS i, k4%, stttk 361, HUA 4K, E-mail, FHLS.

6

ITHER

EE/S: 0D

I SV T Wi 2 2 i AL, 100023, b5 TT234515 4. B3 vE DT WA I N 255,

HATICAK

DA AERTH ISR B e B R F s TF AT o R AT B SR 55 L X AT R

S HEAL; K5 0200041609020180741. B 55 vE R : VI A P ARk S 11036 k.

B, WCIDRS A TS ), W) K AR K, R XG0 5 2 A A IR 55 (0 7 I

73 Y E-mail

% Z: h.n.zhang@wignet.com. Y ! (57 B BFHmF L ERE 2007-09-30).

www.wjgnet.com



WREARILEL®

wcjd@wijgnet.com

9

R A SHLAYRS 20085E1H28H; 16(3): 307-310
ISSN 1009-3079 CN 14-1260/R

B % B3 RAPID COMMUNICATION

& A B A K EF1655 E XF A\ B AR TR 2 00 R AL

BRA I, K=, B I5, RS, B O, BREIRE

MER, Xt B, B, RAXFHETRERKLA
L T T 210009

AR, REM swEARFES —HEERELFIHH
A d T T 210029

& R NRABIRFE L, K8, IS RFEZET;
THFRIIIEBIRT L, K8, F5, D RFRERHRIETEA; A5
PTARFNIFI RO LEBX I RIS IRE, BEOMHRS
1850 AN EVERIRTE L, KB KitiTe.

WIRAEH: [RF5 12, 210009, STAGRERM J ST87S, FEA
SHEPARERTECARL ouxilong@126.com

IWF5EHA: 2007-09-25 {BOHEA: 2008-01-10

Effect of vascular endothelial
growth factor 165 on
apoptosis of human gastric
carcinoma cells in vitro and its
mechanism

Xi-Long Ou, Yun-Yan Guan, Fang Yan, Wei-Hao Sun,
Liu Yang, Guo-Sheng Chen

Xi-Long Ou, Yun-Yan Guan, Fang Yan, Liu Yang, De-
partment of Gastroenterology, Affiliated Zhongda Hospital
of Southeast University Clinical Medical College, Nanjing
210009, Jiangsu Province, China

Wei-Hao Sun, Guo-Sheng Chen, the First Affiliated
Hospital of Nanjing Medical University, Nanjing 210029,
Jiangsu Province, China

Correspondence to: Xi-Long Ou, Department of Gas-
troenterology, Affiliated Zhongda Hospital of Southeast
University Clinical Medical College, 87 Dingjia Bridge,
Nanjing 210009, Jiangsu Province,

China. ouxilong@126.com

Received: 2007-09-25 Revised: 2008-01-10

Abstract

AIM: To investigate the effect of vascular
endothelial growth factor 165 (VEGF165) on
apoptosis of human gastic adenocarcinoma
cell line (BGC-823) in vitro and its underlying
mechanism

METHODS: BGC-823 cells were divided into
control group, Ad-GFP group and Ad-VEGF165
group and cultured with GFP (MOI = 20) and
Ad-VEGF165. Apoptotic cells were detected by
FCM assay. Expression of Bcl-2 mRNA and Bcl-2
protein was determined by RT-PCR and immu-
nocytochemistry, respectively.

RESULTS: FCM showed that the apoptosis rate
of BGC-823 cells was significantly lower in the

www.wjgnet.com

Ad-VEGF165 group than in the Ad-GFP and
control groups(4.6% + 0.31% vs 8.37% + 1.06%,
7.73% +0.86%, P < 0.01). PCR and immunocyto-
chemistry displayed that VEGF165-transfected
BGC-823 increased the expression of Bcl-2
mRNA and Bcl-2 protein, which was higher in
the Ad-VEGF165 group than in the control and
Ad-GFP groups (Bcl-2 mRNA: 0.761 + 0.05 vs
0.363 £ 0.12, 0.356 £ 0.08; Bcl-2 protein: 1.010 +
0.08 vs 0.865 + 0.07, 0.901 + 0.05; P < 0.01).

