R EARMLRL®
wcjd@wijgnet.com

(44

TR
Jaishideng®

HHRAE A S ZYRS 20114512F92803; 19(36): 3643-3648
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

L #477F 52 BASIC RESEARCH

SiRNALEABmi-—1 B E Xt A FFEHEEMHCCI7-HEZE

T 5 7189 F2

NG, R, B &%, PRI, 2= B,/

ol

, RIRE, ERE

FING, RIK, B, BRE, =8, AR, KES, ERUE,
T EARMAE FH W FEEXFE R ERTFIEEGIM RS
BE T 710032

Z/\8, MTT, F2MBITBEREZEEB D SHHIBIHER.
& RS 2\ @ESRIGNI SATESIBNYE,; RSB
FI\EB. RN SRIERSKGESE ST FRIEHZ)\E. Bk
G APRI IR ETEAN; THRPTARNIFI AT T ERERIERR,
HIBONTBZ )&, NENEEBRS )& TELERTT.
BREE: SRIE, 2%, EEM, 710032, FE8TEZMm, P
BARBNEEINFEE RS IORERATBREINY.
gdwkgwx@fmmu.edu.cn

E815: 029-84775259

WASEHE: 2011-09-23 BOEER: 2011-10-28

B2HE: 2011-11-04 EZHBMREE: 2011-12-28

SiRNA-mediated silencing

of the Bmi-1gene inhibits

cell invasion and metastasis
in human hepatocellular
carcinoma cell line MHCC97-H

Xiao-Lei Li, Wen-Jie Song, Zhan Chen, Ya-Feng Chen,
Xiao Li, Liang Zhou, Fu-Qin Zhang, Ke-Feng Dou

Xiao-Lei Li, Wen-Jie Song, Zhan Chen, Ya-Feng Chen,
Xiao Li, Liang Zhou, Fu-Qin Zhang, Ke-Feng Dou, De-
partment of Hepatobiliary, Pancreatic and Splenic Surgery,
Xijing Hospital, The Fourth Military Medical University,
Xi’an 710032, Shaanxi Province, China

Correspondence to: Ke-Feng Dou, Professor, Department
of Hepatobiliary, Pancreatic and Splenic Surgery, Xijing
Hospital, The Fourth Military Medical University, Xi’an
710032, Shaanxi Province, China. gdwkgwx@fmmu.edu.cn
Received: 2011-09-23  Revised: 2011-10-28

Accepted: 2011-11-04 Published online: 2011-12-28

Abstract
AIM: To investigate the effect of small inter-
ference RNA (siRNA)-mediated silencing of
the Bmi-1gene on cell invasion and metastasis
in human hepatocellular carcinoma cell line
MHCC97-H.

METHODS: Chemically synthesized siRNA
duplex targeting the Bmi-1 gene (Bmi-1-siRNA)
was transiently transfected into MHCC97-H
cells, which have high metastatic potential, us-
ing Lipofectamine 2000. Transfection efficiency
was evaluated by flow cytometry (FCM). Bmi-1
mRNA and protein expression was detected by
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real-time RT-PCR and Western blot, respective-
ly. The effect of Bmi-1 knockdown on cell inva-
sion and migration was analyzed by Transwell
chamber assays.

RESULTS: The transfection efficiency achieved
using Bmi-1-siRNA was 91%. Compared to the
blank group and control siRNA group, transfec-
tion with Bmi-1-siRNA effectively down-regu-
lated the expression of Bmi-ImRNA (F = 56.199,
P < 0.05) and protein. Bmi-1-siRNA-transfected
MHCC97-H cells had lower levels of invasion
and migration capacity than cells in the blank
group and control-siRNA group (F = 186.66,
12.746, both P < 0.05).

CONCLUSION: SiRNA-mediated silencing of
the Bmi-1 gene could significantly inhibit cell in-
vasion and metastasis in human hepatocellular
carcinoma cell line MHCC97-H.

Key Words: RNA interference; Liver neoplasms;
Bmi-1; Invasion; Metastasis
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WA A G RNA(Bmi-1-siRNA)4% 3 & #6435 E AT 40 TRIzol. JiHiik# 4k FLipofectamine 2000

RNAi% A4
B w2 A R 2
S R R R
B mRNA # 4% 5.,
I HEAT B &
b SR
7. Bmi-1 #95 %&
k53U E . M
B BMREF S
Fb B 95 09 K AR
X ZEW.

HMHCCO7-HJE, AR IR =, 4 F
TikF91%. 5E G2, 5 EsiRNAZLAGLL, 52
520 Bmi-1-siRNA#8 A 2k 37 MHCC97-H 2 it
P Bmi- 12 F 49 mRNA(F = 56.199, P<0.05)F= %
¥ & A K. 38 it Transwell s & R f 12 & e it
# E 8, RV T KRR L4 iz & i A5 e
H.EREZIN, EEam, s EsiRNAZAR,
Bmi-1-siRNAZ%: 3 ¢9MHCC97-Ha feL F % 4t
1 B B FEAK(F = 186.66, 12.746, P<0.05).

518 WK Bmi-135 B & A 5T 375 I 5% 20 Ao bk
MHCC97-Ht443 £ i 4 7.
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Bmi-13£[A (B lymphoma Mo-MLYV insertion re-
gion 1 homolog, Bmi-1) & fif 3 hE H1.00 199 14F
R JEE SE N, At S c-my LR [R] 5 3500 B
WRER I R AN, bRl BB E A,
S S MAK . WA 2Ry, Hik
R G IE K E R 2 R T 41 i B
T T H BT AL T (B, sk, KRR SEBmi-1
) i I8 5 2 i g () & A2 e G R D),
FUBR Y Mot B e R
WIBmi- 1 {£ J5i & P AT 40 g J (hepatocellular car-
cinoma, HCC)H & ia" H AR e & A %
J R AR BT R 0 41 Effend i 1
SR B mi-1 = BERLAE F RN = o4 e
Bmi-1 {135 e RSP EG K. T Sasaki
U IF5Y R W B mi- 1 35 2R TA ARG 04k i
1, Bmi-1IR3IA 55 0 95 BE 43 2500 96 40 fita
BGE IR ICAT I B DI OC. PRI IS0 4
B ETE. A THRBmi-1E 5 I R 22
AT A G, ABFFTR FHHRN A TP B AR
R TR R 41 ARMHC CO7-HH Bmi- 1) £
&, Mg R HBmi-1%IA 5, MHCC97-HA1 2
RRLH e I AL, KRR Bmi- 175 HER 2%
TR IEH].

1 MRFSE
1.1 M4 A0 AEMHC C97-H i A 256
FERAF. DMEME RS 2 FE W H Gibco A .

I H 2 ElInvitrogen/A w]. Wi 5% 471 & S Real-
Time PCRY ik 7 & I H TaKaRa/A 7. Nega-
tive control. FAM-siRNAW H 53 EYE
P2 7). Bmi-1RIGAPDHS ¥4 TAE4( Lify)
HIRAE G D RPTLABmI-1HL/A [ Abcam
o), NRPITANGAPDHPUIAN HSanta CruzZy
#]. Transwell/N %=l H Millipore A ], Matrigel i
T 1 3¢ [EBD A .

1.2 7%

1.2.1 siRNA# A i b ifE TS BB YA BR A W
b2 G 3 45 A B mi- 1751 [siRN A, FeAl]
MG I — 4 R EIsiRN AR A, IF Ak
5'-CCAGACCACUACUGAAUAUTT-3', J X i
5-AUAUUCAGUAGUGGUCUGGTT-3". ¥}
siRNA FH Free-Rnase /K FikE, #5420 umol/L.
1.2.2 i3k A siRNABE B 45 40 [ 41 i bk
MHCC97-H7E 100 mL/LJIA 4 1375 i s B
DMEMH: 773 (5 HH %100 U/mL, H5% R
100 pg/mL); 37 C. 50 mL/L CO,. MR
IESI4E FIESRF%. e deni24 h, BUNHE
K 4n i e g 1 B, BT e ALK,
FLANMIECA 1.5 X 1074, {8140 i 2% 5 15 $160%. 5
Yeor ikt M Lipofectamine ™2000% W] AT #
1. ¥ e 7r341: () A4l nLipofectami-
ne"2000); (2)BHPEXF HEALCEE G i in AN RS Sk
siRNA/Lipofectamine™2000% 5 4); (3)SZ44H
(FE YL} In ABmi- 147 57 :siRNA/Lipofectamine
20005 5H)).

