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Abstract

Confocal laser endoscopy is a novel technology
which allows subsurface histological diagnosis
at a cellular and subcellular level in vivo
during ongoing endoscopy. Confocal laser
endoscopy thereby provides instantaneous
histopathology photographs during ongoing
upper, lower gastrointestinal tract endoscopy
and laparoscopy in high resolution by point
scanning laser fluorescence analysis. The author
undertook a systematic review that included
novel technology advancement of confocal
laser endoscopy, confocal laser laparoscopy,
diagnostic values on the Barrett's esophagus,
esophageal adenocarcinoma and gastric cancer,
H pylori infection, collagenous colitis, ulcerative
colitis, intraepithelial neoplasia, colorectal
cancer and chronic hepatic lesions in diseases
pertaining to digestive system. In addition, this
article described molecular imaging of cancer,
functional imaging of altered perfusion in
malignant tumor and inflammatory diseases and

www. wjgnet.com

high resolution in vivo morphological diagnosis.
These new advanced technologies indicate that
confocal laser endoscopy is evolving as a novel
technique for rapid diagnosis of gastrointestinal
neoplastic diseases at the microscopic level and
bears the potential for molecular imaging in
humans in the near future.

Key Words: Confocal laser endoscopy; Diagnosis;
Digestive system diseases; Advancement

Huang YQ. Diagnostic value of confocal laser endoscopy
in digestive system diseases. Shijie Huaren Xiaohua Zazhi
2008; 16(16): 1711-1715
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Abstract

AIM: To evaluate the inhibitory effects of nuclear
factor-kappa B p65 (NF-kB p65) on expression
of p65 and to determine its combinatory effects
with 5-FU on proliferation and apoptosis in
EC9706 and Ecal09 esophageal squamous cell
carcinoma (ESCC).

METHODS: EC9706 and Ecal09 cells were trans-

fected with 50 nmol/L p65 siRNA. The expres-
sion level of p65 mRNA was measured using PT-
PCR at 0, 24, 48 and 72 h. P65 and Bcl-2 protein
levels were determined using Western blotting.
The cells were also stained with FITC-annexin V
and PI, and cancer cell apoptosis was detected by
flow cytometry using CellQuest acquisition and
analysis programs. Morphological changes of
ESCC cells were observed microscopically follow-
ing p65 siRNA transfection with or without 5-FU.

RESULTS: For EC9706 and Ecal(9 transfected
with p65 siRNA, the expression level of the p65
mRNA in ESCC cells was down-regulated with
time. Peak inhibitory effect occured at 72 h and
a significant difference was detected, compared
with 0 h (0.12 £ 0.01 vs 0.28 £ 0.05, 0.1 + 0.01 vs
0.38 £ 0.04, both P < 0.05). The protein levels of
p65 and Bcl-2 decreased after transfection with
p65 siRNA at 72 h. There was a significant in-
crease in apoptosis level at 72 h following p65
siRNA transfection (6.65% + 0.27% vs 2.03% *
0.08%, 8.03% + 0.06% vs 2.66% + 0.25%, both P
< 0.05). The proliferation of EC9706 and Ecal09
was slow after transfection with p65 siRNA at
72 h, while p65 siRNA in combination with 5-FU
significantly inhibited cell proliferation.

CONCLUSION: p65 siRNA can block NF-«B sig-
naling pathway, down-regulates expression of
Bcl-2, which makes activated NF-kB pathway a
potential key target in gene therapy for ESCC.

Key Words: Esophageal squamous cell carcinoma;
Nuclear factor-kappa B; RNA interference; 5-FU; Bcl-2
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BKG5-FUN R ESRMRETEISHIER. BFRALNBH
& 2008; 16(16): 1716-1721
http://www.wjgnet.com/1009-3079/16/1716.asp

03I

e A F R WRE e 2 —, HE
T3k HEAN IR SE T R SR N A, AT 255-FU
BRI PR AL —, (2B
HE AR 245 50 A R T TR ) AL R T
kB(nuclear factor-kappa B, NF-kB) & IT4F K K I
(e sl 12 A7, e H LRI 22 p50 1 p6s
ZH R U SRR, VA N -k B 5 2 2% A
SER JHJRE A0 T 0 TR YT 25 I U . AT IES AR
W, FEVEZ N R IR W . s . B S0
NF-wcBf5 5 0 % AR V0 £ e (10 e A 5 e ke
FHE /AT, RNATHL(RNA interference,
RNAi)E HW#RNA(double-stranded RNA,
dsRNA) G A e s Ja BRI FBRALE, 7218 278
Prh HR R BL T XA, AR R, R 5

www. wjgnet.com

Y. B HESIILL R SR RNATE AL
FERNAN T LR PRI S, 2 H Tt
UL R ThREsRAT S 1) T H 22— P AR
HRNATHHA, M4 X NF-« B 5 18 g%
pOSIIRE R M siIRNA, W& p65F ik (il /E
R BA AT 255-FUN & 8 S 4 U E ca109 A1
EC9706 1521, FRITIENF-x BYE A JE K76 7 4
MUIHE.

1 MRS

1.1 o AN REcal 09 A R ARAE, &5
e AN ZRECO706 EH H [1] = 27 4 25 [t I 89 1 o Ji
SRR FUIIT 43 MR 2 18 5% T S 0 = JONE . 4
MIAE 47100 mL/LIF IR I, 100 kKU/LYT %%
2, 100 mg/LBEF % (1164015 72 (Gibeo A 7))+
F37°C, 50 mL/L CO,HI4 A NEEFR, S04l sl
AT AR, BT A p65(sc-8008) FT LT A
Bel-2(sc-7382)Hu /4 [ Santa Cruz Biotechnology
/A 7]; NF-xB p65 siRNA TR G F Cell
Signaling Technology /A #]; #1171 & Annexin
V-FITC KitlJ [ 35 [§ Eckman Coulter™ /3 7.

12 F ik

1.2.1 siRNA# 25 4 4% siRNAT-HLR 1 & 1 1]
PR, BTG, (E5E 40T, BECO706(5X 10%)
FEcal09(6 X 10*)% — 5 41 i Kl T 6 LA, A
RTEHUE R IR AR 7724 h. K5 A siRNATK
PSR S ARSI A S WG, INH iR 3
% 24 h.

1.2.2 2 i & RNA & 2B Fe 5| #7383t p65 siRNA
BP0, 24, 48F172 )5, I TRIzolik #I M
EC9706F1Ecal 0941 i -H $2 U RNA, #Fih 2B
JEB e HL VK 5. Bevhp6eS b RIS 14 p65Ir
51 5 -ATAGAAGAGCAGCGTGGGG
ACT-3', 5% M5 -GGATGACGTAAAGGG
ATAGGGC-3'; WZGAPDHIN L5 14 k5 -AA
GGTCGGAGTCAACGGATTTG-3, FiisI¥h
5-CTTGACAAAGTGGTCGTTGAGG-3'.

1.2.3 RT-PCR% %14 M p65#»GAPDH# cDNA
%—4: IUSRNA 1 ug, FEHLANA 511 ul, 5X
AMYV Buffer 4 pL, Rnase Inhibitor(20 U/uL)1 pL,
dNTP(10 mmol/L)2 pL, AMV RT 1 uL, IIDEPC
AEEEIK F220 pL, F 250 5 TR, 42°C7K#160 min,
70°C/K#T10 min. M FI& R W AR R FEL2 pL, N
10 X PCR Buffer 5 pL, 2 mmol/L dNTP 1 pL, 25
mmol/L MgCl, 3 pL, 50 mmol/L{)5[4)4%0.5 uL,
1 U/50 pL Taqfif1 pL, LB /K36 pL, SARFIA 50

AT A 7

197 BH5-FUR A
ERET P RE
Rz —, {2
3B I At
R A TP
# — AR
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Wi £BE & 1 p65 MRNAFEEC9706F1Ecal09/AiE AR B BBl R
Ma et al#¥9 BT % F EHENEE

KM, 5 EFWE
A2 AR, BB
8 0 B P AR
T B o #% B B A
% fit VA B NF-xB
Ere¥gR, St H
NF-«B# ¥ 7& 4
5 B #E 9 4n fe T
157 25 84 ik
AR EAEG
B 47 %) 7 PS-341
T VAL B NF-xB
AL S
DNA#) 256751,
&A% B K 98 e e
AL 7 2 A o wF
Z M, AF IR
w9 3% o 2w BE T B
R Hem, JFH
PS-34154L55 2
H Bk 42 R 7T vA
B Ak AL 77 25 o4 &)
YEA.

B 1 p65 MRNARBNERFTEIHENESEDN. A: FjL
HEC9706Z00; B: #54YHECal092)i; 1: marker; 2: 0 h; 3: 24
h; 4: 48 h; 5: 72 h.

uL. RNARFR N : 94 CHALTE2 min)5 FFURTEH,
95°CAx 1 min, 57°CiE K1 min, 72°C ZE{#!1 min,
30MIGHE, 155 72 CHE(HS min.

1.2.4 Western blotting & & & 49 & A #2H4
T B IBOR A & 1 W) (Pierce A 1)), 42
40 M 5 25 14, Brad ford ik ki 25 (5 I 5
-70°CLRAE. ¥ 4p65 siRNA 72 hJ5, MEcal09
FIECO7064H furh B4t e Jid 1, 5 Wi &
FL o 7 bt — 2 BAE. Kl p6 s AR 42 i)
MAPKH [, APHT-E ABCl-2[#RIA, 4120
g/L SDS-PAGEZ &5, W BIMSIR A 4L . 5%
(1) i R Wk TB S THF W 412 h, $iA4%1 2 100
I H4CIE, TBSTHMBER10 minX 3K, 1
1% 2T 4 52 73 ) 5 BN L S W Bl A 1) it
(1 :50000)% B E 1 h)5, TBSTHLER10
min X 37K, DAB {f. 5L H 53K

1.2.5 7 X 2o R AU m) 8 = g e 6 e RN oK e
p65siRN A )& il i 40 i, Bt sl 0K 5 A
5-FUIRIT SR 72 h, 4 25 415040 o8, fildn o
T B 10N URE AN BT 1.5 mL 5005
W, 4°C F500%E E5.005 min, BRAIMIE. /NS
2 FIE W, OKTAPBSYEAN HI2 UK, PRAEREE 41
A /D104 M. NS puL Annexin V-FITCFI12.5
uL PIZI100 pL A4t g, HEiRs); ARG
20 M LS, LhAnnexin V-FITCHYL % FIPI
PYPVEMON BEES ], W A AR R, A
HCellQuest3.0F AT S R EURTZERL /3 #T,
TR T 40 43 L.

1.2.6 7497 816 20 M 7% &S LA R4 s TR
T, FHEVE A S WL A Il A A
R BEYLT2 WL S-FURITHL. #5Ye48 hts-
FU 24 hify7 4L 4 i KRS OB 824 NUE.