CONCLUSION: VEGF165 can inhibit cell apop-
tosis induced by serum starvation by up-regulat-
ing the expression of Bcl-2.

Key Words: Adenovirus; Vascular endothelial growth
factor 165; Gastric carcinoma; Apoptosis; Bcl-2; RT-PCR

Ou XL, Guan YY, Yan F, Sun WH, Yang L, Chen GS.
Effect of vascular endothelial growth factor 165 on
apoptosis of human gastric carcinoma cells in vitro and
its mechanism. Shijie Huaren Xiaohua Zazhi 2008; 16(3):
307-310
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SIS N B2 41 B A A IRl F~(vascular endothelial
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700 bp B-actin

300 bp Bcl-2

1 RAELEBEDBGC-8234BfEBcI-2 MRNABYRIX. M:
DNA marker; 1: % H4H; 2: Ad—GFP4H; 3: Ad—~VEGF1654.

2 B8

2.1 A X R a8 & IR YLK
S0 R T3 (%) fEAA-VEGF 16541 FX}
A (4.60+0.31 vs 7.73+£0.86) LA M2 AEAd-
VEGF16541 F1Ad-GFP4[#] L% (4.60+0.31 vs
8.3711.06)¥47 1w 3 1 7 % (P<0.01), T
415 Ad-GFPALAH L, 754140 e T2 R 1) 2% 5=
T4 it 2Fm X, $#EnVEGF165 HAT i i 22 YL
TS FBGC-82341 A T (1I4/EH, M GFPX}
BGC-823 41 J{u (1 T3 A 52 M.

2.2 BGC-823#4m it Bcl-2 mRNA# & A& Xf 4L
Ad-GFP4IAHLL(0.363£0.12 vs 0.356+£0.08),
M Bel-2 mRNARIL N Z R LG # &
X, T} B4 5 Ad-VEGF 16520 41 LE(0.363 +0.12
vs 0.761+0.05)L 2 Ad-GFP# 5 Ad-VEGF165
ZHAHEE(0.35640.08 vs 0.76140.05), 7 &1k
ZEF(P<0.01), FE/RVEGF1655, Y NAASNE TR
BGC-82341 il J5 it 8E T 1% 41 i Bcl-2 mRNA) 3
15, MGFPXBGC-8234 ffiBcl-2 mRNA ik
WA (K1),

2.3 Bel-2%& & £BGC-823 it P o &k BTk
HETG BH P G £, 24 0 R0 4 B IS G s o 2 € 11
411 L A Bel-2FH P 4i B (12). FEXT 41 FT Ad-GFP
pAE I ST BN 7 21t ) O S e <
o, YRR AR, AL MA {E HEHR(0.865
+0.07 vs 0.901£0.05), ZF LG 2#E X. Ad-
VEGF 16541 H FH 1 40 M40 100%, G (a5 o,
HAMH1.0104+0.08, SATRA LA S 24 E
X (P<0.05), Ui WIAd-VEGF165% JBGC-8234
M5 B T A L Bel-2 2 R IA

3 e
VEGF{E 3 A KRR (175 H 243 21 A,
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B 2 Bc-2BB7ERGC-8234MIBHIZRIA( x 200). A: AN
M; B: SHAZE; C: Ad—GFPZH; D: Ad—VEGF16541.