1.2.3 3¢ 52 B € FPCR: 4 fud% Y24 hJa i san
Jil, 42 TRIZzol Ut W] A S AN ML RN A, 435
SR B U B AT R S O, T N
Bmi-1cDNA5I#F 41 LA 5'-GCTTCAA-
GATGGCCGCTTG-3', R #1741 5-TTCTC-
GTTGTTCGATGCATTTC-3'", " #4 }y Br K 5 144
bp; LAGAPDHAWZ ], EiF5I1WT58:
5-GCACCGTCAAGGCTGAGAAC-3', Fiii51¥)
FE51 0 5-TGGTGAAGACGCCAGTGGA-3',
B R BeK 138 bp. §HE 44 95 C AR PE
3 min, X540 MIEFR(95 ‘CAEPEL0 s, 59 CIBk
30 s, 72 CHEMI30 s), 40MIFFR L5 oIS S J4 i
2k, siae 4 PR 2 s AL

1.2.4 Western blot: #4572 h, HIRIPAFEH
B HNHIFIPMSFE S 4140 f 82 1. BCAVEES
DEE IR, 40 pg/iE B TR EFE, £210%
SDS-PAGEHIK T, & NEE T 4 2IPVDF
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20+ FARA RO S b,
Bmi-149 %% 5 AF
10 400 I 0 9% I B Ae
0- T T T 1 z: H‘Fﬁ#émﬂ@i‘aﬁﬁﬁx
100 100 10 10 10° = 300 o AT K B
FITC-A B L CES
=
1 SIRNABEZISMHCCO7-HIRIREIRE L. '{\% 200
gg‘ a
)
N 1.5 7 g 100
Bl B
(ﬂ? R —
2101 o SEE MBS
<
Z
C‘E 4 SIRNARSZIIMHCCO7-HUBITEREE HBVSZI.
051 P<0.05 vs 23 AR IRZE.
%
£ P<0.05 4 =R G5 E .
0.0 ; ‘
ER=EEl TR

B 2 SiRNAFERINIMHCCI7-HAMEBmMi-1TEEmMRNABYSS
0. 'P<0.05 vs 23 FHZHATT IR,

JEE L, & 5% IR Wk EOTBST 1 h. AN R
PLABmi-1H 5 FEHTAR(L & S00HR) AN BT
GAPDHHL PR & 500FFF), 4 CHFH IR,
TBSTESE3 YK, £:K10 min, HIAHRPARICHIZEHL
B PT(  5 000F3RE) IR &2 h, ECL A0 .
1.2.5 @mpedz & %5 KA N8 umlf244L
millicel’NEBATIAE:. LM EDMEME: F75E
FikMatrige IR (FRELLFIS 1), #4450 pL/fL¥Y
AJHAfEmillicel/Na i F. 37 CHFAE1 h. i
Y48 hG #4040 M, HCMiEDMEME: 57
WA B 1 X 10°/mL, B 200 w2
B, R NEE T INAT600 wLE20%)h 4 i
THEDMEMR: FR (124 fLiR M, 37 'C. 50 mL/L
CO,, M HE36 hfg U /NE, /O = 4 i,
PBS ¥E3IK, 950 mL/L Z e[ 5, 45 ik ieta, B
BT T S AN LY o I AL A B, L
{8, FA3ININE.
1.2.6 fmfeit 4 %5 iITB K AiMatrigeliz,
JFHE 12 hfE I N, LD IR R 28505
Brit AR K AISPSS13.048 1Ak 43 #r,
TR PR Dimean+ SD# R, PI4LI4%T LLEER
(L5, 22 B BCR R 2 5 2 . B
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2.1 SiRNA#: 3 2 foL 5o I ik R 5% 4 R 037
- HFAM-siRNAFYEMHCC97-H4H i, 7E64L
R 36 B 40 i 4 B Ok 40%-70%, siRNAMRJE N
100-200 pmol/L A4 #J20 Pi s i 45 1. 25 SR HN, 15
1 o i JE A 3 60%, siRNAMKEE 4200 pmol/L
WA e e QORI A B, H 4k
PN MLIEI 1% LA (1),

2.2 siRNA#: #MHCC97-H%m #j&, Bmi-lImRNA
Fo k@ KT oy T SO0 B X 4L
AL, SEEZHBmi- 15K I mRNAF = 56.199,
P<0.05)FIE B R, s gl BRI
M B 2P = 0.055, K2, 3). #HHBmi-13&
R DTER.

2.3 Bmi-1 A B4 F#/5, MHCC97-H%m it it 7
it A 0 AL B k48 hg, THEEIR A . B TEXT
A, 25 AN A % 3 TranswellZ) % 16 40 i £,
AT I =0 . diREoR, 5 A4 PIEXT
B2 PE LG, 9206 2H % 3 Transwell /)N 5 Ff) 28 it 5 1)
SR (F = 186.66, P<0.05), =5 (4. BAYEXT
W TE U B 2 (P = 0.47). Ui WIBmi- 1 3 A 4k 41
S, AE ST ae )1 PR (E4, 5).

2.4 Bmi-1A W #& F#/E, MHCC97-H%m itz %
it A 0 AL B 48 hg, THEEIR A . BT XS
HEZH L o O BECAH ek N T 366 e EE 1 4 M 4
AT I =0 . diREoR, 5 A4 PIEXT
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W kA ]
VER L E T Hhoab,
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150 -
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Ewo—
=
i
S
5 50 -
w
E‘»

T NCHHA Sl

B 7 SiRNABEERIIMHCCI7-HARIBREENISIN.
P<0.05 vs 23 AR IR,

FRCZE 1 L, S 50 20 28 Jok ) 40 R 20 8 sk b (F =
12.746, P<0.05), T2 (A4, FIVEXT 41T 8
ZEFEP = 0.124). Ui B Bmi-1 5 g0 s, 4 i
B ZERET) N (R, 7).

3 11E

JFF A A2 TH 3 B P 05 3 B v (M R 22—,
FEEB AR 2047100 )7 AU H AT EAF R IB:
A B ERE VR TT A& VR TT JFUR P I (V) A2 B ik,
EAR G 5 R R K 60%, 1 H I 4 1)
KA A7, BAR H R a7 TR
HE, B I 16 52 R B B 1A TOU AN v o7 2

A5t o3 A B, T RLE T JA Do JH e 2 K e # 1)
7> THURIA ST A, BRI o0 e 5 R e 7
4 73 5 LR T SRR 250 TRl MG o 15 it 2 H
T 2 SR A AR R A i)

Bmi- 13 A T8 s 4 i A1~ 2 MR R X
J&(polycomb group, PcG)i bt 2 —, 7 T4t
E10p 12 'E b, d 8 2 A A A
1(polycomb repressive complex 1, PRC1)%} 4t
AT A Vi T 0 A IR PR B Rk IR RS SR
E VR I R 22 Aol e AT 4 rp 8 A R ik, R4 Fy
IEE AT, & m 40 0. %20 fF 3L
I 400 L 0¥ 1 S b R e AR Y, 3L
T RBP4
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FT ARG, SEANOEEREEY; (2)
JE o P A B 2 A S T G £ 4 B T HS |
(19 27072 R, e e il AL CDKIN2A
(Gifp1 6INK4aRipl4ARF)E: 5%, e E4H0 g & 34
R, UM AN TE SR 1 3) A 2 Bl
T Tt o 1) B SE R AN 3, (ke ) o vk ok
JEB202L 0 (4) i 5 b a0 R AR ) B AR AL AL
(epithelial-mesenchymal transition, EMT), lJEMT
A ST A R R 152 28 A (1) L ) T A R
(5)A] LLil i p1 6INK4a/p 14 ARFAR MM PE i 42,
WiAkt. NF-xBM&Bcl-2% 2 ANl koo 1, HiE
(R el R PN 2 AN B 1 T RS e P |
B A A A A e, R T TR A N PR AR S A 3
BB A B AEL RN AR A7, DRk, Bmi- LR B2
B, 25 T MM KE . 5.
M AR 383 A5 28 % 55 R b e 2% 1 2k e
FHOCIRI 1 22 PR, s BEL KT fie 3 20 ek 3 e il L R
JRE T S 2Ly 1R AL

H AT, 2% TBmi- 1R & 2 06 2 (1
FIEA IR %, (HIX SEhF 5% 45 B A AE AR BRI
rifl. EffendiZel" it G 41 E3 002 7 VRS
Bmi- 18 IR 1220 g Ar A b R R GA 1 0, 45
R Bmi-18 7R SRS oA e b 2
ik, TEMSHAM A0 T IRk, 7rdi 55 4141
R IL. Bmi- 1R IE 51l R HE 43 2 (R 46
FPgRE /Ny TTRRIKIR AE . BFAMEERS) T K. SR
SRR A (1 592 I 5 P CRAS I 45 LA |3k &5 SR A
ABA. 30 I 0k S P9 4 AR AT SIS SE P CRAN
Western blot/ 4T &I, Bmi-17EiX5H ¥ 41 il
PR Rk, 78 o R B e v 1 40 Ak v 3Rk
T e, X B B B mi- 178 5L & A ok
VR BEEEH, 5RGIEE I, XL
FEjSasaki R4 AN T 5. Sasaki®Eth
K g% U0 2% 7 A0 T Bmi- 188 A 7527
191 JET- 9 1 1445109 0 A8 v R IE G D, 45 AR,
Bmi- 7RG Hh im0k, 70 w4 A0 s o
IRIA, (ERE R A T R WARIL. Bmi-1/EFE A
L5545 A1 1) JFF 9 v 9 208 B I v TR AR A0
0 T8 R 2R 0K . T 3 o T8 s A o 4 i S 3
B CTARIN DL, Bmi- 1595 40 i ¥ 389 5 &€ 41
5. R T A0 PR AR TP B mi- 1R, 41 i
fe ) TR XL gt RULBmi-12 5 T R
A (T R R T g A M ) 3 0 L AR AR A
AW2EAT . Glinsky 2P TR I Bmi- 111 5
B Y S PR AL A6 e B A O