DR Oh 24 h 48 h 72 h
EC9706 0.28+0.05 0.26+0.03 0.21+0.03 0.12+0.01°
Ecal09 0.38+0.04 0.21+0.02 0.18+0.03 0.10+0.01°

°P<0.05 vs 0 h.

p65 65 kDa

1 2 3 4

MAPK 42 kDa

2 BHp65 SsiRNAFECI706F0Ecal0oBiaPp65EHHY
FHE. 1: ECO706XALH; 2: Ecal09%IR4H; 3: ECO70655L4H
4: Ecal09%55L4H .

Beit 2038 N FHSPSS13.048 kAT 48
VAR, TS A s Himean £ SDE R, X it
PR, PIREAS L LR e 5. K3 K e =
0.05.

2 BR

2.1 A 8k 9% tm LAk Jp65 siRNAJGp65 mRNA
8 kiR R Yp65 siRNAFIEC9706H1Ecal09
AL, Y5 EC9T06 MIEcal 0941 /i, p65
mRNAFFRIE KT W, 5 A S0 04 T R
LE, A ATT R AR P B ML 1. 72 iR BB k% g5k
B, 50 hiHLL, Z=5F 5% % @P<0.05). f£&
AN, p65siRNAR] LURF - 1 B4 Al p6 s
mRNA(KI 1, %1).

2.2 B B 2 I EE 4 p65 SIRNAJG &-2Ap65% &
#9 %35 EC9706 M1 Ecal 0941 i i% Y¢siRNA 72 h)i,
WA A1 A0 O S X 41 i 5T 1, Western: blotting
I i T p6 S R B 1 L K (1812). 45 3R,
L R 9p65 siRNAFIECI706FIEcal 094 il AH
Eb, %5 EC9706 F1Ecal 0941 fid, p654: (1)
FILAC N, AR ) B FIMAPK I R IA T0 5%
Wi, 5L X p6S I siRN A AT S M I p6 5 1)
Fak, W H A EE AL IO .

2.3 p65 siRNAFLENF-xB4z 5 i@ % T A Bcl-249
ik NF-xBA] LLA#E 20 i 8 ) R0k,
cyclin D1, c-myc. Bel-2%%, iXSUIL R IR IA
T J R 4 B 1A B . PO T, A e 0 i
EC9706FIEcal 097E#; Jtp65 siRNA 72 hjiF, $#EHL
20 i R R TR (B el-2 0 R IA TS I
gE LR, AEFEYLT2 h Bel- 2113 5A R 4(1&3).
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1 2 3 4 iR EE
NF-xB/fZ % il %
Bcl-2 26 kDa TR K A I
EBEFF—A
IR A A WA R fe
b\jgi EC9706 Ecal09 Actin MR SRR L | 2KDa e
WBA 2.03+0.08 2.66+0.25 F ek ST AL
SIRNAREZH 6.65 +0.27° 8.03 +0.06° S
5_FUE BT 1920037 B 3 #%p65 siRNAGBcl-2E B EBEMIBPIIRIL.
SRNARSH 6 U 2461 £0.85° 28,87 +0.35° 1: ECO706%IBZH; 2: Ecal09XTIRZH; 3: EC970655444H,; 4:
~ - 2 . T U. o *+ U,

°P<0.05 vs WiRZH; °P<0.05 vs 5-FUZH.

2.4 p65 siRNA L 5-FU ¥ 1 5 B 51 A 3TEC9706
FeEcal09 2 A8 = 69 % »f Ui 2 40 g AR I
AP TS 45 R oK, EC9706FE cal 0978 4 Y
p65siRNAJG, 4 M 1 5 5 0 2 T (%2,
P<0.05); 2455-FU327 mg/L)Be& 48 FHI:, T
FIERFE I 40 ) 25 19 0 (.2, P<0.05).

2.5 p65 siRNAL 5-FU ik R B A 52 A 3R 5
T TG A F R e Zp6S siRNAFEYLT2 h
Ji, EC9706FIEcal 0940 Jfd t SLAH M JE 245 /)N, 152
RN, AT 7Ep65 siRNAFE 448 h
Jii, 55-FUBCA1E 24 h, EC9706F1Ecal 0941 ffl
LA RS/, M4, 0 MisEy7 50
B, 40 P g T B, S5 ) A2 B0 (K14-5).

3 iMie
BATRT A TR, WAL INF-«BA5 5 10 B A7 1E
TA A W A U, (B S IINF -« B
W B R W AN R G . T AT
2R 2 PR R AR, WA R A
WA RN AT EAR, Kk KB BTN F-« B
A7 p65 ik, RT-PCRES K BN, p65 siRNA
FImRNAZK VB # I (8] (e K 0fn K F%, 7672 h
p65IMIERIASZ 2 W AN, RIERT-PCRIJLE R,
Western blotting 5256 W R IR, 7E46 472 hfim, S5k
LA AR L, p6SI R I RIA K 2 T B,
T AEHE ) PLAMAPK F) FRK 7KV AR 52 B 5% .
26 TT RBUR G 9T 2 18k 155 5 b e 4 i
(U TS B TR (A T, SR INF-x BAE
5 T B A R A M () 3G A PR TR A
IVER, —Seiff 5 R B, NF-x BYE MR 41 it
7 SR RS e e fer 2y
S-FUR B ERERT R HNAYe —, (H2
T B IR 2 0 A TR T R A A A
Bel-2 & — W IR0 5 DA S0 J b, i DRI B e s
B BoRBel-2 I T2 MK 2 BRI T
I Em g T Huang er a/P™Mfi Fi 4t %$Bel-211
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Ecal09%544H.

siRN ARG L5 i 4l iy, ik R R0k, wFoR
b 75 b9 40 B R T AR, S5 R IB el-211
R 25 19 n i Jea 40 F x4k 2 I Rk 7
LI 25 22 P R0 4 e A 9 v, L N
BRI AT LU R B -2 238, L3k g 4n i
TS, $ERNF-x BRIBcl-26E% 1% 0 R Va7
(1 A i 728,

NF-x B 1) MR HFIL-1. COX2,
MMPOZEAE I i K A= I35 R, VEGF. TNF45 5
i g LA AR AT R BE DA ICAM-1. VCAM-145
E RS L MEIN; Bel-2. cIAP. TRAFZ:
5 IR PR T SRR, AR H Western
blottingyZ:, Kl 4ep65 siRNA, BHIINF-«Bf5 5
Wk E, AR AeN TP T R R BCl- 2[RI,
SERURIN, 5 AREE YA AH UL, % 40 il Bel-2
(1) 23 52 B, A 504 K F U X Al AR
£ A g 240 LA R AT i B SR BB B Y
5-FUJ&, XF4i Ha i 1% 5200, EC9706 F1Ecal 097E
H4p65 siRNAJG, AP T-HOTa M, 2%
YL i M B A S-F U, 40 i 9 T % e S5 184
(P<0.05), [FIIF 40 gE T-Fth W) W18 n. DL b &%
SR, Bel-22 e g MoK pe g T — AN
(R, 2448 T p65 siRN A BH WA i 41
HINF-xBf5 5 I, Bel-2ff48 N, 4l
T2HE N, $ERBel-24 & S NF-« B 15 (1) —A
TR IR A, NF-«BRJ LU R HTR 3t
KIBel-2 /)32, 140 £ 8 i 40 PR PR g 1y Bk
A A AT 25, BT DB B v A i 40
R T4k DRI, 5 i 40 X S-F UBBUR P 1)
B0, BEEF S B TNF-cBAS 530 5 1 BT, S04
THURET IR R Bel-2ff 700k, 1 £ i 41
T

DRI, 0 RN F-w B 5 18 26 70 £ 5
SN EAE . LR T R 2 A AR A,
T 4ep65 siRNA RJ DURF =% (1) FHLIWINF-« B
ST, (EEAN M T, B gt o AT 21
BURRAE, $E7RNF-xBA5 510 % 1] DUy B8
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Abstract

AIM: To highlight tissue distribution of
attenuated salmonellae carrying hepatocyte
growth factor (HGF) genes in murine gastric
ulcers and thereby to provide a basis for HGF
application in gene therapy for gastric ulcers.

METHODS: Eighty acetic acid-induced gas-
tric ulcer rats were randomly divided into two
groups: HGF treatment group (n = 40 rats) and
green fluorescent protein (GFP) treatment group
(n = 40 rats). Intragastric administration of at-

tenuated salmonellae carrying HGF and GFP was
performed on rats, each one with 0.2 mL, and
once every two days for totally 3 times. Three
rats in GFP group were killed each time on day
1,3,5,7,9 and frozen sections were made from
stomach, liver, intestines, spleen and kidney to
observe tissue distribution of target genes under
fluorescence microscopy; 3 rats in HCF group
were killed each time on day 1, 3, 5,7, 9, 11, 13,
15, 17, 19 and 21 to obverse tissue expression
using ELISA and to detect tissue distribution of
eukaryotic expression vector using PCR.

RESULTS: In GFP group, some strong fluores-
cence was observed in the stomach and intes-
tines under fluorescence microscopy, and weak
fluorescence in liver, spleen and kidneys. The
intensity of fluorescence reached its peak on day
5 and day 7. In HGF group, high-level HGF gene
expression by ELISA was detected in stomach,
liver, spleen, kidney and intestines with higher
expression in the intestines and stomach. CMV
promoter fragment of eukaryotic expression
vectors was detected in stomach, liver, spleen,
kidney, large intestine and small intestine.

CONCLUSION: As a cellular vector, orally-ad-
ministrated attenuated salmonellae could transfer
target genes eukaryotic expression vector into
stomach and intestinal tissues for gastric ulcer
treatment in rats.

Key Words: Hepatocyte growth factor; Attenuated
Salmonella bacteria; Gastric ulcer; Green fluores-
cent protein; Eukaryotic expression vector
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Tk CBRiFASOR KR E mm AR, ML
22 HGFi# B (40 )L & 58 R E G
(GFP)# B 41(40R). ¥ FHGFFAGFPA R
ABEE A REDVITRA S AL T KR
BE, HR02mL, FaE 1K, £34 GFP#EF
B, 3. 5. 7. 9IRS ANALLKRAIR, B
B . . BB EABRERKER, %
KRBT IR R ey A F R 5 ; HGF#E §
851, 3. 5. 7. 9. 11, 13, 15, 17 19,
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Abstract

AIM: To analyze fatty acid metabolic profile
changes of fatty livers induced by a high fat
diet and to determine it’s role in non-alcoholic
steatohepatitis (NASH).

METHODS: Sprague-Dawley rats were random-
ly divided into two groups: the control group
(treated with normal diet, n = 7) and the model
group (treated with high fat diet, n = 7). The rats
were all killed at wk 16 to detect pathological
changes in liver tissues. The metabolic profile
changes of fatty acid in NASH and normal liver
tissue samples were detected by ECF derivatiza-
tion for GC/MS technology. Data were analyzed
using SPSS 11.0 software package.

RESULTS: After a high fat diet for 16 wk, se-
vere fatty livers (+++) were present in the high
fat diet group with remarkable inflammation.