RN X —1E 2 VEGF 5 I P %
AN SRS G, (R HE A R aE . 19 0 JL i
37 DL ST P B A0 B 1 SE L. A s
N B2 A b R R A I VEGF a] 5 S A
Bel-2FsurvivinE i T AHIE R R m ek,
50T A 2 0 M R T O T T A M A AT e
oA an T A A ES . BT FLIR
Al Je g W AR AN R IR H A AR I K,
FHUFSEVE GF R ok 1 8 57 4 2 45 A2 4027 350

iR EE
VEGF165i@ it k
PP T AR R R
Bel-2 2 L& a8y
Rk, kApn)
MUk 509 B f&
A BT, AR
S I 8 T AR
T AR
Jr 6.
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Abstract

AIM: To study the effects of micron rhubarb
charcoal on platelet function and fibrinolytic
activity in rats.

METHODS: SD rats were divided into control
group, Yunan Baiyao group[0.9 g/ (100 ged)]
and high [0.8 g/(100 ged)], normal [0.4 g/ (100
ged)]and low [0.2 g/ (100 ged)] micron rhubarb
charcoal dosage groups(ig for six days). The ef-
fects of micron rhubarb charcoal on platelet ag-
gregation, TXB,, 6-keto-PGF,, and the activity of
tissue fibrinolytic activating factor (t-PA) and its
inhibitors (PAI-1) in SD rats were studied.

RESULTS: Compared with normal rats treated
with Yunan Baiyao, the platelet aggregation
and TXB, level were increased while the 6-keto-
PGF,, level was decreased in rats treated with

www.wjgnet.com

micron rhubarb charcoal (P<0.05), suggesting
that high micron rhubarb charcoal dosage had a
better effect than Yunan Baiyao on platelet func-
tion and fibrinolytic activity in rats (64.19% +
8.79% vs 56.82% + 4.78%, 273.35 + 24.86 ng/L vs
238.35 + 47.30 ng/L, 15.21 + 2.71 pg/L vs 13.12
+ 3.09 pg/L, P<0.05). However, micron rhubarb
charcoal had no effect on the activity of t-PA and
its inhibitor PAIL

CONCLUSION: Micron rhubarb charcoal regu-
lates platelet aggregation by decreasing the level
of TXB2 and 6-Keto-PGF,, and its effects on he-
mostasia are better than Yunan Baiyao.

Key Words: Micron rhubarb charcoal; Platelet ag-
gregation; TXB2; 6-keto-PGF, ; Fibrinolytic activity;
ELISA

Shi ZH, Zhang S, Hao JJ, Wang RQ. Effects of micron
rhubarb charcoal on the platelet function and fibrinolytic
activity in rats. Shijie Huaren Xiaohua Zazhi 2008; 16(3):
311-313
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TIOR3 R SR T BRI B 55 v B b ¢ 1
i B HH 45 5 T P TR e 2 s, R
i IS T 3697 AL e L, J7 3. A
SCAE AR A AL, PR R

1 MRS

1.1 A4 V5 SDA RS0, MEMERF:, R
200-250 g, H[FEPFEERER SO fit, ek
K38 e RGBT Hh TG Be 4 A B B ) A o A
A o AR B R A E AR,
Flt 6 il 1 %71 it X, (6-keto-PGF, ) I He0%
ST 2 G AN AR 5 3 BL(T X B) JBUH i
M B AL SRR AR A B B A )
i, LBY-NJ2ML 5 Bk SR AXCA AL 5038 R A2 24 ) AR
72, MK3A! Thermolihr (¥ g i 2514 IR
al AP, DEM-962 22 45 TR G v s
JIE % AL HL A A 2 ) A2 7, K B2 R R 4T il
JRFEFI(-PA) S LT B BS 57 (PAL-1)
ELISAIR & 4 KIEZ IR A BR 2 7 2.

12 7%

1.2.1 228 % 2525 50 5K RUREHL 2 2 1Ok K B
BN T RIS, B 2R A e R
A5, B0, igsh 2y, 1 /d. oK RER 4
FIEY 9402 g/(100 ged)s 0.4 g/(100 god). 0.8
/(100 ged) IS HE M, FHPEXT 412 T = F
24, 75409 g/(100 ged) (LLAZEE, MR
FIEI2045), 25 I HEALZS TE A B K. 4
B 246 d, 170/d.