W2, Bmi- 125 5 e 112 225 8% 5 %1
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HEWFEAT ARG ? S BRIIX A ] B, AR 556
A BT A Bmi- 1K [siRNA, H L% g
N RS RE T W AT 41 B EMHC CO7-H 1, K
WEFE T B mi- 1 31K J5 2 75 nl LUk g9 = e %
PEMHCCY7-HIWZ ZZIT % fiE /). Transwell /> FE 5
RUEWT TR 41 A= 221 1 48 LA AR S 06 Ty
V2, At ] DURSSALL St I8 20 P A ik =) 50 4 B A7 35 i
A ik B R 22T IS R, JO6SEN & #PCR
FlWestern blotf il 45 A 275, Bmi-17EmRNAZK
P R KA, BEUTE R siRN A B A B
Tyt BB mi-1. )5, Wil Transwel/NEF 28,
IR 61T 2R B mi-1 JFMHC C97-H4H g {3
22, LB RE IR, SRR, S R4 LE,
B mi- 1A NG R B M H C C97-H4H i {2
2. TR W] SR R, LB mi-1 5 R K%
PEAEMAT AR

B, BRI B mi- 17 i K2 58
IR AT A EEAEH. N HBmi-1
Rk, v LABH B4 e 40 i RMHCC97-H
MMPRZE. TR, B2, Bmi-15E K LEAT
P R R ERIER, KHARZETE TN
VE R WL B 45 ) 465 1t 5 1 — 25 (R R 9. AT
FEAR X BCBIF R A s RV 7 T B2 88T 1R 4l

i A ZiEE. TAEAMEAERRE LT
WK A 8.
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Abstract

AIM: To isolate CD117" cells from human hepa-
tocarcinoma cell line HepG2 and to observe their
biological behavior and stem cell properties.

METHODS: HepG2 cells were cultured in
serum-free medium. Flow cytometry was used

www. wjgnet.com

to detect the expression of CD117 in HepG2 cells
and sphere cells. CD117" and CD117 cells were
sorted by FACS and their ability of proliferation
and self-renewal was observed in vitro. Chemo-
sensitivity to cisplatin was determined by CCK-8
assay. The inhibitory rate of cells treated with cis-
platin, the half maximal inhibitory concentration
(IC5) and resistance index (RI) were measured.

RESULTS: HepG2 cells could survive, prolifer-
ate and form sphere cells in serum-free medium.
The sphere-forming rate was 6.21% + 2.03%. The
percentage of CD117" cells population in sphere
cells increased by 9 folds compared to HepG2
cells. The sphere-forming ability and prolifera-
tion ability of CD117" subpopulation in serum-
free medium were significantly higher than un-
sorted cells and CD117" cells. The inhibitory rate
of CD117" cells treated with cisplatin of different
concentrations was lower than un-sorted cells
and CD117 cells. The IC;;, were 12.229 pmol/L
in CD117" cells, 7.970 pmol/L in un-sorted cells,
and 7.345 umol/L in CD117 cells, and the RI of
CD117" cells and un-sorted cells were 1.165 and
1.076, respectively.

CONCLUSION: CD117" cells are a subpopulation
of HepG2 cells with stem cell properties. CD117
may be a candidate surface marker for liver can-
cer stem cells.

Key Words: Hepatocarcinoma; Cancer stem cells;
HepG2; CD117
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Abstract

Protease activated receptors (PARs) are main
components of the fibrotic cascade mediated by
the trypsin and thrombin that amplifies liver
inflammation and fibrosis. Gene transcription ini-
tiation induced by PARs plays an important role
in the activation of hepatic stellate cells (HSCs).
HSC activation can be inhibited by the expression
of transcription factor CCAAT enhancer binding
proteins o (C/EBPq). Further research of the rela-
tion between C/EBPa and PARs will contribute
to the understanding of the pathogenesis of liver
fibrosis and provide a theoretical basis for further
exploration of anti-fibrotic strategies.

Key Words: CCAAT enhancer-binding protein «;
Protease-activated receptors; Liver fibrosis; Hepatic
stellate cells

Liu YC, Gu XH. Roles and relation between C/EBPa

and PARs in the activation of hepatic stellate cells. Shijie
Huaren Xiaohua Zazhi 2011; 19(36): 3656-3660

BE

E @ik Rik(protease activated
receptors, PARs) T i@ it MAPK/ERKAZ 7 i %
HME MR IR AT, Rf 55 T4 L
BT R, ML A SR RIER LT 22
K IE Fo 2 LA AR AT 2 IR 2m A (hepatic stellate
cells, HSC)#y B AT LF et vy X 4k, HSCHE
fee 35 T AR 0 e N L & AFe g R 09
Vil k, MmiEFEFCCAATIE R T 446%
& o(C/EBPa) 2 445 Big s tm L oy AL P AL B &
VER, B LI AFRT 4 LA A A2 o AT 2k 4w
Jowy EAC B MIRIEAE R, B Rk T
PP AT 2K 4m 3G s Ao B AL, SHIE AT 2ok 4m
RoLe B =, RAFT 7L PARs 5 C/EBPoty % &,
BT AT 45 LA K A U] 6 B2 AR, AT A AR
BT 45 YA 08 77 3RAEFT 09 2L 01K 45

KEFE: CCAATHR TS EEH ERMEMLR
TRRIR; BFA 4L, BT 2R 40

XWE, BN, C/EBPuERSPARSTERT EIRMBIBREDPEE
FARKR. HFREIEAE 2011; 19(36): 3656-3660
http://www.wjgnet.com/1009-3079/19/3656.asp

0 31

FF A2 R 41 il (hepatic stellate cells, HSC)AEZH 2R %
JiE IR AE DX 3k Pl L 0 A7 A AR B AR ) 5 1k
(R JULBSCZT 24 4t o 262 A 5 4 b 4 B A0 Sk S5t (ex tra-
celluar matrix, ECM)1Jit F2 2 JH£F 440 1) oy
PRASU B 1 WS A0 32 PR S ik (protease activated
receptors, PARSs) & & I AT 2R (1 B S 0T
el B BN BOCE IR I FE T 3= EE 1 JORE RN £ 4
32k, HSCIF AL rp, PAR s/ IR R 3%
A s g mEEAE RS, A WFIIE S S A
FCCAATHE R F 455 Ha(CCAAT enhancer
binding proteins a, C/EBPay) (141 1] LLAIHHSC
MG e R RS RSO HS C
C/EBP Xt PARSHEUHHS CHE 21 4E0 I i 1) 5
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255 Jy TP — 3k, b — 5 DRSS R4 Ak
ST R AR,

1 FERR AT 40 BV ARRR S A A

JHF A7 A PR A T DA SR 2 IMECM A
BRI 23 A48 %2, BRI X 82D, ECMRE EEDTRA.
ECMEZH T AR g%, b T R
S LA IR R D AR R R —

2 W JET 0 R R FEL S L R At PR Py R - ) o e 2 T
DAAE A HSRUS 2 —; Forbes5! Wi BB i kU5t
WU ET et 2 5 T I £F 44k vh IR B 2 1
(045 B AR A R D B A 40 W TR 00 N 52 953 1)
G b nT L ) £F 4 40 i 462 (B H AT
Friedman®5 58— B0 W HS CA2E 1 K 4F
AT 77 A ECMIf) 3 2 41 .

HSCH ] K uffer > *17E 18764E & LI
M RGN, EHBI19964E [H fr A4t
—m A2 N ER G, AR S FHSCA & AT
PN 41 L B 5%-8%, B T 2R 5 T 52
Z [Af)DisselAl B, EZIHEAI A2 A
(L1047 NAR80% ) i A= 32 A)RUIR 27, 45 1k
AEECM, FE LUV SN . 7EAT B4
R, F R ARG AR R I HS C4 it
— R R AR 1) 5 Ak B B = 4 A ARIR
(1) JUL R 2T 448 40 M 26 735, DT 5 P A0 43 K 3t 11
ECM™*? a g IUILENEE [ (a-smooth muscle
actin, a-SMA)IA A FEHSCIE AR ETEER A,
GRCR s T TR B A A A H S C AL 1)
REAER2, HSCRIBRE v] Ao A3 B (1) 48
REMY B AP 47 DR 25 43 47 FHF- 4 i, S804 P40 i
Gy Uh 2 M L2 R REY) T, BB HSCRE AL R L
AT 4E 41 il (Myofibroblasts, MFB)( EL #2255 57 ¥
W), (Q)RIEM BE: ARSI, WS
W2 40 L R i /AR 3 K f e M A o, 2D
(S CHLTG I MFB (57 0 WG Al ), (3) 980
Ja Bl WS HSC X MFB H & 43— 4 1
PR~ 2 WA A B ), A T 2 A TR 2 B A
L L BRI R 35 5 13 AR SRR Rk HS C
R BCTE T £F 4A0 B, HIsBIHS C RS X T
JHFEFHEAL IR 7 48 DG 2L,

2 PARsRREERATEIRMIRENEPEVER

PARsJ&E T-G- BB AR 5%, it 7+ e b
FARRILFIPAR s 2 354544 (PAR-4), H
PAR1. PAR3EHEIMAGSZ 1A, PAR2A I 1l
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A, PARARE R k0L 5 A0 SOR] 4k 1B 2 11 il
Wik, PARIEPARAI — NN 1, W& R
TG 2 R NN LT BT Al I A
[ 2R AR PAR SHAFAE B 20k, FERe 115 40 i 1
B SRS 5 2 B A BRI HE G AR D

WL Joil 2 AE Pk IE 2 18 P T
Jod v R8T O B i il R B £ 112 AR PA R SR
ik, HBEAE 2 A B i N 3, AR &
Wi, FiorucciZEPWISTIE T : PARSE RN
JI A B AT 2 5 K S H S CsIP30s R 4E. i
AN AR RIS AR S TE I S T AR 4EAE K BT
YZRE I IE K BRUHIE 23 2 AR FR I H S CH 4
IEPARL. 2, HE5HSCHUN RGNS Ha-SMA
(P21 5 —FUE, UiIHPARSs T 4F 4L 1 ik
KA IR I R o 1) 3 2 JORE LT YA 2 A 5
PAR AT RE 40 1 A7 5 A 3 30 40 1w 3 5 2 4 i
12 SR IR, PARs ] LA i g 4ME 5 18 15 B0
(extracellular signal-regulated kinase, ERK)/%Z
SR REAL S 1 (mitogen-activated protein ki-
nase, MAPK){5 5 18 K 41 i M 5% 34 31 41 i
PN | 0 A s I AT A 7 22 2 SR DR 1) i 28
AL TR R AL WE R AT VS A, 5 20 48 i i) g G A
ﬁ,f/t[44-46].