A significant morphological difference was de-
tected between the two groups. Total ion current
(TIC) and principal component analysis (PCA)
indicated that there were significantly different
metabolic patterns in liver tissues between the
two groups. Compared with the control group,
all fatty acids were raised significantly except
a 56% decrease in dodecanoic acid (P < 0.05).
Octadecanoic acid, tetradecanoic acid, hexadeca-
noic acid, eicosanoic acid, 9-octadecenoic acid,
9, 12, 15-octadecatrienoic acid, 5, 8, 11, 14-eico-
satetraenoic acid and 9, 12-octadecadienoic acid
were raised 5.42, 4.10, 11.56, 5.86, 1.82 and 8.00,
2.44-folds, respectively. Moreover, »-6/®-3 poly-
unsaturated fatty acids (PUFAs) ratio was raised.

CONCLUSION: Our results suggest that there
are significant fatty acids metabolic profile
changes in NASH. Excessive fatty acids accumu-
lation in hepatic cells, w-6/®-3 ratio imbalance
and dudecanoic acid decrease may pay a crucial
role in steatohepatitis and hepatic injury.

Key Words: Non-alcoholic liver disease; Fatty acid;
Gas chromatography-mass spectrometry; Non-
alcoholic steatohepatitis

Lu JL, Chen JL, Chen MX, Hong J, Chen WX, Zhu JS,
Chen NW. Fatty acids metabolic profile in high fat diet-
induced non-alcoholic fatty liver disease in rats. Shijie
Huaren Xiaohua Zazhi 2008; 16(16): 1728-1733

D

BH): 3K % I8 B K AL 3E B R
s MR Jm(non-alcoholic fatty liver disease,
NAFLD) & J& ¥ 69 VE .

FiE: SDXRAEFRIR] wkia, MLy A E
WA B R (@ = 7). EFHEKRK AL
BRI, B A Z AR I, £
%168 5 A 4L KR, W LA LR 4 g% 22
K% . ECFATAGC/MSE A HNASHK A5
SE K R AL R B BR AR AL, FFiE R
SPSS11.0%4F, #47 LMo 2 (PCA), I
R =1z 8.

R BB EARKIEH TR EAREY A

www.wjgnet.com



fEk. 5. IS SIBIRB AR AR BB M ASI AR ERICPE 5]

1729

4+, B AR RIS B AR R, B KR 2.
NASHA= £ 20 K AT AL RMAT S LA
£ . S5k K ANASHF IS % 20
MR, B AR R I BR g A, 5 AT R4
AL, B OE A ZRER 54K0.56, Ha g BR 3
B EHZH(P<0.05), AP5E. T Wik, o5
B, =B, WWER. a-TZARER. AW
Wi BR A T B8R o A1 I 3 5.42. 4.10. 11.56.
5.86. 1.89. 1.82. 8.00f72.444%, H©-6/0-3
% R fafig by B 69 Yo A8 5.

#5418 NASH X ST R4 72 7 2 64 g oy BRAX
T, e &SRR ER. 0-6/0-3%
T4t Fe g By B b B 2k e iE A+ kR R AT
Rextis AT Kom R A . TG A £,

KERT: dEEBEAR AT, IR, KA -
B IR RE R 1 A R

Pk, PRZEK, DROFRE, AP, BRAEME SRX, FRe4E. AHiEss
hERA SIS KR IPEREMIEHEFREILDECE. TR
)N EEYE 2008; 16(16): 1728-1733
http://www.wjgnet.com/1009-3079/16/1728.asp

0 31

W AR, TR 2 R 1 T A R AR s 7 S
O, AEREPERE DT 2 9§ (non-alcoholic fatty
liver disease, NAFLD)J %5 % H 2 3 .
Al g 197 B RT ke Ok AR PR AR 5 PRI 28 (non-
alcoholic steatohepatitis, NASH), Jit—20 K &
D JFEREAY R S S AT 7. R AR i
€ X, A& 2l EERS5% UL L,
SRR B 130, B0 MR T A i, BEAR
220 R A, EL i e T A B i B R
INASHPIALH A T . 0N 2 A dris
BT br bR AL P Z T, KT IR H
JHF AR W PR AR A R 2D, SOASHIE 5 A ST
JEAK Er SDK BN A SHAR A (1) 3t b, 3 FH AR
HEE 7, A O AR 7 R A AR Ak, JFAT
FUHAENASH A 10 5 3L

1 RRT5E

1.1 A {5 & SDR UG T rhoR e 1 S50 5)
PRy, RRE220430 g, MHFE EEH ik
R R AT A R 3R, TR BE - Sl il Dl 56 5
. GC/MSZHT it R AR 25 35 b i AC i
K22 B At ) 3 S FE £ S T R R
(ECF). Mthe. Jo/KOlE. A5, & .
IR R AN 43 At 4l ([ [H K 2 2 AR BT A ). A

www. wjgnet.com

B FR AR - i B (X (Perkin ElmerA
A]). WH-90AR R g i i A5 #e (i IR R4
A PR,

12 ik

1.2.1 ez A KRIE R IR wkia, B>
N2, IEH ARSI EH @ = 7). SRR
2 LA v I R0 8 887 18 4 L +-0. 1044 i1 +0.02 /i1
[ B )T, IEHE 4K BT DA pep R R s
R FE ARSI 55, B R AOK,
3-45/%.

1.2.2 xR E R i SR 16553
AR BT TE 5 AR e B KA 2K R 8 1 2 S Y
2HLIFZHZR, 1HRLA100 g/Lr ik e [ o i, A e
YD), HEG (A, et B B ARk, &
DTG 7 PR R, AR /ISP P 25 D 40 2y
ML EEA 0 1734 1/3-2/3 >2/3 %5 T Ik HE i
Ay -y Ay A, BRI E L R, 2
T, 55— a7 BV -80°C YA R ARAE.

1.2.3 el & (1) H LRI, FZmK A
JoK GEEL RS, 192101 kg/LIMAIZE, DL
T 10000 g#5.0010 min, £ 2K, Q#F%E
FHRECFATAEARE R, B EiH400 pLin Ascrew-
topEHE A, IATJE/K LIEE200 pL, 781#7K400 uL,
EBE100 pL, ECFS0 puL#Ef1k1 min, #E¥%10 s, it
AT VIRATAA; FIREPIH40 kHZHE A1 min,
BIA10 mol/LI¥JNaOH 100 pLifi i pHAH, [FlH
AECF50 uL, $&3%10 s, HAT520AT 4L, s
1 min, JIAS0530 pLAh$, 323530 s, i 115 min,
43000 r/min.0r10 min, # 1510-20 min. (3)4HHL
K, R S 2 & B RTAED R B K,
F TR BRBRANL T, FERERE.

1.2.4 GC/MSH#rit42: (1)GC/MSHHT: 17
XY HPerkin Elmerfa iy, TurboMass-
Autosystem XLJFUBACHATIE. (il 5 fh: A
WEFEDB-SMS B4 #:(Agilent J&W Scientific,
Folsom, CA), ANriidbfe, HFEEL uL, HFEN
HEE260°C, B IR 200°C. FE P THER AR
[E80°C, 1452 min, LA10°C/minft%140°C, LA
4°C/minFt%2240°C, FLA10°C/minft53280°C, i
F73 min. LA T mL/minff) 2S48, RS
A 7 CEL T RERLT0 eV, JRIGIHIE
Fil: m/z30-550, 4471477 20 ()%t 73 M AH
A 28 B 7y ) TurboMass verd. 1. 1A FINIST it i
ASON] 83 P g 1 e R AT e M e T, T
(1G C-M S J 4y SCA 22 A% 15 53 B 22 WA s b e
b, G ) = YRR R LR IR 2L, FEAR A FRAIbR

AR A 0

B A7 A S 454 Rk
Re Wy 4% AR B A
NASH & #u#) &
AAT. meRF
% A& EDE T
LR R A ARG
My B, kT RE
Jor BT R AX 35 49
FACIRE LV



1730 ISSN 1009-3079 CN 14-1260/R R ) MR  2008F6E8E  £165 161
mi £ 8 E AP AR 2 L, 5INSPSS11.0, M H 2L,
Rz s, b 1 5 S A S
SRR T A, 53 HT(PCA) FLMH I 22 A =15 .
44 1R A Biit A3 SRHISPSSILOBKAF RS0 i
i s 60 T 30 g

Fa ARG I &
AR, AR S
SR A 2 d
€ 2 I 9% 4R %
#HITTREFR.
A AR T
A0 T 4E H BT &
Fa i A5 = E A2
JE TR 45 A

=%k Hmean£SD, K AL, P<0.05K /"M
AR W 2= R gt 2 m L

2 BR

2.1 SRR KR AT R A BT Tl W
T K B JFE 2L 23889 JC G i I 55 0 B . o i
16 wkoK BUR DT B 2, 05 AR FE ) A +++,
100% K BUE 28 0 2 Wibs e, 17178 X L2k
PRE AN BB, /N P9 40 B ) R R
/N B T T 0 R 0 AR, A R /N v v VR
A PG S 107 AR, R L 40 AR AR, 98 E 4
MR B, A2 LU Al R ok 2, (]
A4t (K D).

2.2 GC/MSH# 4R GC/MSHHTIEH 45w
PR B 4 24,335 06 5 B9 VA (total ion current,
TIC)K LI, 45 R E /R IEHA S Rk
P 2T I €00 U 0 k2 2 e (12). is H
SPSS11.OF A X Hin dEATPCA, HM ML 7R %41
JHF A 2R AR 2 A5 R (E3), AN m] UA H
AU TESA 52 .

SR J5 A F A 28 B f) TurboMass verd.1.1%%
fFHAINIST Mass Spectral Database%{ 4 72X 47 4%
3K 72 e () E 1 W EAT BTG AR AT, 45 DR B I ()
HEAT 1k, PR SNASHA S EWs &9, W
P AT, SAF O Rk 2 7 1 g i
2= 41(P<0.05, K1), AT LAE @Rk &k
BUNASHIHIE 5 1E 5 AUAHELER, A7 A8 W] S i I 7
TRUEATAY,. 5% 2 AR LL 3, YRR T IR 1 F -+ —
FEIRBEAR0.56, TEARIR . T PUkeiR. + 7 hilk-
TR I TR 542, 4.100 11.56. 5.861%;
ARG 7 B i R T 9 1.894%; -3 2 A AN
JE W7 R o- WV BRER (AL AT 55 1.82%; 0-6 2 ANHLAI
JOg 07 P 0, 455 A1 A DU 045 P (A A) I i R (L A) 73 )
TFiEr8.00H12.441%. J) A w-6 T i I FE S W] i v
T -3, XTAA/ALALLAEIBH TS0 br, 85 R %
T2 X (P<0.05), MLA/ALAAE KA Sl
B X(P>0.05), HERNASHIN A 0-6/0-3% AHLAI
J T LU ABL T 55, 477 00-6/- 3R AS T .