1.2.2 f M EE A aem 2 KRG 2430 minfa,
ip 30 /LI ELZ450.01 mL/ghRiE, 507 [ %,
O RIE M 1.8 mL. % Ui P ER M, oy e
ML /MR 1 2 (PRP) A ML/ MR I3 (PPP), 43l B
T, B ELE G, K5 FRIADP 2
pumol(1 nmol/L)JIAPRPHY, g5t 5 oA il 2k,

1.2.3 TXB,#76-keto-PGF, 8 M & KIK4 2430
min/i7, $%0.02 mL/k g i i I IS N 4920 g/L
I UL L SRR, o JUE 2 L2 mL, FHH 289
EDTANA2HUEEEAS, L3000 r/miniZ 0210 min,
Sy B, A ) v B D R A, R
S TX B, 6-keto-PGF, 75 ..
1.2.4 t-PARPAI-17ERM Z: KIRGZi)E1 h, ip
30 g/LI% L Z490.01 mL/ghRIE, A7 &, L
I HII B2 mL, FIEDTANA2$0#RESAS, 3500
r/min /015 min, 7325003, FH BRI G s W B XX
PO I 0L (ELISATE )il 52 t-PAFIPAL- 17K F-.
it Z TR N SPSS13.048 1 A wt Kt
BEATT7 00 T (PR g5, S50 4 Limean
+SDZFER.
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F® 1 BEARRM/IVMRERER, TXB,F16—keto-PGF,,(pg/mL) 2K Kz2t—PAFIPAI-18Y;E M (mean + SD, 7 = 10) L PR XA
XFEXB YA

BRARER% TXB,(ng/L) 6—keto—PGF,,(ng/L) t—PA (ng/L) PAI-1 (ug/L)
=EWRA 49.68 +4.75 199.87 +13.17 334.91+37.36 15.43+1.24 5.61+0.94
paNE=| =Pz 56.82 + 4.78° 238.35 +47.30° 300.03 +32.54° 13.12 +3.09° 6.94 + 1.60°
AR () 58.96 + 5.76° 238.90 +30.92° 291.06 +35.97° 15.55 +2.72 541173
AR EERR() 62.13+7.36" 243.20 + 37.36" 279.75 + 47.69° 15.54 +2.08 5.49+1.44
KRB (K) 64.19 +8.79™ 273.35 + 24.86™ 262.52 +37.21% 15.21+2.71 5.80 +1.82

°P<0.05, °P<0.01 vs ZEEWIBA; P<0.05 vs ~EAEIRAE.
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Abstract

AIM:To study the variabilities of serum
proteomic spectra in patients with gastric cancer
before and after operation in order to detect
specific protein markers that can be used in the
rapid diagnosis of gastric cancer.

METHODS: Proteomic spectra of 46 serum sam-
ples from patients with gastric cancer before and
after operation and 40 from normal individuals
were generated by IMAC-Cu protein chip and
surface-enhanced laser desorption/ionization
time of flight mass spectrometry (SELDI-TOF-
MS).

RESULTS: Fourteen differentially expressed
proteins in serum were screened by analysis of
proteomic spectra in preoperative patients and
normal individuals. We obtained 4 proteins (heat

shock protein 27, glucose-regulated protein, pro-
hibitin, protein disulfide isomerase A3) as mark-
ers able to classify gastric cancer patients and
normal individuals. The sensitivity and specific-
ity of these markers were 95.7% and 92.5%, re-
spectively. The proteins over-expressed in serum
of preoperative patients were obviously down-
regulated.

CONCLUSION: Specific proteinic markers of
gastric cancer can be detected in serum and used
both in the rapid diagnosis of gastric cancer and
in the judgment of prognosis. SELDI-TOF-MS is
a useful tool for the detection and identification
of new protein markers in serum.