3 C/EBPoEBAT 2R MBMELEPIWER
ST HS CU ] g os LRI SR 217 3k
I Sk AR L2 5 T HZ M &
FARFRIRE, EAMARERR 25T
HSCH#f 1k 230 o FE ) 328, BFECCAATHY
W45 A R TUB 5 % (C/EBPs) . C/EBPs &
FbZIP(basic region/leucine zipper)DNAZE %
FE R, EEA N Bk 5 IR, IR,
0 L AE U R RE Ji7 2H 25 55 R SIS R0 ] e A G
G WA E B (0 SR A S 30k, 1 A i
B MR S2 AR BRIk i AR R,
C/EBPs W] BA&5 4 JF i i W0 o 2 2k FIDN A Y
- T5'-RTTGCGYAAY-3'(R = AG, Y = CE(T)
AT P B BRI AR AR, 0k R DR R i SR 3R AT IE £
VA, RGN MG A oA A R O A
%[9,54,55]'

C/EBP s [ S W pe W R AE FUAT i 107 4 Ml
(10 A S R 4 v (0 4 SO e 1 3k R
WEFCE B 0 07 4l AR g # vp, C/EBPst%—
JE (I ik, HAEA i i #2  JUHE E 1)
AR, HA C/EBP o) 2 Dl fig A& {2 2k g 1D 44
JRE N ZE AR AR TR 5 FE IR R B s A 8

AT B A 5
&G B EAZ R
(PARs) T VA id it
P A ROR
S F AT mA
ST 2R m A
Ko 5t A B AL, BF 2
K gm L EA G B
EHEA @A
EREE R A
BRYEEZHK, MW
#F B FCCAAT
Wikt HAsEZa
T A Y H B B 4m
S oAk, ik
BB 2K fm e AL
FHERE. K
AN#FRZPARs 5
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Abstract

According to the WHO statistics, approxi-
mately 171 million people are infected by
hepatitis C virus (HCV) worldwide. Chronic
HCYV infection is associated with physical and
mental symptoms including fatigue, sleep dis-
turbance, and depression that adversely affect
quality of life. But sleep disturbance has re-
ceived little attention in the literature, with the
exception of sleep changes noted in patients
with cirrhosis and end-stage liver disease.
More studies focusing on the role of chronic
hepatitis C (CHC) infection in the develop-
ment of sleep disorders are needed. Increased
knowledge about the mechanisms behind the
pathogenesis of sleep disturbance in patients
with CHC will help us develop appropriate
treatments.
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Abstract

The animal models of dextran sulphate sodium
(DSS)-induced colitis have demonstrated several
correlations with human ulcerative colitis (UC)
since the first report of DSS-induced colitis in
hamsters in 1985. These animal models have
similarities to human UC in etiology, pathology,
pathogenesis and therapeutic response, and are
deemed suitable for investigating the patho-
genesis and therapeutic options of UC and UC-
related dysplasia-adenocarcinoma sequence.
Although induction of colitis with DSS is rela-
tively cheap and simple, the development of this
model is influenced by many factors, such as
DSS concentration, administration duration, DSS
molecular weight and animal species. These fac-
tors are important for successful development of

DSS-induced colitis. In this paper we summarize
factors influencing the development of animal
models of DSS-induced colitis.

Key Words: Inflammatory bowel disease; Ulcerative
colitis; Dextran sulphate sodium; Influencing factors
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Abstract

AIM: To investigate the influence of treatment
with penehyclidine hydrochloride (PHCD) on
the levels of macrophage migration inhibitor fac-
tor (MIF) in serum and aquaporin-5 (AQP-5) in
bronchoalveolar lavage fluid (BALF) in rats with
acute necrotizing pancreatitis (ANP) and acute
lung injury (ALI).

METHODS: ANP and ALI was induced in
Sprague-Dawley rats by retrograde injection of
4% sodium taurocholate into the biliopancreatic
duct. One hundred rats were randomly and
equally divided into treatment group and non-
treatment group. The treatment group received
intraperitoneal injection of PHCD. Each group
was further equally and randomly divided into
five subgroups for testing at 6 h, 12 h, 24 h, 36
h, and 48 h. The concentrations of MIF in se-
rum and AQP-5 in BALF were determined by

enzyme-linked immunosorbent assay (ELISA).
Pancreatic and pulmonary pathomorphology was
recorded and compared between the two groups.
The wet-to-dry weight ratio of the lung was mea-
sured and blood gas analysis was performed.

RESULTS: Compared to the non-treatment
group, the treatment group had significantly
decreased serum levels of MIF (x* = 20.52, P =
0.042), the wet-to-dry weight ratio of the lung (y*
=21.04, P = 0.000) and arterial PaCO, (y = 82.83,
P =0.000), significantly increased BALF levels of
AQP-5 (y° = 17.22, P = 0.044) and arterial PaO, (x°
= 503.48, P = 0.000), and significantly mitigated
pancreatic and lung histopathological changes.

CONCLUSION: PHCD intervention has an appre-
ciable therapeutic effect on ANP and ALI in rats.

Key Words: Acute necrotizing pancreatitis; Acute
lung injury; Penehyclidine hydrochloride; Macro-
phage migration inhibitor factor; Aquaporin-5

Cai DL. Treatment with penehyclidine hydrochloride red-
uces the levels of MIF in serum and AQP-5 in bronchoalv-
eolar lavage fluid in rats with acute necrotizing pancreatit
is-associated acute lung injury. Shijie Huaren Xiaohua
Zazhi 2011; 19(36): 3672-3677

mE

B T MR LAEBRTRRAEZHEIRL
MR ¥ (acute necrotic pancreatitis, ANP)F
& &M Bi4% (acute lung injury, ALT) 27 E
"% 48 f A% ) 49 4] B -F (macrophage migration
inhibitory factor, MIF)Fe il jf 32 2k ik /K 38 18 &
&1 -5(aquaporin-5, AQP-5) % ik #9377,

Tk RN GZMEILE W EATE 4% A2 R
MM E KR RANPH ZALIAER, 100 2SDX
BT HZ BB IR LA B (penehyclidine
hydrochloride, PHCD)JE = i 4% T 774 57 AL
b d A dE LT 4, A4 B VA6 hy 12 hy

24 h. 36 h. 48 hZANBUM B ] & 4k 42 R AL 5
28, 1048, A-2810 X 3h 4. KA ELISAE M &
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o 7 WP MIF 89 5% & Ao B 6,7 26.3% P AQP-549
WRE, R B ST R A Al 4L SRR LY A F L
B ML LIR /T AR, Bh Bk f AL

LR AR A A EPHCD® A5 FHM
LR B R, A MIFREBEAR(y® = 20.52, P
= 0.042), M RRAQP-5REIE H (' =
17.22, P = 0.044), MA% A= Bl 20 22 93 32 52 B 4%
AR, MALRIR/ TR E AL D (3 = 21.04,
P = 0.000), Zy#k2Pa0, EF(y° = 503.48, P =
0.000). PaCO, T B(y’ = 82.83, 2= 0.000).