3718

A2 F N ANAFLD A A 2 AR 24 A 78 I 1
RN, AT 2 A AN AFLD A 4551 1695
R, RROCR B s e e, BEE. IR

B 1 SiEMRR16 wkRERAFAEHEZRE x 200).

IR MAE A FENAFLD 5 g i BT ik 1) 16
B DR 2R AT LA B AR S i IR A
FERAU I E AL, ERARES XL A
TREA TSP A, 4% AT i I o
NI RR Ik 22, T JEF ORI 107 P S A A3 AN A, T ok
JE R RE S T BRI, Rk S5 e RO, KA
gt T LS 224 g ot B i v i O % i INASH
HIRLHITI AR R .

ARSI SR FH Sl i MR I & 16 w7
SDKRNASHEWIAERL, HZ2A MK, 4L
ZINASHI) 5 I Z55100%, 68T A] WA PE A
AN VR PR T R T AR, A T PR
B, JEREAN IR B . SR A%y R %
NASH FAR K FEAH—2, 4Rt B
HUXTNASHACU AR b (1A 7 /D DLAROE. F T
T R A 18 58 A AR SR AT P AR = 1) AR
1, WSS N FHECFATA:GC/M ST B A
TNASHITAHZURAR AR, B 7E INASHIT
KM R — 2235457, Qiu er al' EAR UL
(LRt b, NI S0 R L BS(ECF) T AR <A
- TR (G C/MS)YBAR BRI 11, 2- =i
(DMH) 5 5 18 57 09998 28 K R AR 4 1 A
b, UEHZBR B A RAFHRE % % nTE R
FREE Tk, 3G A F T 0 M1 BB AR T B A5 1) R 4
BRI LII I, ECFAT A AR IS 5164
GC/MSEAM LA P AL 1 e fiT A 7
FEKPHEAT, PIAE OV RTAS T 88 2K, AT
FEA T8 LA s E A s HLIR, 20 R BLAiT AR
A LUSE S M AT AR AL NSO R AR, I RE S 2 [ b ]
DABEARIN S, B R, P A pHAE
R AL 43 1 T2 I Rl A, 7K Hp (R 1 T e,
ARSI G &5 BB ORI R AL v R T i
WETTCIE A B Sk ¥ 22 e, [vi) — {4 B B [0 4 e
ANTA), 32 RS o0 T B S 7 W 2 2 2R AR i T
B EZESR.

www. wjgnet.com



[hR, 5. AT ATIEinR S IsIRE K IF BB IS AR EICaVA 5T 1731
| BN
ABREES G
M4 A SD X R
iy 812 Bismas Eaea R NASHECE 6 %
TRR0IBANERSE Bk, 5 AR
TEAOASARER FH ik, WAL A
+/ Yz tEAEER 276.370 +71.399 43.024 £ 6.972 5.42 8 85 (ECF)#f
F+ 45 Bl 2.613+0.997 5.977 +1.293 ~0.56 A48 @iiﬁ
Ji=rira) DERA (GC/MS) < Ae
TUOMER Sl 70.429+5.172 13.796 £ 4.168 4.10 I R 5 5 50 A%
7R RistR 7.448+1.193 0.593 +0.435 11.56 O T A, IR
B oy i TEHERR 18.325 + 1.991 2.672 +1.020 5.86 HENASHA 7
ERIFFIIEINER &L
—+/\BlF-9-R SR 55.539 + 25.156 19.205+6.011 1.89
o-35NBFIISIHER
9,12, 15/ \BR=)"1R a—UFRER 11.482 + 3.879 4.070 +3.035 1.82
o-6S-NEFIEIHER
—ORIUGRER TEEEDOIRR 12.544 + 1.969 1.394 +0.989 8.00
9, 12—/ \fx _I%tL B 941.604 + 259.804 273.242 +63.920 2.44
A Scan EI+
100 -
28.67 , 50”?
% 2472 28.49 ove
al
8.88 13.20 2876 3294
7.33 12.3577°" 16.48 24.1 Z"31.85 _
o2 TP L T e o PV ey B/ 824 ime
5.00 10.00 15.00 20.00 25.00 30.00 35.00
B Scan EI+
100 - TIC
8.89 1.01e7
%l 12,34 28.45
o 7.35 | 10.93 /13.19 16.‘47 24.69 29.22
4,17 21.03 i )
o 6.19 Lg.}g 1 LI 1459 | 1822 <k 1 26.88 | | 32,92 35.23 Time
5.00 10.00 15.00 20.00 25.00 30.00 35.00

23]

1.5

= O
= N

1.0

0.5

0.0
-0.5

-1.0

REGR factor score 1 for analysis 1

-1.5
-1.5 -1.0 -0.5 0.0 05 1.0 1.5 2.0
REGR factor score 2 for analysis 1

B3 AEREENESEFERRSEERIDN. 1 5
et &4H; 2: IEH2H; REGR factor score: [HIJHKT155).

ARSI S RN, BT IE T AR B AR,
FLAR BT G 05 R 5 1 2 AH Ll 38 St 25 7 v,
B 2F 3 L (P<0.05), BEANASHA AL
FELE TR A A R DT R AR AR 4. % BIX— T
ARSI E|MAMEZHR, H—HEs
BUAR TR A 2 WA AR AL AT D%, O AIE S R I R 4K

www. wjgnet.com

2 ERESSENREFREESEETICRIL A: SRR EL; B: IEHA.

PURTAE AR T 23 A B4 N, PR TP FFASSE 2, 3G 2 1)
FFA R BE— D45 5 28 10045 5 4% 2 ek b Jie
By 20T bR, e JR I 35 LR B 14 0B e At iy 1
TIRG 7 1R 5 B, X 38 ) Al 22 i FFARE N I
JUE. PR REBR TG T A I A IR 7 1R B- 2L ) B
TR, 1405 U 1 1 418 10 8 ik 122 1) 1 B i
I, I Ik A REE N Py 5 R B i I H i, 7Y
L& FLIN SN R (tetradecylglycidic acid, TDGA) ]
R S s 0 1 0 R 1 AR o A AL
2 i 1 1 T F 45 G - 1C(SREBP-1¢) 3K
JIE 105 40 3 1) F1 43 A6 R F- 1(ADD), = ZE AR G
SEE AN A T 0 06 05 40 0k, i i
FEPR/IN BRI BRG0S0 58 &K ILSREBP-1¢
5 e AR AT 1, SRRk er al W R I
JE & v 5L SREBP-1cR A M5, &4 HLAK
(AT A S N, A5 R o, D R T 42 1 i
JI R 4 B (fatty acid synthase, FAS)J T 48 5,
T 00 U 1R A 2R A

FATI0 5256 45 B B RN A SHK U 21 234



1732 ISSN 1009-3079  CN 14-1260/R HRE ) MR 2008F6H8H 5165 SB161
m % 4 W MR HVULERR. ToNkilR. el IR HiRSAN SR FE N R IE, MIHSREBP-1c, B

ERD DM AR
ENENM, B
F| e Y 64 AR
PR X ]
VE A AR
AR, ERSSH
ER MR FE
w7y ok, Mot s
EW)— ARk &
T d LT R
R B —mRA
KT, X BH
TR T £
AR R 3 IR 8 IR 5
P EHF TR
THRETEHE
FERE, M —
TEZEAARKY
FE, RAF—E
R, BE TN
I ERK, LA
F—EBRMXK,
A H = R
R EH, =A%
FRA AN ER
o AR £
R, WYk AR
*F.

IR 5 IE W A L B 7F 5. Joshi-Barve
et al"" ¥ T ANl (HepG2) 2 #2 T /N bilR, KN
AT I 7S BERR T LA 5 R A A s T
rRPERLAN B Ak 2 5 1Y), WUENF-xBRlc-Jun N-
K St AT SR B -1, B R A PR T TL-8
O3 WA RS FTF I 28 S RT3 473, Yao et al™
RIVE TSR (PA) S & J5 1T 2 & I k44 3L
BEVEVE A, R AT ReRafs . AHML T, 2E
Py AR TRAR . /S bR i #4 8k i 1 2
PR S AL S48 2k 5 A2 20 40 e, 38 w4 2 5
(R IE N ERLAA 4l ) R 8 R BROS
b AR fUIE o . HE B R BTN
Ye B2 A4 5 A7 2 TR 9 Fe/PAAY S5 16 40 Ji A1 1) 4
A N JCR B i 1 JE 5 35 484 e A P 4. ik = £k
FiARDN A rhoO4H Hl N Fe/PAA T (1 5 1 (2
F#AI%. Feldstein er a/l' ™\ A& iR A5 IO W A4
AT E S R NG TR, K AN i 28 2 TR, &
T BU 40 ML B A XS A7 B R, 95 I A4 2k
RGO, I BT TR PN R TS T A 11 2
Ok U £ 11 - 412U (B (ctsb), H 51 1)
FEEEARC, A cts B4k )T L BH Lk g 5
80 B R KT DG AR 255 T (0 E .
FIAL, B AR R LR e PR AT LS N F-k BAK
Hi I TNF-a63%. Barreyro e al'"S525; % B AN
I I 8 (7 e TR N T PR ) 7 T 40 M Py 3ok 3 2
0, AR B O R 2 A RS I, AT S
B F ox O3afli i R H, FoxO3an] fig [A] i
75 EBimMIFas L3 M 55 40 fo i i 1
Malhi et /'™ KR L (1) i R B AT f TRATL 3L
B, A E R INKAKR I CDS E i/ 3 TRAIL
T e R EBOURIIALE]. H it AR SNASH
IR MA WAHGE, Fob, B DURERR A W
SNASHI R HEIK R M0E, (H/2Rioux
et al"™VRIUALTT LU AT AR AT, RIS
1 () A=) B AR, A T 0-3 T o -6 AN 1 AT
NEWTIR SRR, BF5U45 K W], NAFLDK BUHIE
AEAE B 5 1 I 07 R A B, T &t B Py 5 2
U5 TR A 5 A FEF O 280 . AR, A1 28 4 A IA]
T AL ORUIR s S A T4 R YE T n
LT RE AL IR IR 3 BINASHFI L.