Key Words: Gastric cancer; Proteome; Surface-
enhanced laser desorption/ionization time of flight
mass spectrometry protein chip technology; Spe-
cific marker
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Abstract

AIM: To study the relationship between
abnormal glycometabolism and ultra-sensitive
C-reactive protein (hsCRP) in non-alcoholic
fatty liver (NAFLD).

METHODS: One hundred and ninety-one
NAFLD patients were divided into normal glu-
cose metabolism group and abnormal glucose
metabolism group according to the oral glucose
tolerance test (OGTT). Their serum hsCRP levels
were measured.

RESULTS: The serum hsCRP levels in the ab-
normal glucose metabolism group were higher
than those in the normal glucose metabolism
group(4.01 = 1.45 vs 0.96 £ 0.41, P < 0.01), which
were positively correlated with the glucose tol-
erance (r = 0.74, P < 0.01).

CONCLUSION: Serum hsCRP levels are related

www.wjgnet.com

with abnormal glycometabolism in NAFLD pa-
tients.

Key Words: Non-alcoholic fatty liver; Ultra-sensitive
C-reactive protein; Abnormal glycometabolism; Oral
glucose tolerance test

Zhang W, Fan Y, Zhu LQ, Cheng ZM. Relationship
between abnormal glycometabolism and ultra-sensitive
C-reactive protein in non-alcoholic fatty liver. Shijie
Huaren Xiaohua Zazhi 2008; 16(3): 319-321
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Abstract
AIM: To describe the clinical features of type |
autoimmune hepatitis.

METHODS: One hundred and two cases of au-
toimmune hepatitis admitted to Tianjin Medical
University Hospital from January 2000 to May
2007 were retrospectively analyzed.

RESULTS: There were 85 females and 17 males,
with a mean age of 59.73 + 13.46 years. Clini-
cal manifestations of chronic liver disease were
found in 41.18% patients, acute hepatitis mani-
festations in 18.63% patients, and no symptom
in 5.89% patients. Laboratory tests showed that
the percentage of abnormal liver function, gam-
ma globulin or immunoglobulin G was 84.33%
and 80%, respectively. Negative viral serology
was found in 85.29% patients, hyperglycemia
occurred in 50.67% patients. The positive rate of
antinuclear antibody (ANA), antismooth muscle
antibody (SMA) and antimitochondrial antibody
(AMA) was 74.51%, 4.90% and 7.84%, respec-
tively. Abdominal ultrasound was abnormal in
97.06% patients. Ultrasonography revealed liver
texture asymmetry or decreased density, hepato-

cirrhosis, hepatoma, bilestone, enlarged abdomi-
nal Ilymph nodes, ascites, etc. Of the 31 patients
who received treatment, 18 had improvement
in their symptoms, 7 incomplete response, 5 re-
lapse and 7 treatment failure

CONCLUSION: Autoimmune hepatitis has dif-
ferent manifestations. However, it has certain
unique features in immunology, imageology,
liver histology, which can be useful for its clini-
cal diagnosis and treatment.

Key Words: Autoimmune hepatitis; Cirrhosis; Im-
mune; Clinical feature

Gong YX, Wang BM. Type | autoimmune hepatitis: an
analysis of 102 cases. Shijie Huaren Xiaohua Zazhi 2008;
16(3): 322-325
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AST(U/L) 152.0820 + 142.2243
ALP(U/L) 229.3854 + 269.0245
GGT(U/L) 265.0883 + 351.5267
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GLO(g/L) 37.6154 +8.0998 34.7000 +9.9742 1.1570 >0.05
ALT(U/L) 195.2917 + 180.6541 118.1250 + 87.7349 1.9592 >0.05
AST(U/L) 191.6417 +180.1297 87.0000 +51.3936 2.8458 <0.05
ALP(U/L) 3856.7917 +383.1620 302.6190+£227.5123  0.9517 >0.05
GGT(U/L) 409.0000 + 349.2505 506.75600 +516.4529  0.7995 >0.05
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Abstract

AIM: To evaluate the effects of topical administration
of budesonide and traditional glucocorticosteroids
on distal ulcerative colitis or proctitis and to analyze
their efficacy and side effects.