Z5it: PHCD#iE L F s X RANPIF &L ALI
Bl — R85 R,

R SERTCAERIR &, SR, BB
R BRI mH E - KEEER-5

£N&E. BRI ERNAERMENTMRIRKMROMIF
FAQP-BRIABIED. HRELAHELAT 2011; 19(36):
3672-3677
http://www.wjgnet.com/1009-3079/19/3672.asp

03I

HE S IR 48 (sever acute pancreatitis, SAP)
Mol S BERER . WS E . IR RE
2. AR R I EEDY. 2R N E R
S BRI e i I R v HIAE 55 2 P 0
JIRE R 4 PR ) T D R A v A Bl RS T
SUH RS WO IO R AN A B SRR A R 4
JH0, 5 | 0 e PR - R P A R R G TR
SIIREAN ML, WS N B, IR R o 73R
15, SRR EREL. XPPTIEM 5 Ik
i 7 AT AT R B AR KM R A R, TE
RPN AL R & (acute necrosis pancreatitis,
ANP), FFARAE 5 IE MBI Ik 4 Je 214> £
RAA B JE RN SR A IE R 2 3 B ™,
ZbE 4% (acute lung injury, ALT)J&SAP H.11 5
W DL T AORE. PR IBIR RAH SCHE i1 4 (acute
pancreatitis-associated lung injury, APALI)[1]HA%
BLH 1 A 58 A 28 JHAT B 3 i 1 v A i
B 540 X 7 (macrophage migration inhibitory
factor, MIF) /314 B B 98 0E I W AT g A
K2 B 47 (AR A i PR 7K3d 18 2 1 -5(aquaa-
porin-5, AQP-5)JRIEF T HE T B rl GEL5 ik
JEE AU A T I A T PR TR ol S AR Y e s e 3B AT
KB bR 1% 2. Z= Wik (penehyclidine hydrochloride,
PHCD)J& — KW Mk B E P bR 2y, F 2k F
YER T2 HM FIM 32 A, 0 K 2 A7 AE 0 IR
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M, 52 AR TG B S A FH B F e 99, i i 143 < 1
F B MM, B0 2 B A R I TR
Ao 1l A5 EAE I /NAEERE 2. H BTPHCD E IR,
F 116 PR Bva A7 ML A 2y vh 81, IR T
PRI T 465 24, A0 A 0 R HL 0] € 4 M R N
PEALTA BB 8CR. ARE L@ LB 5 PHC D
TR IT XK EANPIf K ALYS 52 --MIF A
AQP-5RIE IR, b 4RIG T APALI v AT 1
5 SR S R S

1 #RRT5E

1.1 #H AR 94 (55 1H Sigma 24 ), K ELMIF
FIAQP-5 ELISAKS M7 & ( il a5 AWk
HIRAT]), KIETPHCDORHAR 1 25 B4
H IR AT, ELX800% E#r1X (32 EBIO-TEKAX
AT, MG ERoche A H]), 42HE)
AL T (BE E Vitros A ), a2 BiE(H A
OLYMPUSA ), A1) Fr HL(1E E LEICA A /),
AN ERBKIEEELEICAA A]), 4148
HHLAEELEICA A A)). fil R FESPFZSD K R
(180-240 2)100 3, HEAERY-, H1RTIE K22 S50 4)
Yy AL,

1.2 7%

1.2.1 XK AANPH AZALIEAHE5S5PHCD?Z
AP B LankischE )5 vk, K RUE BE
B 10% /K45 S [300 mg/(kg-bw) BRIFE i & &
TFAREG, LL0.1 mL/min B [ B HAE py af jm)
EANAY%ETEIH R A1 mL/(kg-bw)], 12 KR
ANPIF R AL, $& R RHPHCDZY)
FRENL > A eI AR IT 41, 97 4K R
FEHIBSE30 min, 12 hy 24 h. 36 hiE VR4S
PHCD[0.2 mg/(kg-bw)], JEIETT 4K BUAE 55 AH W
IS R) R v SR A5 R BRI B AR B R K AL 4 S T
FIR ST I 29 AL #E 56 hy 12 hy 24 hy 36 h,
48 WL AN B) SR, AR SEBE LS4, L1041,
1.2.2 ARG BR415 ) T I8 I 29 ik
MJ56 hy 12 hy 24 h, 36 h. 48 h i M) 4,
W DR BRLUBR 19 (017 425 () i) Ji il BRI == 30 Rt 6 5
Fi L (FF 22 H05)0.5 mL, 25 84 264 (Ol 2 3
HUM#2-3 mL, =3 T BA3 000 r/minf220 min,
HUMLIE E-80 COKM IR AF A ML B0 J= LA
Jifi, A B ER /K2 mLEGE S R 20K, B R
V2 mL, & A2 500 r/min 0010 min, B b
THE-80 CUKFETRAFRr A MU Iilirh 212, &
YR TR K 53, BRI A AL, [ R £ e
IRFIRTZHER, A0 g/LZ 58 H RS [ 2.

Wi £ E
19804 Aho%¥ %
R R, d R
iR A RE R i a5 3
R 8R4, H KRR
HiEF T ANPAE
M.OEEER S E
H L T UG R
EAp e, Bt
REFHG LN
M K89 K A& Fe
RREiEAE, BB
Y A, A
LS ZETS
.
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iR EE
[N A ]
(PHCD) AL T ¥4
£ APALI# A
MG s;:::j; P i
i AR L 6h 12h 24h 36 h 48 h 6h 12h 24 h 36 h 48 h
FLEALIE ARDS 0 89.1+4.1 81.1+4.2 71.3+3.4 60.9+3.7 48.8+3.2 443+2351.2+1.9 56.6+2.3 61.1+2.5 64.8+3.2
iﬁ&,PHCD*&]‘ ﬁéﬁ x4, x4, <) 22 Sy REEERON .0 x0o. oxZ. Zx 1. ox/Z. dxZ. .0ox0o.
BT Rk A — A PHCD
RN N 94.1+22859+2.9 80.4+1.6 73.0+£2.7 66.8+4.7 425+2.6 495+25 50.2+1.1 53.7+2.960.0+1.5
4n &S H
APALI® T 471 -
ey Y& 10264 101.69 10249 3655 72.45 72.83 61.75 52.22 51.41 41.07
PlE  0.000 0.000 0.000 0.000 0.000 0.000 0000 0.000 0.000 0.001
6h 12 h 24h 36 h 48 h
|2V agas| 4.34+£0.09 457+0.13 4.79+0.09 4.98+0.10 5.11+0.15
PHCDy&Y34H 4.35+0.08 4.54+0.07 4.42 £ 007 4.56 +0.08 4.69+0.17
18 2.71 6.69 5.19 2.81 4.39
PE 0.025 0.009 0.023 0.043 0.036

1.2.3 s & o7 B EC T EE 3 ik 1f10.5 mLAz
R Roche OPTICCA Y ifi "<, 43 43 & PaO, Al
PaCO,, HART V4545 L.
1.2.4 AFLALR/F B vem & FHUEAN T A5 fifi
R R AN 11V 7 e e R s W N o S ) T4
(W), SR )5 E80 C LI IRAH A HLIE24 WA d, 1F
P o BT e (D), v S T A
(W/D).
1.2.5 MRAR A=Al 20 22 % 32 22 4 - J IR il ZHL 21
2 WK A Y0, BT IRAORS -
P (HE) P, WABE T .
1.2.6 o 75 MIFA= M6 20 AQP-50 & K H
ELIS A 7243 5k 0] it 375 MIF F i v E R i AQP-5
(IR B, Tt e B ) 6 10 B P R A

it #4038 5 SPSS15.048 40 b £,
KA — AT R 2 R 327 2290 AT,
PAP<0.05 4 Fi v 243 X

2 BR

2.1 KA UK JEEIT 416 hdl KRS
g0 12 WK BRUIT RPN e, (AN AT i Pk
JG7K; 24 hadln] WK B, 15 JE [ 56 4, 1 2
FDY B e w4 1, W SVBH SR, LR REOK I 22, IS
FELRH 384 0, 8 DR s B B Tl RS, R B R IR
Bk B T (R PR I R I 36 hal I A
BAET; 48 hdl NAT2 LK AET . PHCDIRIT AL
INE IR BB PSR BN SIS L,
{85 3897 495 AH N I 8] 05 L e ) R A Ak, If

PERE KW ks, Ha8 hHAAET 1 H KR

2.2 s & A1 PHCDYRYT 415 AR 16T 41 % AH M I
i) 25 LU, PaO, LT Gt 22 2 5 (y* = 503.48, P
= 0.000), PaCO, FR&H G it 2¢ 25 (" = 82.83, P
=0.000, %1).

2.3 MiZA IR/ 2 WAE PHCDIAYT 4/ TR
o LGAE A B WG Ry, (A5 V0 TT 41 % A0
IS 1) 7 LA R %, AT B0k 22 25 (= 21.04,
P =0.000, %2).

2.4 JEAR IR IR LA R F T

2.4.1 RARILES: B30T 4L 5 52 A i IR A i
JEERR LN 2 BE R I BH S ) ki v il 6 hE%F
) 5B T T 4 DL W ot R e, R
AW OB, s NA DR PEEK, 12 PR
AV bk SR AE I B, JR A e Ak
BE, IO A Bl PRI K; 24-48 i R4 40
(i K IR FEE— 8 EE, JFn] WL 2 b a4k
BE. PHCDIAYT 41BN 20 R /K i 4 Al
I AL A L T 25 S 9

2.4.2 BLF LA ARV 416 h] WL SRR N
TR 7K B, R R I, 48 T 4 M v 3], 35 4 P v 4
JfOAZPE; 12-48 hf i) WK & 48 1 4l s,
DR, SRR /N S5 R R, K I 4 i A A
W2, PHCDIGIT 16 s B AT UL IR 8 40 4 it
A, MR SR, H S A R ) SRR YT 4L
LU ) S ke, 12-48 b mf DL JB e /I 1 &5 g ik
Wy ORI ZRE 40 i, AH 55 AH [ )
ARAYT 4 E A B Rk (1 1).
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LR

_"H T ‘-_ EJ""-: ' I...r -ﬂ- i;’
s R

1 BRARRERAR

K

PRES(HE). A, C, E: IR/45740; B, D, F: PHCD{&I74H; A, B: 6 h; C, D: 24 h; E, F: 48 h.

ik

*® 3 MBEMPBREMEE (hg/mLmean + SD)

6h 12h 24 h 36 h 48 h
SAPH 158.9+7.9 208.0+7.4 191.2+75 177.6+6.5 160.8+2.7
PHCDZE 127.0+5.4 165.1 +5.4 148.2 +5.1 127.9+5.0 113.4+5.4
PR 10.60 9.71 11.28 9.48 8.56
PE 0.001 0.002 0.000 0.002 0.003

2.5 MigRILLALR F R KAAMEL, AIGIT4H6 hiA ZKIh. HUIML. JERE4N MO I W B,

M WA, > Ik f 7K, 12-48 hifl¥EZKZE 2.6 s A MIF#)3h & AL KA [FIN ) 25 PHCDYA
Wi 2, KA T PN, ST R R 12 hel 7 AL iEMIFIR E W BAR T AR 4L, A4
DLESAE R ML A, 24-48 hB I AU I8 2, BEK 2259 (x° = 20.52, P = 0.042, 3).