TATH 256 25 FALRNASH K B 4141
P w-3Flo-62 AU R T R 24 8 3 o T I
. AT w2 AN R R DG R
(PUFAs)tffio- KR WIlPER . 6L VUG IR
5] LA A 107 6 40 P 2R R, mT e i i
JIE T PR B-4A Ak« T T A it A A g 4 T

S JBE B FHCPTEHLAEIR?Y, HAA K a- T RRER 1)
B NG A 3 Ty~ M0 BRIR™Y. {EL th A7 5258 AIF 52t 10,
1 2-FLHENY 3 8 v 5| oo e B 25 ILAE, 39
D5 £ NFIR T T B, HALHI T R 5 fi /K PPAR-y
FEW SR . 15 S SREBP-1cHIIG 1 4 i 5L K]
TR AR AR 48 R B IR e-6/0-32 AT
TG 7 IR 1 LA T w5, $€ 7" N A SHIN ] e A7 7E
0-6/o-3fCEA#. ©-3 PUFASIEHAZALA,
EAR T DA % i TR R (EPAYR — 1 —
WNIHIR(DHA). -6 PUFASHIRHAZLA, 7E1k
WA G y- TR IR(GLAYFIA A, BT AEARRES
ALAFILA, PRI =3 SRS FR A 0 20 I 7 T2
X P UFASTE AL R AH% T AR 2104
1, -6 © ©-3 PUFASsHI -7 %5 4R HLARAC RN
iR A5 Conklin er a/™VR B m K-
©-6 PUFASHE /K T-0-3 PUFAsERFIARAE A1 £4:
R %, P IRPUFASHI 5 (A 4 S A TR 4
B WA A 2 BAT AR I, AR AR
SEAANE], HLA RN 0-3 PUFASHISE S 1 3 .
R4 L I T A AFINE PARL AL A 1 271 i 25
MAR AT E, IR A ML AAFEPAY:
WA B IR Y, MR N -3 PUFASHIX A 2
I, o-6 PUFAs(AA)L & At 2 I ETH IR 2= K
A RE NP AN Schmocker er al Sz iE
-6 : -3 PUFAsHUAE FRAR AT DA 2 R R AT
RAEKFTNF-o. IL-1B+ TFN-yFITL-6f{1 KX,
NN T 9 28 T 1 2 E B . DL R AT B A
HAR M 0-6 © -3 PUFAsTEAFMIA IR AER —+
PRI CRAL AR AE RN UAE D FHEN, o-
6 : -3 PUFAsHG R ZELM L H A 1K & IR i
WA IR T IR OB R AR AR, HEPUFAS
bl 4 T RS JENASH & A= 1) B 32 5 A,

BATM L6 48 R BoR A g iR b 1E+—
YE MR FEAG. A7 SCRRIRIE2, 2- 5-12-(4- G K IE)
E+ BB (K-111)EPPAR-o l 245, T REHE
Tk 3 - un B 5 R B YR/ 350 A B 1 O
(INK/SAPK)i& 2 i NF-k B HEP65, 1] LAtk Ik
/DRAW 264741 i3 I IL-6 I TNF-a. 15, Schifer
et alffFFTR K- 111G T8 A0 1Y it B 5 2 sk
AR Y, W82 T R-1116 A NERE . i 9 3 p
PRI e g L (R A% ()7 8, 45 R R AL AT LA
B R 5 2R U, SGERT, HLIL S — R R
R W e T S ) BRI R IR
JI -4 4k, B AT AR F R I IS A5 B DA e L A4 mT
eI K- 111 HEPPAR GV, $EPTIG D5 AT
[ %, TN ASHIPE AR K R 1E 4K R LA

www. wjgnet.com



fhk, 5. FHEIEIhBRE SRR AE IR BRSO REILEI S 1733
WEK-111 80 8 A%, VA RARY D E T, X translocation: a synergistic mechanism of oxidative M @ % 4~
injury. Free Radic Biol Med 2005; 39: 1385-1398 AR F E. &

A B ENASH A A1 55— TR AL

B2, NASHIAK BT HEAT£5 W Sk (%) A5 s 1R

AR, FEAN N A 2RI R L. @-6 1 -3
PUFA s bt 5 Je i FlE -+ ¢ 1R B A 7T 5 %R
195 I 980 R A B AR . AT K
M 7o 0-3 PUFASEZS )T T I I A i o)
NAFLDPj 6 B A B & .

4
1

10

11

12

13

14

15

ZEXE

Chitturi S, Farrell GC, George J. Non-alcoholic
steatohepatitis in the Asia-Pacific region: future
shock? | Gastroenterol Hepatol 2004; 19: 368-374
Maier KP. Non-alcoholic steatohepatitis--a new
epidemic. Schweiz Rundsch Med Prax 2007; 96:
1857-1860

Wang CL, Liang L, Fu JF, Zou CC, Hong F, Xue JZ,
Lu JR, Wu XM. Effect of lifestyle intervention on
non-alcoholic fatty liver disease in Chinese obese
children. World | Gastroenterol 2008; 14: 1598-1602
Harrison SA, Kadakia S, Lang KA, Schenker S.
Nonalcoholic steatohepatitis: what we know in
the new millennium. Am | Gastroenterol 2002; 97:
2714-2724

Tarantino G, Saldalamacchia G, Conca P, Arena A.
Non-alcoholic fatty liver disease: further expression
of the metabolic syndrome. | Gastroenterol Hepatol
2007; 22: 293-303

Qureshi K, Abrams GA. Metabolic liver disease
of obesity and role of adipose tissue in the
pathogenesis of nonalcoholic fatty liver disease.
World | Gastroenterol 2007; 13: 3540-3553

L, FHER. RS FEARGURIAR R R TN
TR, e AT LaeE 2006; 14: 1197-1102
McClain CJ, Mokshagundam SP, Barve SS, Song
Z, Hill DB, Chen T, Deaciuc I. Mechanisms of non-
alcoholic steatohepatitis. Alcohol 2004; 34: 67-79
PR, YU, EER, S26E, ZFEM, T RIS
IR AR R R . RS HIER 2 2000; 2: 3-6
Qiu Y, Su M, Liu Y, Chen M, Gu ], Zhang J, Jia W.
Application of ethyl chloroformate derivatization
for gas chromatography-mass spectrometry based
metabonomic profiling. Anal Chim Acta 2007; 583:
277-283

van der Leij FR, Bloks VW, Grefhorst A, Hoekstra
J, Gerding A, Kooi K, Gerbens F, te Meerman G,
Kuipers F. Gene expression profiling in livers
of mice after acute inhibition of beta-oxidation.
Genomics 2007; 90: 680-689

Wang H, Kouri G, Wollheim CB. ER stress and
SREBP-1 activation are implicated in beta-cell
glucolipotoxicity. | Cell Sci 2005; 118: 3905-3915
IEHR, BRAA. SREBP-1c(EA BRI AR
R A N . B=FEBRRAE2AR 2006; 28:
1063-1065

Joshi-Barve S, Barve SS, Amancherla K, Gobejishvili
L, Hill D, Cave M, Hote P, McClain CJ. Palmitic
acid induces production of proinflammatory
cytokine interleukin-8 from hepatocytes. Hepatology
2007; 46: 823-830

Yao D, Shi W, Gou Y, Zhou X, Yee Aw T, Zhou
Y, Liu Z. Fatty acid-mediated intracellular iron

www. wjgnet.com

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

Feldstein AE, Werneburg NW, Canbay A, Guicciardi
ME, Bronk SF, Rydzewski R, Burgart L], Gores GJ.
Free fatty acids promote hepatic lipotoxicity by
stimulating TNF-alpha expression via a lysosomal
pathway. Hepatology 2004; 40: 185-194

Barreyro FJ, Kobayashi S, Bronk SF, Werneburg
NW, Malhi H, Gores GJ. Transcriptional
regulation of Bim by FoxO3A mediates hepatocyte
lipoapoptosis. | Biol Chem 2007; 282: 27141-27154
Malhi H, Barreyro FJ, Isomoto H, Bronk SF, Gores
GJ. Free fatty acids sensitise hepatocytes to TRAIL
mediated cytotoxicity. Gut 2007; 56: 1124-1131
Rioux V, Catheline D, Bouriel M, Legrand P. Dietary
myristic acid at physiologically relevant levels
increases the tissue content of C20:5 n-3 and C20:3
n-6 in the rat. Reprod Nutr Dev 2005; 45: 599-612
Murase T, Aoki M, Tokimitsu I. Supplementation
with alpha-linolenic acid-rich diacylglycerol
suppresses fatty liver formation accompanied by an
up-regulation of beta-oxidation in Zucker fatty rats.
Biochim Biophys Acta 2005; 1733: 224-231

Buang Y, Cha JY, Nagao K, Wang YM, Inoue N,
Yanagita T. Alleviation of fatty liver by alpha-
linolenic acid. | Nutr Sci Vitaminol (Tokyo) 2004; 50:
272-276

Clément L, Poirier H, Niot I, Bocher V, Guerre-
Millo M, Krief S, Staels B, Besnard P. Dietary
trans-10,cis-12 conjugated linoleic acid induces
hyperinsulinemia and fatty liver in the mouse. |
Lipid Res 2002; 43: 1400-1409

El-Badry AM, Graf R, Clavien PA. Omega 3 -
Omega 6: What is right for the liver? ] Hepatol 2007;
47:718-725

Dobryniewski ], Szajda SD, Waszkiewicz N, Zwierz
K. Biology of essential fatty acids (EFA). Przegl Lek
2007; 64: 91-99

Conklin SM, Manuck SB, Yao JK, Flory JD,
Hibbeln JR, Muldoon MF. High omega-6 and low
omega-3 fatty acids are associated with depressive
symptoms and neuroticism. Psychosom Med 2007;
69: 932-934

Das UN. Biological significance of essential fatty
acids. ] Assoc Physicians India 2006; 54: 309-319
Schmocker C, Weylandt KH, Kahlke L, Wang J,
Lobeck H, Tiegs G, Berg T, Kang JX. Omega-3 fatty
acids alleviate chemically induced acute hepatitis
by suppression of cytokines. Hepatology 2007; 45:
864-869

Murakami K, Bujo H, Unoki H, Saito Y. Effect
of PPARalpha activation of macrophages on the
secretion of inflammatory cytokines in cultured
adipocytes. Eur ] Pharmacol 2007; 561: 206-213
Schifer SA, Hansen BC, Volkl A, Fahimi HD, Pill
J. Biochemical and morphological effects of K-111,
a peroxisome proliferator-activated receptor
(PPAR)alpha activator, in non-human primates.
Biochem Pharmacol 2004; 68: 239-251

Bodkin NL, Pill ], Meyer K, Hansen BC. The effects
of K-111, a new insulin-sensitizer, on metabolic
syndrome in obese prediabetic rhesus monkeys.
Horm Metab Res 2003; 35: 617-624

Drew BG, Calkin AC. Drug evaluation: K-111,
an insulin-sensitizing peroxisome proliferator-
activated receptor alpha agonist. Curr Opin Investig
Drugs 2007; 8: 324-330

mA FEZ BH MWK

RA—ZFE, 4%
RAERAH, FIIE
BAR, it SE
5, A R
o A
WAL b, AR
3F Mo Bk 2%, B AT
g A B BT R 6
st KT



R EARMLRL®
wcjd@wijgnet.com

59

HREN B ZE 200856 38H; 16(16): 1734-1740
ISSN 1009-3079 CN 14-1260/R

H 7% % BASIC RESEARCH

Ut S FasHUiExs A R & BT B A RFERAE A RI(E HE 1

B R R, 2

R, 258, X EH

n¥ %54
ANF 4 JoL A% A5 5
AR P AR 4 K at
8] G & R
B R AR 4B AE A
R A A A 2
B MR &
TN B
Frompo X E3474,
E WK T A M 20
P 5% 89 & K K
£ BRY, Fo/ K
2R 4 R 3G FA
%3 4. ALz
JAFasZ Ak 5 7
JO2HAR B4 St
% F 0 BT e
M e Rk, E S
ST 4w B0 3% B
T, Kl 88 2N
W AT tm Bl 6 &
Sk RIAER, 5t
bR A K, B
LR ECE MIN o
A émpe ey B2 %
K, AE AN e
JO2 4 28 64 A R
A P 5 E A 20
wk.

m&FERE
AER, SIZHE
VR, TR S T
% AANRKERAE
At RAEE E
AEE IR, K& AT
JR B R R T
gk BRI
I KA+

ER, BN, =K, T30, XEEK, FREARBRES =
FEEXFHHERAFEREBIRLI ERT 400038

B, L, BEIN, ESMBRFEEHEN GRS AL
YIS EIRVIASR.