METHODS: Medline, Embase and China Biolog-
ical Medicine Disc were searched for random-
ized controlled trials and related articles com-
paring the effects of topical administration of
budesonide and traditional glucocorticosteroids
on distal ulcerative colitis or proctitis. Meta-
analysis was performed with Review Manager
4.238.

RESULTS: Six studies met the inclusion crite-

ria. No significant difference was found in the
endoscopic, histological and clinical remission
rates for the effects of topical administration of
budesonide and traditional glucocorticosteroids
on active distal ulcerative colitis or proctitis (OR
=1.21, 95% CI: 0.84-1.74, P > 0.05; OR = 1.08,
95% CI: 0.75-1.57, P > 0.05, OR = 1.09, 95% ClI:
0.75-1.58, P > 0.05). However, the effect of topical
administration of budesonide on plasma cortisol
level was lower than that of conventional glu-
cocorticosteroids. There was a significant differ-
ence between them (OR = 0.17, 95% CI: 0.06-0.53,
P <0.05).

CONCLUSION: The effects of budesonide and
traditional glucocorticosteroids on active distal
ulcerative colitis or proctitis are similar. Howev-
er, budesonide may be preferable to traditional
glucocorticosteroids since its inhibitory effect on
plasma cortisol level is lower than glucocortico-
steroids.

Key Words: Budesonide; Glucocorticosteroids; En-
ema; Ulcerative colitis; Ulcerative proctitis; Meta-
analysis

Huang ML, Ran ZH, Tong JL, Lu LH, Xiao SD. Effects
of topical administration of budesonide and traditional
glucocorticosteroids on active distal ulcerative colitis
or proctitis. Shijie Huaren Xiaohua Zazhi 2008; 16(3):
326-331
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Study or Treatment Control OR|fixed) Weight ORl(fixed)

sub-category n/N n/N 95% Cl % 95% Cl IR R AL
Danielsson A 1987 26/28 21/28 +—s—— 284 4.33[0.81, 23.10]
Bianchi Porro G 1994 20/24 20/44 — 20.65 1.00[0.43, 2.31]
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Bar—Meir S 2003 71/120 64/128 —— 47.88 1.45[0.88, 2.40]
Total (95% Cl) 237 265 > 100.00 1.21[0.84, 1.74]
Total events: 135 (Treatment), 133 (Control)
Test for heterogenety: y° = 5.34, df = 3 (P = 0.15), I’ = 43.8%
Test for overall effect: Z = 1.01 (P = 0.31)

0102 05 1 2 5 10

Favours treatment Favours control
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Test for heterogenety: x° = 6.70, df = 3 (P = 0.08), I’ = 55.2%
Test for overall effect: Z = 0.42 (P = 0.68)
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sub-category n/N n/N 95% Cl % 95% Cl
Bianchi Porro G 1994 36/44 26/44 — 8.84 3.12[1.18, 8.25]
Lofberg R 1994 16/45 26/55 L 28.19 0.62[0.27, 1.38]
Bar—Meir S 2003 64/120 67/128 —— 56.57 1.04[0.63, 1.71]
Hammond A 2004 17/22 13/16 L 6.40 0.78[0.16, 3.90]
Total (95% Cl) 231 243 D 100.00 1.09[0.75, 1.58]
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Test for overall effect: Z = 0.44 (P = 0.66)
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Abstract

AIM: To analyze Peutz-Jeghers syndrome with
tumors and its treatment modalities and follow-
up program.

METHODS: Retrospective clinical data on 26 cases
admitted to the First and Second Affiliated Hos-
pitals of Jingchu University of Technology from
September 1986 to August 2006 were analyzed.