JOIR, AT L. PHCDZE & AHM IS A] SR K 2.7 B 2k AQP-544 3 25 T AL 45 A [ I 7] 550
JCRIA M35 B S A B RS, ARVRYTAL6 hil  PHCDYAYF 4L Ve A QP-53k B Wl i i -3
SRR G FEML YRR, 1248 Wil yAy7 2L, H 46T 25 500 = 17.22, P = 0.044, £4).
993 BE2H 2R 2 ORI 0 T, S BN [ R R i

HORE TS L kR BRI A K, B 3 TR

YT I B, R AR AN M, IRk SAPRE R K SEE, FRALE R, UGS,
LA AL IR EL . PHCDYRYT AU JFRhEZ, APALLZES AP W& W I &I,
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6h 12h 24 h 36 h 48 h
SAPZH 0.223 +0.032 0.187 +0.017 0.143+0.013 0.117+0.017 0.099+0.014
PHCDZH 0.312+0.056 0.256 + 0.037 0.235 = 0.031 0.200 +0.024 0.183+0.180
VB 7.58 9.87 5.44 5.76 8.11
PE 0.006 0.002 0.019 0.016 0.004

& SAP R I F B AL T R R 2 —. IR I
0 it PN BRI S RE A BRI L i ol A A
i+ i =B 4 100 T 0 48 o AR AU E . 1980
EAhOSEPI IR A ), 1) SR A Py R R
B, B RIS T ANPRIRY 2B (ot
BERL T IR AR B AE R . I IR 45 S 800 2k
JE R A6 0 A AR R R i A, HLERAE LU 7 (8, IR
Cl ) iz a2 5 N . WA e HLE B A A ik
JIEL P40 V) 24 A 55 3 ST 3R R B R 2 )
AL AP AR AR AN [ () R R 28 . FRATTR A 1)
K BB FELAE Py 304 T B 4% 2 B FIEL TR A 1) )y 9%
IS T IR ANPIE R ALL 9 B2 K iy i
TR I SI2 56 B0 1 JE B 2 4850 H AR [ R 8 1)
KM RAEAN PRI bk SR BR A, i R
S ) B AL 28 IR I 3R 8 B R AR B, TR I S £
A Mk K, il 2 2R TR M R 1 M SE 5 483 455
FG 7K, -G APALLPp BECE. PRI, A5
Ry 3 7 R AL A 7 4 A T B, S R L
Toi A% 7 AR TG, AR R 2 1 R A L SRR
HRCR A —E s HAME

Il R 19877 APALII B T B 2 — 2
29T, A5 H RTVR T AR AT AN
B [ N KSR e, DR 2 R e 4
R MAPALLIRYTY Zi). PHCD 22K [H 741
(3 20 JE et K Ik 2, 5 LA T AR 2y
ANFI A, A EREEM, . MARIN . N2 4k
FEPUER, TSN ERR RIS T R, B
PUIRGR REAE F 5. i 3 A 2 2 ML %
&, WPHCDHAFFEAE B T, DA R
SN /N L ISR ISR HPHC D AT g XS
ALLEATVRITAE L, b RESGE Mg in . BT
B A0 o R R EPE L A I AR Ik /D
ARSI 45 s, PHCD W] M 40 A 1< 38
WL RIMBZ AR, FASE T3 L, D> S R oy
Wb, L S .

FEBEE AR SAPINR RN, APALTH 4%
S A IR A FH 283 52 BT D%, Mk B &
B 22 Tl G0 A ST TG BV A RN )

i JORE e AT R 2 k%, B4 T E LA i 1
GHIIR R AE 1) 4> B 1 0E [ Y. TNF-afITL-6
S 20 R DR 2 AN TR T SR 3 AR I R e
ML, B B IR R 48 2 10 3 S I, 40k T 5 30
T8 Kb AR E PN ) AL AN P L R G, R
BEPEA I, Sk 4k R i ™ 48 1 R N R U B
RIZR . T (R BIE 9 h T e e e R 46 1) A
RIS, A N E 4 K 2 5 APALL
(EBEREN. H HTMIF R R A % Th g e e
Z s vh B VR FAE A0 H 25 52 B AT DG,
MIF & —F k40 R 7, HAT R R EAEH,
TEAPALTH 4% 7 HEAE . MIF H IS4 1 Ttk
EL T it 23w, R0 A/ A RS B, e
Wi 40 B A 90 R . AR WOE, IR
A 2 740 TL-18 TL-6FITNF-a%F, M
T 98 1 e . B T3 ek 5 56 R P HC DYAR YT
M5 AT A RIEMIF R %, $¢/RPHCDHA]
FTHIER K FMIFR=2E, AEMIFS I 405
AT L AT R 2 1
BE 2R G0 R AT, A8 400 ot dfe i S5k T P i 52 1
P& i, e A MRS S AR . R S A0 R
(IS 28 ey, 9D T A P R I, DA Tt A R ik
EIUSE A0 M DR - MUIF IR = A R SR A, 40 A
FeAE R DRI R Al AT, A Rk
32t A7 ) Il A [ A fit o py 7K ™,
I B 7 Ml 58 LG e 52 4 A 00 g ok 10 2 P2 UL
JEAE, BRI D). PRk, PHCD Af 9 K i
ANPI R AL 98 5 Js Y.

KB TE e — 4Ny T, 5T
BB R Tk s, ks Hl. EE
K (PRI S R I, 3 — SR B 11 A e Rg 1 AR AN
R, MREA. T BRI T
T HL A F AR O KOS R A 13,
AQP-1. AQP-3. AQP-4MIAQP-5X4Fh KisfE
Jili J2 /3. 7EAQP-1. AQP-3., AQP-4HIAQP-5
L DRI R B /N B, DG o S 1 R o
B N R EIPIRE, AT AQP-SHEA
% /0 B0 R T IR PR A WA R AIG, HE ALK
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L T 1 3 R A /) B PR A 23 i 9 G B A
A% S AQP-SHE R il ok /N B LRI 36 43 4 R ¥
RHEATR DN, B R 25 B R A QP-58 2 /) il
I W 280 920 0 A S 2B RN B A 2, T R
HER (IRICT I B T s, [R) IR e 414K 8 7 6l
TN TR ER TR 2 RN R TG R, 0 A I A i 0 I
AR IR AR ECE RS R, 1 A& AQP-5Th gtk 2k
BT, LA b g5 PR A il 4 SR APk 1 25 11,
AQP-S7E i R T 117) T 2 A B T 5 i v v
WL BT e T AR T AT AR A
AT I SEEGIE S PHCD AE S IMANP I R ALTK i
it YL AQP-S IV B, BRACI I/T
FOAE, I 088 il AR AL D) . R BIPHCD
REARY e I iz i e, e 4 5 /3 i AQP-5
(I Thfe, M ERER R aF iR mak g, B kil
Z0, dEFRFIMIhAEVER. 25 K v] g2 PHCD
A LB AT RE Bk 8 o 28 (¥ 5K g, 38k s ELBGE 5 b 5
S S (R s, T S TS A 5 g BRI, At
WPIRE S UL, ok R o0 s B IV Y,
AE TR IR, PHCDAE B AR LA S LS
2 PR BR AR, TP B A B0 B AT
e, TR AL BEVRL, DRI O B P A i 2
(RS2, R4 B N Ca A R FE 2, AT 4
T el A D3 3% 2 ™, PHCDfig %3 i 4t
IUIE 68 A P 0 F HELE A 98 2801 119 A A 5
S22, PHCDAMY ] LS5 APA LTI i 3
TR, R Refe— e LRHIEALIIARDS
R, PHCDH¥AT 1T g B — FOBT AT 20697

APALI A AT PEIEPETF B
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Abstract

AIM: To investigate the effect of LY294002 (a
PI3K inhibitor) combined with gemcitabine on
p-Akt and multidrug resistance-associated pro-
tein (MRP) expression in human pancreatic car-
cinoma PANC-1 cells.

METHODS: After PANC-1 cells were treated with
different concentrations of LY294002 and gem-
citabine, the expression of MRP mRNA and p-Akt
and MRP proteins was detected by semi-quantita-
tive RT-PCR and Western blot, respectively.

RESULTS: Compared to untreated control cells,

treatment with LY294002 combined with gem-
citabine significantly decreased the expression of
MRP mRNA (1.47 +0.03,1.31 £ 0.05,1.02 £ 0.04, 0.76
£ 0.06, 0.37 £ 0.02, P < 0.05) and p-Akt and MRP
proteins (p-Akt: 0.80+0.02, 0.63+0.01, 0.52+0.01, 0.41
+0.02,0.35 £ 0.02, P < 0.05; MRP: 0.93 + 0.05, 0.87 +
0.03,0.81 +0.03,0.71 +0.02, 0.40 + 0.03, both P < 0.05)
in a concentration-dependent manner.