R B RAF LA LT A, No. 30470882

TEE RS IR =T, tARSEH=MSTFEE
S, HRIAIFIB=MIRE, IR IURIERRER, TRAIK
SEHRTERR; TR BUB DT IE N SIEBREZRTTN.
BiffEE: =M, 400038, EXRMHININXSHSIERHI0S,
PEARBUEE="FEEAZOEEREERRRART.
[lin6624@hotmail.com

E315: 023-68754289  f£H: 023-68754475

INFsHHE: 2008-01-12 {BEIHER: 2008-04-07

Repopulation of human fetal
hepatocytes in nude mouse
model with chimeric human
liver using mouse-specific anti-
Fas antibody

Li Jiang, Jun-Gang Li, Lin Lan, Yu-Ming Wang,
Guo-Dong Liu

Li Jiang, Jun-Gang Li, Lin Lan, Yu-Ming Wang, Guo-
Dong Liu, Institute of Infectious Diseases, Southwest
Hospital, the Third Military Medical University of Chinese
PLA, Chongging 400038, China

Supported by: National Natural Science Foundation of
China, No. 30470882

Correspondence to: Lin Lan, Institute of Infectious
Diseases, Southwest Hospital, the Third Military Medical
University of Chinese PLA, 30 Gaotanyan Center Street,
Shapingba District, Chongqing 400038,

China. llin6624@hotmail.com

Received: 2008-01-12 Revised: 2008-04-07

Abstract

AIM: To investigate repopulation of human fetal
hepatocytes in an animal model of nude mice
with chimeric human liver following induction
of mouse hepatocyte apoptosis using a mouse-
specific anti-Fas monoclonal antibody (Jo2 mAb)
that does not engage xenogeneic fas.

METHODS: For experiment group, nude mice
were transplanted with human fetal hepatocytes
intrasplenically and treated with 0.2 mg/kg Jo2
mADb intraperitoneally once a week for 12 weeks
consistently. Nude mice in the control group
were transplanted with human fetal hepatocytes
but not administrated with Jo2 mAb. Liver sec-
tion from non-transplanted nude mice adminis-

tered with Jo2 mAb were analyzed using hema-
toxylin and eosin staining and terminal uridine
deoxynucleotidyl transferase dUTP nick end la-
beling (TUNEL) staining. Reverse transcription-
polymerase chain reaction (RT-PCR) and S-P im-
munohistochemistry were used to detect human
albumin mRNA, human albumin and specific
proliferating cell nuclear antigen (PCNA) in chi-
meric liver tissues.

RESULTS: Liver sections from non-transplanted
nude mice administered with Jo2 mAb showed
hepatocyte death, massive apoptosis and hem-
orrhage. Nude mice in both experiment group
and control group survived 24 weeks after trans-
plantation. Human albumin and specific human
PCNA were detected from the week 2 to week
20 after transplantation, but they could only
be detected from the week 2 to week 12 in the
controls. Human albumin mRNA (356 bp) was
detected in mice livers from the week 4 to week
16 after transplantation, but they could only be
detected from the week 4 to week 8 in the con-
trols. The number of PCNA in experiment group
is significantly higher than in the control group
at 8, 12 wk (25.7% £ 8.5% vs 13.4% + 7.8%, 29.4%
* 5.0% vs 8.5% +2.3%, both P < 0.05).

CONCLUSION: Human fetal hepatocytes of
xenogeneic graft can survive in nude mice. The
repopulation of human fetal hepatocytes can be
promoted and prolonged in nude mouse model
with chimeric human liver using mouse-specific
anti-Fas antibody intraperitoneally.

Key Words: Anti-Fas antibody; Human hepatocytes;
Transplantation; Nude mouse model with chimeric
human livers; Repopulation

Jiang L, Li JG, Lan L, Wang YM, Liu GD. Repopulation
of human fetal hepatocytes in nude mouse model with
chimeric human liver using mouse-specific anti-Fas
antibody. Shijie Huaren Xiaohua Zazhi 2008; 16(16):
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Fik: RREMAH] X 10°A BRI ia, B
J& % 1 Kip JO24u4k, #1& #0.2 mg/kg, 1:2/wk,
Fi12 wkh £3h4a, R REAREIT o t5 44
J& KT IO2HAR Hy 5F FBAR, 3 S A R 0T
R, RAHEE &, ALK mArit s ik
(TUNEL # &)V K 22 A6 AT 2m o A5 A v 4
FJO24u4R24 hjs & st a94% RAT AR LA 47, %%
2840, 18 A TR A B4t RS (RT-PCR)A M R
) B AR B, 52 3 20 Ao 5 B 2B AT P I AL A
G& G . FFFAR R (PCNA)Fr A
B & amRNA KA.

HER: RZAJENT oS m 4 T JO23 4K 89
BREAREALE IR KA AR H ., KL
WA . Fh et BRI A EE
24 wk. BHEH AR ALEEIANGER G
APCNA Fe P20 JL 64 B 18] : 236 202-20 wk, %
MBLH2-12 wk; &1 & & mRNA & k: 35404-16
wk, M 2H4-8 wk; Em 5 RAKEG
8. 12 wk PCNA% X £ 57 A B HMH(25.7%+
8.5% vs 13.4%+7.8%, 29.4%+5.0% vs 8.5%
+2.3%, 34P<0.05).

it AT mieF A TR AR NS5
&, A FIO2FARIpIR R, AR AHF
o AT 4 JOAF VARG 3 B i Bt ) 3 K

KE2IF: Fasiih; AFFAERE; #5148, A\ REE AT, 387E

BR, THEN, =M, £F0H XEHk SIS5RMFasiuA AR
REHFPAFBRIZIEORHIER. BFRENEHZE 2008;
16(16): 1734-1740
http://www.wjgnet.com/1009-3079/16/1734.asp
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HIV TR T, h i 2 M I B A DG Ak
SRR TR AR, BT BRI
N4 P R K N ) 473 T AR FE Th RE L RE g s
FIN Bt & AR Sy BEAR Sl W B 70 1) 1 B 4 1F
TR AT AN e R A 5 K1 T, W TR A
JFT 400 0 o ) A A B AR AR A, /8 32 A4 T 4
P8 5 2 20T, Fas—Fh Al R {55 2
7, BT IR RSE R TRZ R K e R .
Faslio fh olikr 5 PEPLAR(WIT02) &5 5 )5, Fas)d 2l
A AR T, TO2 2 Mt A A AT A i A K
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B S PR SO T AT, AT A e
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I, g/ RSN R 02 A 5 R T AR
i E WS, AR S Al R T AR B T
SR IR R P s AR AL T2 T
UE, SRR TO2 P4 2 UG S AR U Y
175 SO A0 Bt O, 1 e 20 R B A AT 4
P EAT A, X b5 54T IR T 5 o A
PR HEL I 75 3 IR A P JE AR, Oy ST N BRI 7
Rl B Semss.

1 #RRT3E

1.1 ## BALB/C-nu/nuff] & JC i IR 4R 65 H
H AL LGB P L, AR S = SPFR BN 5
TR, P L6 wk, TR 15-20 g SER N4
1.2 7%

1.2.1 AJEHT 20 oAb M VMBS B B 2
[, I H = 10 2 B s T 15, JE 4320 wk
BERR. R RSN E HEE VRN 43 B N I i i,
I F R (R A7 DA . R8O R A A
G40, BN B0, 18 INN4C R IR
fEFRE, 30 r/minB 03 min, F LW, EE2K;
FORria TRFRW . TS = REi(H A
OlympusZy ) FH i 4 i H o vt 550 1048 i i
i, G W EIE Pk T EOIR A M ) AE 5 2,
1T 80% 1 T3 56 (A1 90% Ay JIf T S B4 ). 1%
L EE AN UL BRI, /D BUIE 14608 2 B 0T, 2% e
JB, AR BRI A AN DT ), 100
nL A0 BB (5 1 X 1040 i) R8T N,
R Y ST R, A Ak P VR 4 A J .

1.2.2 JO2#uth b2 7 XAeAr AR SR 30 & N iR
JT 40 M RS R AR LT 552K, 45 T 1021 1A(BD,
pharmingen)ip, 7 &4 0.2 mg/kg, 1 K/wk, 312
wkoA SER AT 3028 AR IFF 40 i8S Kip JO2
PraE A R A 5 HRR B2 N IR T4t i A% A8 T
FHIO2HU4K, 0.2 mg/kg, ip)ri24 hAbFEIT2H 239 B
VIR gE. Sae 41 ARt A2 wkIT R, 54+
8. 12. 16, 20. 24 wkAbFE4 HU/NR, 3BEAT4]
e SUE -2

1.2.3 JO2#FAR: ip i F4LZUHE S (0 1 J5UA A b
FRAc 7R M 40 i T2 (TUNEL 44 f): 40 g/L%
R AL, Saias. PR, AR
AL (HEG (1), JGBE T AU JAS A, 4%
I TUNELIR 7 £x(Roche) it B4, a3
DABW A, JhARZEI G, rp A IR It [ o 7 Wl
e ISR AN WA PR A R T A .

mia £#BE
Wilson et al¥ X
BT 4 fo A5 AL 3|
NRAARRA, £]02
RAELHFF, T
XA mpE
Ay RO R AR i
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HFnik iR,

4348 AR AR #AEGPCNA(WK)

2 4 8 12 16 20 24
SIRH 183+1.2 20.6+4.9 25.7 +8.5° 29.4+5.0° 24.1+3.6 19.2 £8.1 0
WIBHE 14.6+94 15.4+2.7 13.4+7.8 85+23 0 0 0

°P<0.05 vs BIYIVIRE.