RESULTS: Ten patients (38.46%) had a clear
family history of Peutz-Jeghers syndrome. The
main manifestations were skin and mucosa
pigmentation, abdominal pain and hematoche-
zia. Bowel obstruction was found in 14 patients
(53.85%), alimentary tract hemorrhage in 10 pa-
tients (38.46%), and malignant diseases in 6 pa-
tients (23.08%) (colonic cancer in three patients
and gastric cancer in the other 3 patients). The
average age of the patients at the diagnosis was
31 years. The pathohistology showed poorly-
differentiated mucinous adenocarcinomas in all
the patients. The main treatment modalities used
were high frequency electric polypectomy under
endoscope, polyposis intestinalis polypectomy
and partial excision of the bowel.

CONCLUSION: Peutz-Jeghers syndrome pa-
tients have a high morbidity of cancer. Peutz-
Jeghers syndrome occurs at a young age. Re-
peated endoscopy, high frequency electric pol-
ypectomy and regular screening for cancer can
improve its long term curative effect.

Key Words: Peutz-Jeghers syndrome; Gastroenteric
tumor

Wu SX, Lin J. Peutz-Jeghers syndrome with tumors: an
analysis of 26 cases. Shijie Huaren Xiaohua Zazhi 2008;
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Abstract

AIM: To analyze the relationship between
depression and immunity indexes such as
immunosupressive acid protein (IAP) and T
lymphocytes in cancer patients.

METHODS: Depression, IAP, subpopulation of T
lymphocytes and natural killer cells were stud-
ied in 65 patients with advanced tumors. The
relationship between depression and immune
function in patients with or without depression
was analyzed.

RESULTS: Compared to the control group,
there was no difference in the location of cancer,
evolvement of illness and sex in immunity func-
tion, while there was a difference in depression
between other groups. The serum levels of IAP
and CD8 were significantly higher in the depres-
sion group than in the control group (IAP: 696.76

www.wjgnet.com

+ 331.78 vs 499.03 + 233.74, P < 0.01; CD8: 36.65 *
14.20 vs 30.02 £ 9.78, P < 0.05). The serum levels of
CD4 and NK were lower in the depression group
than in the control group (NK: 17.03 + 11.36 vs
23.63 £13.24, P < 0.05; CD4: 35.59 + 13.10 vs 41.41
* 8.14). There was no difference in the serum lev-
els of CD3, CD4/CD8. IAP was negatively related
with CD4 and CD4/CD8, and positively related
with CD8. CD3 was not related with NK cells.

CONCLUSION: Depression is correlated with
the immunity function in cancer patients.

Key Words: Cancer; Depression; Immunosuppres-
sive acidic protein; Immunity
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Abstract

AIM: To study the epidemiological features
of abdominal cocoon and its diagnosis and
treatment in China during the past 14 years.

METHODS: Reports on abdominal cocoon pub-
lished from January 1994 to June 2007 were re-
trieved from various databases, such as Chinese
Medical Current Content (CBM) and National
Knowledge Infrastructure (CNKI). The epide-
miological features of abdominal cocoon and its
diagnosis and treatment were analyzed.

RESULTS: A total of 776 patients with abdomi-
nal cocoon were reported in China during the
past 14 years. The male to female ratio was ap-
proximately 1 : 1.37. The mean age of patients at
the time of their diagnosis was 29.3 years. Fifty-
seven percent of the patients were distributed
in East China. Intestinal obstruction of different

types was the main clinical manifestation in
91.5% of the patients, diffuse abdominal cocoon
was found in 68.3% of the patients, and greater
omentum was absent in 40.5% of the patients.
Capsule resection was the main procedure for
the treatment of abdominal cocoon.

CONCLUSION: Abdominal cocoon is more com-
mon in East China and is difficult to diagnose
before operation. Capsule removal and adhesion
release are effective against the disease.

Key Words: Abdominal cocoon; Epidemiological
feature; Diagnosis; Treatment
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