CONCLUSION: LY294002 could effectively
strengthen the sensitivity of human pancre-
atic carcinoma PANC-1 cells to gemcitabine.
LY294002 may down-regulate MRP transcription
by inhibiting p-Akt expression and therefore re-
verse resistance of PANC-1 cells to gemcitabine.

Key Words: LY294002; Gemcitabine; PANC-1 cells;
p-Akt; Multidrug resistance-associated protein
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PR E P RIgGalE P IgG, 37 CHEFL h
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Abstract

AIM: To analyze differentially expressed pro-
teins between human normal esophageal epithe-
lial cells (NEEC) and esophageal squamous cell
carcinoma (ESCC) cells.

METHODS: NEEC and ESCC cells were cut by
laser capture microdissection (LCM), and total

proteins of the cells were separated by two-
dimensional gel electrophoresis (2-DE). 2-DE im-
ages were analyzed using Imagemaster 2D soft-
ware. Differential proteins between NEEC and
ESCC cells were identified by matrix-assisted
laser desorption ionization time-of-flight mass
spectrometry (MALDI-TOF-MS).

RESULTS: A total of 43 protein spots were
discovered and there were 17 differentially ex-
pressed proteins between NECC and ESCC. Of
them, 15 (such as Trangelin2, HSP27, S100A11
and GSTP) were up-regulated and two (such as
SCCA1) down-regulated in ESCC.

CONCLUSION: The differentially expressed
proteins identified in this study may play a role
in the carcinogenesis and development of ESCC
and represent potential molecular biomarkers
for ESCC.

Key Words: Esophageal squamous cell carcinoma;
Proteomics; Differential proteins; Two-dimensional
gel electrophoresis; Matrix-assisted laser desorption
ionization time-of-flight mass spectrometry

Lv XP, Pu HW, Gong X], Miao N, Chen X. Proteomic ana-
lysis of differentially expressed proteins in esophageal
squamous cell carcinoma by MALDI-TOF-MS. Shijie
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Abstract

AIM: To identify differentially expressed mi-
croRNAs (miRNAs) and mRNAs in esophageal
squamous cell cancer (ESCC).

METHODS: Differentially expressed miRNAs
and mRNAs between ESCC and normal esoph-
ageal mucosal tissue were identified by gene
microarray. To study the functions of differ-
entially expressed miRNAs, their target genes
and genes regulated by these target genes were
analyzed using online bioinformatic tools.

RESULTS: Eight differentially expressed miR-

www. wjgnet.com

NAs and 1 178 mRNAs were identified. Eight
miRNAs had 142 target genes, and 117 genes
were regulated by miRNA target genes. Of
them, 53 genes relate to KEGG pathway and 14
genes are involved in BioCarta pathways; 137
genes were found to be closely interacted with
each other, constituting 433 interaction nodes.

CONCLUSION: Dysregulation of miRNAs can
cause abnormal gene expression, which relates
to the pathogenesis of ESCC. The eight miRNAs
identified in this study and the genes regulated
by them or their target gene may play important
roles in the pathogenesis of ESCC.

Key Words: Esophageal squamous cell cancer;
Microarray; MicroRNAs
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Abstract

AIM: To investigate the expression of DEC205 in
the gastric mucosa of Helicobacter pylori (H. pylori)-
infected patients.

METHODS: Thirteen H. pylori-positive patients
with gastritis received eradication therapy.
Gastroscopy was performed in all the 13 pa-
tients before eradication therapy and in 7 seven
patients after treatment to take gastric mucosa
samples, which were used to prepare frozen
section to detect the expression of DEC205 and
CD14 in human gastric mucosa by immuno-
fluorescence.

RESULTS: Cells which were positive for both
DEC205 and CD14 in the gastric mucosa signifi-
cantly increased in H. pylori-infected patients.
Furthermore, DEC205-positive macrophages
invaded into gastric pits in the gastric mucosa of
H. pylori-positive patients.

CONCLUSION: Macrophage expressing DEC205
in the gastric mucosa may play an immunologi-
cal role in H. pylori infection.

Key Words: Helicobacter pylori; DEC205; Gastric
mucosa
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Abstract

AIM: To summarize the approaches and pre-
scriptions for the treatment of chronic atrophic
gastritis (CAG) with traditional Chinese medi-
cine (TCM).

METHODS: The literature regarding TCM treat-
ment of CAG was retrieved by searching the
Network Database in nearly 10 years, and 206
papers which comprised detailed data and in-
cluded 8 056 clinical cases were obtained. We
then summarized information about TCM treat-
ment approaches and prescriptions and ana-

lyzed them using statistical methods.

RESULTS: The most frequently used treat-
ment approach for CAG was replenishing Qi
and invigorating spleen, followed by soothing
liver and harmonizing stomach, supplementing
Qi and nourishing Yin, and clearing heat and
eliminating dampness. The above four treat-
ment approaches were used in more than 85%
of cases. The most frequently used prescription
in the four treatment approaches was XiangSha-
LiuJunZi Decoction, followed by Chaihu Shugan
Powder (CSP), Benefit Stomach Soup, and Banx-
ia Xiexin Decoction.

CONCLUSION: Common TCM treatment ap-
proaches for CAG include replenishing Qi and
invigorating spleen, soothing liver and harmo-
nizing stomach, supplementing Qi and nour-
ishing Yin, and clearing heat and eliminating
dampness. Common prescriptions are XiangSha-
LiuJunZi Decoction, CSP, Benefit Stomach Soup
and Banxia Xiexin Decoction.

Key Words: Chronic atrophic gastritis; Chinese med-
icine; Prescription

Yi PY, Zhu FS. Treatment of chronic atrophic gastritis
with Chinese medicine: approaches and prescriptions.
Shijie Huaren Xiaohua Zazhi 2011; 19(36): 3696-3699
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Abstract

AIM: To evaluate the efficacy and safety of in-
tensity-modulated radiation therapy combined
with chemotherapy and herbal treatment ver-
sus conventional radiotherapy in patients with
advanced gastric cancer after surgery.

METHODS: Sixty-eight patients with advanced
gastric cancer were divided into two groups:
observation group (n = 35) and control group
(n = 33). The observation group received in-
tensity-modulated radiation therapy (180 Cgy
daily, five times a week, total dose of 45-55 GY)
4 weeks after surgery, while the control group
was treated by conventional radiotherapy.
Patients in both groups received two cycles of

treatment with gimeracil and oteracil potassi-
um (Gio) capsules. Each 21-day cycle consisted
of oral administration of 80 mg/(m’- d) twice
daily for 14 d, followed by 1 week without
treatment. During the chemotherapy period,
herbal treatment was also given. Clinical ef-
ficacy and toxicity in the two groups were ana-
lyzed three months after treatment. The quality
of life was evaluated using the Karnofsky score
before treatment and 3, 6 and 12 months after
treatment.

RESULTS: The total response rates were
51.43% and 30.30% in the observation group
and control group, respectively, with no sig-
nificant difference between the two groups (P >
0.05). Differed significantly of Karnofsky scores
were not only between the observation group
and control group before treatment and 3, 6,
and 12 months after treatment (all P < 0.01 or
0.05), but also between before treatment and
at various time points after treatment (all P <
0.05). The incidences of hematological toxicity,
gastrointestinal toxicity and peripheral nerve
toxicity were lower in the observation group
than in the control group.

CONCLUSION: Intensity-modulated radiation
therapy combined with oral Gio capsules and
herbal treatment is a safe and effective treatment
for patients with advanced gastric cancer after
surgery.

Key Words: Advanced gastric cancer; Intensity-mod-
ulated radiation therapy; Gimeracil and oteracil potas-
sium capsules; Herbal treatment

Zhong Q, Xiao ZY, Wu RR, Zhong H, Deng JH, Zeng
AQ. Efficacy and safety of intensity-modulated radiation
therapy combined with gimeracil and oteracil potassium
capsules in patients with advanced gastric cancer after
surgery: a controlled clinical study. Shijie Huaren
Xiaohua Zazhi 2011; 19(36): 3700-3704
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Abstract

AIM: To evaluate the efficacy of Dachengqi De-
coction in the treatment of severe acute pancre-
atitis (SAP).

www. wjgnet.com

METHODS: We searched the Cochrane Con-
trolled Center Register of Controlled Trials,
PubMed, Embase, CBMdisc, VIP, CNKI and
WANFANG for Random Controlled Trials to
retrieve studies that evaluated the efficacy of
Dachenggi Decoction in the treatment of SAP. A
meta-analysis was performed using RevMan 5.1
software.

RESULTS: Sixteen studies involving 894 par-
ticipants were included. The results showed
that, compared to the control group, Dachengqi
Decoction can help improve vital signs and
physiological indexes, shorten the duration of
hospitalization, decrease costs, and reduce the
incidence rate of complications, mortality, and
the number of cases of conversion to surgical
treatment (all P < 0.05).

CONCLUSION: Convention treatment in com-
bination with Dachengqi Decoction is superior
to convention treatment alone in the treatment
of SAP.