1.2.4 e MBAFEMNHESRITFARAGE
& (albumin, ALB)&A: KR R AW R
- i A A TV 9 A 2R 2 B L (S-PIR R A,
MaixinZy ), ZRBUH i U 2140 /L2 R
RElE, ARSI pEd . o
A PLNT10 min. BT AALB mAbh—4i
(SigmaA#], W1 1 200)4°Cid 7. PBSEAL—#T
YERR TR SR 5 W A & s id — 9L, IR
DAB. f5 )i BLIRAKE 4%, hPER I3, D6
NG L

1.2.5 Sz MBS A KT A8 HFA
¥ 78 4w oA 3 R(PCNA) R A : K S-Pykge(n,
PR IS I kS S C NS R T DR RN
mAb(DAKOA A, MEL 1 100), YeBiM g2 45 .
PCNA LA M k% 5 5 BRI 48 R A €5 5 R Ay B 42
g5 R E bRUE. BEIR D) BEA LI ESAS 5 AL,
2 i U SRR AL TR 1004 41 i A 1 B
PEGH %, BUCAME, LA 2 ok s 41 i 9 G 4R 4L
1.2.6 RT-PCR#&M AF 2822 AALB mRNA: #%J#
Tripure RNA$ZHUA(Roche A vl #AF 1 W4ih
FARBRITHLMRNA, K Promega— S 1ART-
PCRIX 71 & (Promega A vl )IEAT 1 4% 547 1. 51 W)
H_[i#FSangon /A 1] A5 k. AALB mRNA5|#), 1F
151 ¥)Hs: 5-GTAATCGGTTGGCAGCCAATG-
3", Wi 5% Ha: 5'-GGTAGAAGTGATTTGTCA
C-3', 1 H 1K 7 W7 k358 bp!™. § 18515114
Pub-Med LU 55 /N R IR AU . PCRY™ Y
At 48°C i 445 min, 95°CAEME2 min, TG
94°CAFYE1 min; 55°CiE K1 min; 72°C ZEfH1 min;
HEISAMEI, FeJ572° CHEMP10 min. RHAIARIMA
AMV S SR A7 39 18 Sy 1M B CAHEBR P
PERITTRE. PI2150 o/ LI e bike e vk, 11k
CHBERED 5T B AR A L3RI .

S it F AR SPSSH TR A X 5256 45
HATGEE 73 . K 4E AR lmean £ SDEIR, %
B ) 557 7 4 () LR R e 36, P<0.054 22 534
giit e X

2 B8

2.1 JO2¥utkip/E iR HE S & /= TUNEL % &
BRERZ N IR0 o f% fe s I o249t 4kipm,
IMAFIFRREE WAL 58 IRE, 24 hjGAbst.
U 23 H E e (0 5 o JH IV 8 X 5 i 4 i v
W, A HORIRFEE, I AT L o )N i
Jik P SERT )bk 4K, HH L, JH40 0 45 R A
W1, AT AMAE KR8 1 56 48 . TUNEL %
o] LU 55 1 I 21 23K A0 TR AR A A B (TR
FIPE T4 (1 A-D). 1M 256 ARG B4/ B Ak
M ESIETEE, FAAEEIE24 wk. SR A LI02
ifka wkib s, HEZ 4 WoR AR H /b i
ifin, BRI B 9K, FAZg e, T E
IFErE(KLE).

2.2 fgE et A RAT AL T AALB B
J52 WAL B IR S5 20 F006) I 20 B 2H 28 P B g
Aor il 2N AL BBH P 40 M 1) e 0k, 3 AL T JH- 4
Mo, SERE. i, ST A T4
NALBIFRIE i RREE BB JE20 wk, milé i
IUAE12 wk, 1A TO2 5044 b 11 6 e 21 BT
HENALBIIZRIE RFFEEH12 wk, Uil
154 wk. LU SEIG AURINT A B A 5 8 wk ¥ B
YIA, ol Wr# NALBIIBH P40 il 25 W) B £
TEHE(E2).

2.3 gkt ml A RIT AL P HF A
PCNA F¢530E APCNAFHYESN 2 £ DABE
Jei A ER . B T 2 wk b HE (1) S5 50 2H R %) R B
JH-2H 23 BT A W 21 S P NP C N ABH 1 4
(KI5, S 2H B P40 i e i ] KR B RS A8 J5 20
wk, 12 wkRiE i 2, 1A FHIO2HT A4 AL BE (1) 0] i
2 ST H Fr 851012 wk, 4 wkiE i 2 (€13).
S S0 A GS. 12 wk POCNARIL 2
S BETEP<0.05, £1).

2.4 RT-PCR#MAF 22 AALB mRNA #1454
wk SEZ 56 2 RN B LT 2H 2 b BT ATAS I 2 A AL B
mRNA, 5256 FFEER16 wk, 176 IR 2 A 5 4 3]
8 wk. X AALB mRNA 5 | #/ERT-PCRHI, A 7E
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1 JO25UKipBFFALRHERITUNELRE. A-D: K& ARSI FJO2bUkip 24 hGEFERIRRERFZAZT. A: 4R
Hilf . $AFE(HE X 40); B: B AT RE THIME (HE x 200); C: #EUFAIZA(TUNEL x 40); D: B G LA R T 4IiE(TUNEL x
200). E: SEEGZHFENE J4 wkiFEHZR. HUUFHER S5, B CHHEY 5k, D858, TEAHEIASEL (HE x 40).

2 BTN AR BIRAESS Wk SERFTLELR AALBRYZRIX(S-P x 200). A: SEEGZH; B: WHRZH..

A BUFALZU TR R AT R AALB mRNAZ WSS s By, At S ay Hm a4~ 2

Hr([&l4). T3 1) Ok Gt SR BN P IO ST 4 R AW, SRR
A0 MRS R B SR N E LIRS A ST AT: —
3 e X AN IS A0 M T S B R R A A AU 55 D

B NIT AR A 2IZh DA, JERC R AT, B8 A7 “ 357 TH- 40 ok A U5 40 A 1 40 )
BAESIY AN NRITAZ, USRS BAR (] =R @ BT S i 3, 3 Ot 2 7
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PR AR “ AR, e AT LF e il Ve . e &, ﬁ'
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3 BRI AR RAE G 8WKE AT APCNABYZRIA(S-P x 400). A: SLIG4H; B: X AEZH.

358 bp

4 RT-PCRAGMIBFLELIAALB mRNA. M: marker; 1: 1E%
NFARZR; 20 TEH NGRS 30 MERAAREE R4 wkiFF4 4%
4: TSRNG4 wklIFZHS.

KRR G R ) R, & 2 A
o e BB /N B, AR B (nu/nu). RAG-23E K
k7 fl(recombinase activing 2 gene, RAG-2).
SCID(severe combined immunodeficiency)/) i
PAK AR A« 287 BUH 40 28 N A
U5 4 38 5 P B 4 A ) R A s s H R
NGNS R qE RS (R B S b il
3L K/ (albumin urokinase-type plasminogen
activator, Alb-uPA)" . [l i, 2] {5 % A F 40 i
FATHFE AT TN BRI 57 A S
K FERLS R FIE I A5 S AR, AR R4l
JLAE SO T 52 A A0 L DA, A= P (R AT
B PE) 2, T A0 52 AT A X R B A SR
FITC N I AT LN g b = A — S o 35 0 5 1)
59, RefiRE M an M #AE A, e RS M AT 0,
ZARATIR A DI PR 15 FFas/h
1 JHE 4 B T A (JA T 3 A A 4 ) A
&5 55 40 A 22 53 2R (A BRL R R IR
iﬁ%%)m-zﬂ.

FFE W, 4 G B G S AR ) . B
G 38 SR AP UIGIR i A B S0, B T
A T ST A 40 RS A I AR IR R N

JH- 40 i AT i N K/ /N BRI S , TE R N Bk
G, BN 28 TS S D Re R LT A
RN 40 I, JF TGS HBV KHC VEE N K
Y B el SV el 1 i R P A LN A
SRR JH 20 i 2 5 2, {E Ath 8 5 % — b I
S, T HL S AE AR IR g e, AT RETC R
IR 2. BERUE B Z AG DhRe Tk 40 i, 3
T3 — 5 (1 B AR A A0, 0 BRATT R SR U it
INF, 0 JEZH 28 RS HE N A o R B A P e 8
A5, NI o A Fi g, B, ik
2123 %15 N ALBAIAPCN A BH M40 i i 7] 24
2-12 wk, £l EIHA41ZL AALB mRNAKIAI K
4-8 wk. NJH-41 B A7 35 I A0 E, $Em LA HE4n
i BB (1) 75 SR ] REAN A

AT B TO25TMA T T 52 44/ BT 40 i
TR RS, 48 I P-4 Y JUR U RS R RR B, R
FH a2 A R IS B A FE A 5 2-20 wk 41233
F1k NALBFIPCNA 4448 ffd, RT-PCRAS I 21
JHHZINALB mRNA R H A A f54-16 wk.
JH 2 NARALBHE— W& B, A&
BN S AR I FERE I R, A FE G I 11 15 o
B, ZRKEER AR, I, ALBRIAS I AT A3
JH U 1) A5 RN i 26 ThRE. S50 2 RO B4 b A
ALBIPIAS I 4% 018 WA H 4t i A5 /) B2
ZUP A, T H A A E
W DIRE. PCNAJE—Fh 5 40 B R AR OC 1 1
B 20 B AZ BT, SR VAT 40 6 1) 386 5 0 R
[, b H1261 /N EIERR AL, 41 it 36 kDa,
IEE TS, H b T PCNAS IR,
HRIEM Z /D> EDNAK HIFME A K. AW
oy, SEIG ZH RN R S8 /R N H 4 A% HE S 2 whok
IPCNAKIE, At sZEHPCNAN LK IE /LA
INFAH RS v T0 R, T4 ePC N ABRICHRELT)
FrAG R, BRIEN BT, 2R
JO21%5 /N BT 40 v 7 2 403 45 B R A K 4
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FHAE TR 3K, TR JH- 48 AR 52 44 4547 R 3
T, EAR T HS M EEEK, RS,

74h, TATHIO25 T p AR KL JH- 41 i 1)
BRER, 24 hJE 3R BUR B4 ZR0) v B0 SR 2R 1)
FEEE AL PR PRSI B T, UESETO2BT 44
N U4 R ToREYE. FasPiRfeo . Miith A
KA FRIEP, AR AEBAT 50 IF A R I/ A
HNIO2 TS e 51 R I AN A T, B
{EJO2PURIAEHIE12 wkZ A, 5 ks —
B0

Fas& B L ME SR T2k, FEMVEZ
K EFas, PNFEIO2PUMAEE 77 TR N
/I B 48 T T R AR MR N B D I RS R 2
A (1 1) Fof s S5 o 5 DR A A P AT FE LA B
Gilgenkrantz et a/Y5 Wbt FasfifiiFasif F I 1
(1B c1-25L PR /] N 5 S st JH- 4 i B A 5 5648
FH 30 68 SR 05 P AR B e 1- 2386 DR e N S 305 BT 4
Jar, SR 5 20 BN TS AR AR N TE 1R/ BUH
W, B ST R IO Ay, 1 Yowk, B
P10, 40 L — @ B K S e PR, ax
— 7R IR B e 1200 e s Al e pe g T
(R AEAEAR Y, FE SO K I O2 T4 A0 1 11
TARAPH TR A “ 37 BUH40 i,
—J7 TR 55 7 FERE 5 58 JH- 40 1 (%) 5 4 P 4 i 4
H, IFib A )L 5 — T AR R 22 K&
JAT I P P A T R B AR R fRiX e
PRI AL R T, R DR e s 40 A DA B
TR A IR AR 4R . k4%, Wilson er al
K BT A% Al 30/ B N R, &J 024t
PR, A0 U 40 i A ) e U i
50%" . XA TN U4 st TS M B
T kA JH v LA RS2 PR e, 70 S 4R TH- 48
Bt RS AR, A S A —Fp
CIENE Y N7 NibI L7} v Rich