Key Words: Dachenggi Decoction; Treatment; Se-
vere acute pancreatitis; Meta-analysis
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of Dachengqi Decoction in the treatment of severe acute
pancreatitis: a meta-analysis. Shijie Huaren Xiaohua
Zazhi 2011; 19(36): 3705-3713
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APEBEAR K (acute pancreatitis, AP)&IIf R L4
WL SR, JEAR AR Z105.4/100 000-79.8
/100 000, J3i 462 H 10%-15%, HH1£520% 1] k&
JE I A PEEERIR 4 (severe acute pancreatitis,
SAP)'". SAPI KR A E AL (5 52 2%, R
HRE S R, IERAES . TRIER AR
AL U IRIA] R AR A B ST ] N ZE G IE (systemic
inflammatory response syndrome, SIRS) % £ #%
I fe 3L vk (multiple organ failure, MOF). 7E¥597 /7
I, SAPHIVARTT i &1 T A AR, A5k
SRR T AR L R J D) 5k B A A iR T
543K, S AP HE2 I AR AT B S PE 1) 2,
I3 517520%-30%"", ARA RS ARG
777 5. PV A5 A AR O 3R E IR AL B A,
R T A SRR R, TRIE LS 2%
B PG B 45 5 VR 9T SAPAHAT T L aliph B vh 97 B
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AL IE FI M etaZy # I SR BRI 7 V256 H TR
KT GG R, CAPEO KRS0 1697 0 IR
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1 #RIRGE

1.1 #4#F DAJE S 4 1] “Da/Large chengqi decoc
tion. severe acute pancreatitis (SAP). Chinese
Medicine. Traditional Chinese Medicine” 1%
#1452 the Cochrane Central Register of Controlled
Trials (issue 2, 2011). PubMed(1966/2011-05).
Embase(1980/2011-05); [AJIf LA SCSeHER] “ K

R FEREEIRR” VHEAUR Z h E AP e
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KRS EA Risk Ratio Risk Ratio
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H#E& 2010 44 50 40 49 492%  1.08[0.91,1.27] 2010
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3IVE 2011 20 20 18 22 215%  1.21[0.98, 1.50] 2011 Il
Total (95% Cl) 109 110 100.0% 1.211.06, 1.37] ¢
Total events 98 82
Heterogeneity: Chi* =3.11, df =3 (P = 0.38); I’ = 3% I ‘ ‘ 1
Test for overall ffect: Z = 2.92 (P = 0.003) 0102 051 2 5 10
FTXTHEZH M RASIHA

B 1 RESIHN BRI,

Std. Mean Difference Std. Mean Difference

KAESIHH XFHRZH
Study or Subgroup Mean SD Total Mean SD Total Weight
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FNSSTE 2011 3.12 02316 523 1.21 16 12.6%
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B 2 RESHNIEmEKMENE.

2.3.5 sl A BaE IR B ] 104MiFle e el
Pl A 7 L3 K9 P R 52 1 I TR (d), 5 5T TR A7
755 M (P<0.00001, I = 92%), 441 Hokdsinf
BE R B TR AR TS, MOEFESMDAE A A
Hgih i, RPN AR A I 0T, Meta

www. wjgnet.com

IV, Random, 95%CI Year IV, Random, 95%CI
-0.65[-1.15, —0.16] 2007 L
-2.81[-3.60, —2.03] 2008 -
-2.36[-3.29, —1.43] 2009 -
-1.00[-1.42, -0.59] 2010 b
-2.30[-3.16, —1.44] 2010 -
-0.67[-1.23, =0.11] 2010 ™
—-2.00[-2.75, =1.24] 2011 -
-1.62(-2.25, —0.99] ¢

T

- iO -é 0 5 lb
RIFARSA AT

Iy BT LR B KR i AL 1) i A K A
IR A) A T R ZH[SMD = -1.40, 95%CI(-2.05,
-0.75), P<0.00001](&15). Js3FEAX IR, $enf
R Am Ay, BURAE T3 AT RIS 50 B LI,
B RN AT A G X H AR P 45

mi:A2E
ARBER A, KA
AHELSBEDS
J7 SAP A A Z AR
A A R AR
Fo & B IS AR A,
e maEEey
PER e ) I ¥ 9
BRARA, RGH
2 AR I R R
R FE A F R
& PR BT B

AR



3710 ISSN 1009-3079 (print) ISSN 2219-2859 (online) HFHA MW 20115125288 $19% 5368
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A3k 3 T, Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95%CI Year 1V, Random, 95%CI
MERG ML s 0007 2331 34 2.65 0.98 32 26.4% -0.32(-0.81, 0.17] 2007
AR B, K SAF —
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;gﬁﬁd@b HiE& 2011 7.15 1.65 50 8.35 2.59 49 26.9% -0.55[-0.95, —-0.15] 2010 L
%%X ? 37 2011 0.88 0.25 20 2.57 0.6 22 22.7% -3.55[-4.55, —2.55] 2011 -

Total (95% CI) 120 119100.0% -1.47[-2.58, —0.36] <

0 5 0 5 10
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Heterogeneity: Tau® = 1.15; Chi* = 39.48, df = 3 (P<0.00001); I = 92%
Test for overall effect: Z =2.59 (P = 0.010)

3 KESHNERHK RN,

KAESIHA popictEl Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95%CI Year IV, Random, 95%CI
WlEHR 2007 49 26 28 6.3 35 24 26.3% -0.45[-1.01, 0.10] 2007
JNESTE 2009 481 1.03 16 6.58 0.89 16 23.8% -1.79[-2.63, —0.96] 2009 L
XEZ= 2010 291 1.83 34 3.29 1.12 32 26.8% -0.25[-0.73, 0.24] 2010 b
[FRiss 2010 48 09 18 9.1 2.1 18 23.1% -2.60[-3.51, -1.69] 2010 -
Total (95% ClI) 96 90 100.0% -1.21[-2.20, -0.22] <

40 5 0 5 10
RITHIRSHH TR

Heterogeneity: Tau? = 0.89; Chi* = 26.93, df = 3 (P<0.00001); I* = 89%
Test for overall effect: Z = 2.40 (P = 0.02)

B 4 RESHNBOMERSESNEN.

KRS A popietel Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95%CI Year 1V, Random, 95%CI
TIBFR 2007 3.39 1.17 34 3.29 1.12 32 10.5% 0.09[-0.40, 0.57] 2007 *
PHktE 2008 8.13 0.99 24 1556 2.29 28 8.9% -4.04[-5.01, —3.06] 2008 -
&/ 2010 5 12 35 7 1.3 32 10.3% -1.58[-2.14, —1.03] 2008 -
NS 2011 2.05 1.17 16 3.68 1.21 16 9.6% -1.34[-2.11, -0.56] 2009 -
% 2010 246 1.37 25 6.1 1.8523 9.8% -2.21[-2.94, —1.48] 2010 -
KT 2010 42 23 28 55 27 24 10.3% -0.51[-1.07, 0.04] 2010 ™
HiE& 2011 3.85 1.97 50 4.02 2.08 49 10.7% -0.08[-0.48, 0.31] 2010 -
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Abstract

AIM: To evaluate the value of glutamine in con-
servative treatment of patients with intestinal
obstruction after abdominal operation.

METHODS: Fifty-eight patients with intestinal
obstruction after abdominal operation were ran-
domly divided into control group and treatment
group. The control group received conventional
treatment, including fasting, gastrointestinal de-
compression, maintenance of water electrolyte
and acid-base balance, use of antibiotics, soma-
tostatin, and total parenteral nutrition, while the
treatment group received glutamine on the basis
of conventional treatment. All patients' bowel
function was evaluated using a scoring system.
Peripheral blood samples were collected to
measure the levels of D-lactic acid and intestinal
fatty acid-binding protein (IFABP). The time to
recovery of intestinal function was recorded.

RESULTS: A positive correlation was found
between D-lactic acid levels and gut dysfunc-
tion scores, and between IFABP levels and gut
dysfunction scores (r = 0.824, r = 0.891, both P <
0.001). In both groups, blood levels of D-lactic
acid and IFABP decreased significantly with the
prolongation of treatment duration, which was
more significant in the treatment group than in
the control group. The time to recovery of in-
testinal function was significantly shorter in the
treatment group than in the control group (6.83
d+149dwvs8.76d +1.53d, P <0.001).

CONCLUSION: Glutamine plays an important
role in protecting gut barrier function, reducing
the intestinal mucous membrane permeability,
and promoting bowel function recovery in pa-
tients with intestinal obstruction after abdominal
operation.

Key Words: Glutamine; Intestinal obstruction; Gut
barrier; D-lactic acid; Intestinal fatty acid-binding
protein
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Abstract

AIM: To investigate the incidence of liver diseas-
es in a healthy population in order to enhance
their awareness of health care.

METHODS: The ultrasonic images obtained du-
ring a physical examination for 13 681 persons
over 35 years of age were retrospectively re-
viewed.

RESULTS: The incidences of main liver diseases
found in this population were as follows: fatty
liver (6.43%), gallbladder stone (6.27%), gallblad-
der polyps (3.78%), hepatic cyst (2.33%), liver
cirrhosis (1.07%), hemangiomas (0.84%), liver
cancer (0.07%), and other disease (8.80%).

CONCLUSION: Common liver diseases, even ea
rly-stage cancer, could be found by ultrasonic
examination in a population for healthy ex-
amination. Ultrasound is easily performed and
represents a non-invasive and fast procedure for
screening of liver diseases.

Key Words: Ultrasound; Preventive intervention;
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Zu Y, Sun ZY. Liver diseases revealed by ultrasonic
examination: 2 846 cases in 13 681 healthy individuals.
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