4 ZEW

1 Kemper RA, Nabb DL, Gannon SA, Snow TA, Api
AM. Comparative metabolism of geranyl nitrile
and citronellyl nitrile in mouse, rat, and human
hepatocytes. Drug Metab Dispos 2006; 34: 1019-1029

2 Ohashi K, Park F, Kay MA. Hepatocyte
transplantation: clinical and experimental
application. | Mol Med 2001; 79: 617-630

3 Jirtle RL, Michalopoulos G, McLain JR, Crowley
J. Transplantation system for determining the
clonogenic survival of parenchymal hepatocytes
exposed to ionizing radiation. Cancer Res 1981; 41:
3512-3518

4 Petersen ], Dandri M, Gupta S, Rogler CE. Liver
repopulation with xenogenic hepatocytes in B and

www. wjgnet.com

10

11

12

13

14

15

16

17

18

T cell-deficient mice leads to chronic hepadnavirus
infection and clonal growth of hepatocellular
carcinoma. Proc Natl Acad Sci U S A 1998; 95:
310-315

Dandri M, Burda MR, Gocht A, Torok E, Pollok
JM, Rogler CE, Will H, Petersen ]J. Woodchuck
hepatocytes remain permissive for hepadnavirus
infection and mouse liver repopulation after
cryopreservation. Hepatology 2001; 34: 824-833
Mercer DF, Schiller DE, Elliott JF, Douglas DN, Hao
C, Rinfret A, Addison WR, Fischer KP, Churchill
TA, Lakey JR, Tyrrell DL, Kneteman NM. Hepatitis
C virus replication in mice with chimeric human
livers. Nat Med 2001; 7: 927-933

Grompe M. Principles of therapeutic liver
repopulation. | Inherit Metab Dis 2006; 29: 421-425
Brezillon N, Lambert-Blot M, Morosan S, Couton D,
Mitchell C, Kremsdorf D, Costa RH, Gilgenkrantz
H, Guidotti JE. Transplanted hepatocytes over-
expressing FoxM1B efficiently repopulate
chronically injured mouse liver independent of
donor age. Mol Ther 2007; 15: 1710-1715

Masumoto N, Tateno C, Tachibana A, Utoh R,
Morikawa Y, Shimada T, Momisako H, Itamoto T,
Asahara T, Yoshizato K. GH enhances proliferation
of human hepatocytes grafted into immunodeficient
mice with damaged liver. | Endocrinol 2007; 194:
529-537

Itoh N, Yonehara S, Ishii A, Yonehara M,
Mizushima S, Sameshima M, Hase A, Seto Y,
Nagata S. The polypeptide encoded by the cDNA
for human cell surface antigen Fas can mediate
apoptosis. Cell 1991; 66: 233-243

Nagata S, Golstein P. The Fas death factor. Science
1995; 267: 1449-1456

Huang DC, Hahne M, Schroeter M, Frei K, Fontana
A, Villunger A, Newton K, Tschopp J, Strasser A.
Activation of Fas by FasL induces apoptosis by a
mechanism that cannot be blocked by Bcl-2 or Bcl-
x(L). Proc Natl Acad Sci U S A 1999; 96: 14871-14876
Malhi H, Gores GJ, Lemasters JJ. Apoptosis and
necrosis in the liver: a tale of two deaths? Hepatology
2006; 43: S31-544

Adachi M, Watanabe-Fukunaga R, Nagata S.
Aberrant transcription caused by the insertion of an
early transposable element in an intron of the Fas
antigen gene of Ipr mice. Proc Natl Acad Sci U S A
1993; 90: 1756-1760

Zhang H, Taylor ], Luther D, Johnston J, Murray S,
Wryatt JR, Watt AT, Koo S, York-DeFalco C, Stecker
K, Dean NM. Antisense oligonucleotide inhibition
of Bcl-xL and Bid expression in liver regulates
responses in a mouse model of Fas-induced
fulminant hepatitis. | Pharmacol Exp Ther 2003; 307:
24-33

Yonehara S. Death receptor Fas and autoimmune
disease: from the original generation to therapeutic
application of agonistic anti-Fas monoclonal
antibody. Cytokine Growth Factor Rev 2002; 13:
393-402

Mito M, Kusano M, Kawaura Y. Hepatocyte
transplantation in man. Transplant Proc 1992; 24:
3052-3053

Karligiotou E, Kollia P, Kallitsaris A, Messinis IE.
Expression of human serum albumin (HSA) mRNA
in human granulosa cells: potential correlation of
the 95 amino acid long carboxyl terminal of HSA
to gonadotrophin surge-attenuating factor. Hum



1740

ISSN 1009-3079 CN 14-1260/R HRENBIAE 20086888 F16% 165

Reprod 2006; 21: 645-650 Imamura M, Takahashi S, Iwao E, Fujimoto Y, Ochi
19  Dandri M, Burda MR, Térok E, Pollok JM, Iwanska H, Chayama K, Tateno C, Yoshizato K. Infection of
A, Sommer G, Rogiers X, Rogler CE, Gupta S, Will H, human hepatocyte chimeric mouse with genetically
Greten H, Petersen ]J. Repopulation of mouse liver engineered hepatitis B virus. Hepatology 2005; 42:
with human hepatocytes and in vivo infection with 1046-1054
hepatitis B virus. Hepatology 2001; 33: 981-988 28  Hiraga N, Imamura M, Tsuge M, Noguchi C,
20  Nicolini FE, Cashman JD, Hogge DE, Humphries Takahashi S, Iwao E, Fujimoto Y, Abe H, Maekawa
RK, Eaves CJ. NOD/SCID mice engineered T, Ochi H, Tateno C, Yoshizato K, Sakai A, Sakai
to express human IL-3, GM-CSF and Steel Y, Honda M, Kaneko S, Wakita T, Chayama K.
factor constitutively mobilize engrafted human Infection of human hepatocyte chimeric mouse
progenitors and compromise human stem cell with genetically engineered hepatitis C virus and
regeneration. Leukemia 2004; 18: 341-347 its susceptibility to interferon. FEBS Lett 2007; 581:

21  Turrini P, Sasso R, Germoni S, Marcucci I, Celluci 1983-1987

A, Di Marco A, Marra E, Paonessa G, Eutropi A, 29 Watanabe-Fukunaga R, Brannan CI, Itoh N,
Yonehara S, Copeland NG, Jenkins NA, Nagata S.

Laufer R, Migliaccio G, Padron J. Development of
The cDNA structure, expression, and chromosomal

humanized mice for the study of hepatitis C virus - .
infection. Transplant Proc 2006; 38: 1181-1184 assignment of the mouse Fas antigen. ] Immunol
22 Koenig S, Stoesser C, Krause P, Becker H, Markus 1992;148: 1274_1279. h hi
PM. Liver repopulation after hepatocellular 30 Jodo S, Kung JT, _Xlao S, Chan DY’ KOba.yas is,
. . . . . Tateno M, Lafyatis R, Ju ST. Anti-CD95-induced
transplantation: integration and interaction of

transplanted hepatocytes in the host. Cell Transplant lethality requires radlore51star.1t chamm&} RHT cells.
2005: 14: 31-40 A novel mechanism for fulminant hepatic failure. |

Biol Chem 2003; 278: 7553-7557
23 Wilson JH, Paturzo FX, Johnson LK, Carreiro .
. 31 Faouzi S, Burckhardt BE, Hanson JC, Campe CB,
MP, Hixson DC, Mennone A, Boyer JL, Pober . . .
. Schrum LW, Rippe RA, Maher JJ. Anti-Fas induces
JS, Harding M]. Rat hepatocyte engraftment

. bined i defici bei hepatic chemokines and promotes inflammation by
1n.sever‘e combine 1m1?u.m0 e. letent x. clge an NF-kappa B-independent, caspase-3-dependent
mice using mquse-speahc anti-fas antibody. pathway. ] Biol Chem 2001; 276: 49077-49082
Xenotransplantation 2006; 13: 53-62 32 Mignon A, Guidotti JE, Mitchell C, Fabre M, Wernet
24 Kosone T, Takagi H, Horiguchi N, Kakizaki S, Sato A, De La Coste A, Soubrane O, Gilgenkrantz H

K, Watanabe Y, Mori M. Transforming growth Kahn A. Selective repopulation of normal mouse

factor-alpha accelerates hepatocyte repopulation liver by Fas/CD95-resistant hepatocytes. Nat Med

after hepatocyte transplantation. | Gastroenterol 1998; 4: 1185-1188

Hepatol 2008; 23: 260-266 33 Mitchell C, Mallet VO, Guidotti JE, Goulenok C,
25 Oren R, Dabeva MD, Karnezis AN, Petkov PM, Kahn A, Gilgenkrantz H. Liver repopulation by Bcl-

Rosencrantz R, Sandhu JP, Moss SF, Wang S, x(L) transgenic hepatocytes. Am | Pathol 2002; 160:

Hurston E, Laconi E, Holt PR, Thung SN, Zhu L, 31-35

Shafritz DA. Role of thyroid hormone in stimulating 34 Guidotti JE, Mallet VO, Mitchell C, Fabre M,

liver repopulation in the rat by transplanted Schoevaert D, Opolon P, Parlier D, Lambert M,

hepatocytes. Hepatology 1999; 30: 903-913 Kahn A, Gilgenkrantz H. Selection of in vivo
26  Kulig KM, Vacanti JP. Hepatic tissue engineering. retrovirally transduced hepatocytes leads to

Transpl Immunol 2004; 12: 303-310 efficient and predictable mouse liver repopulation.
27  Tsuge M, Hiraga N, Takaishi H, Noguchi C, Oga H, FASEB ] 2001; 15: 1849-1851

i FEZ B 2K

ISSN 1009-3079 CN 14-1260/R 2008%FRRAN VAt Fi 4 N yH kA4 &

G RFAFWREREZL 2L

AR AT SCELIEREATLZ, —RAHEA, ETENR TSI T MRS SCEEA K m . fext
AN AT, SR TAEA DT LA TN . VR385 4 TR DTk INHES, 204538 I ik 44 1]
HIZS, W, WFELES 4 218125 Vs (IE OIS 25 SR b A8, SV NI e SR I 8 4 N B
AKX SR TIR. B TR EES S, G (DB, Q)RELIE; Q)L 557
RS, 4% ()ERBSCE, Q)0 SCE AT N BRI S . 28 =07 2 TAESCR, dh: (DG4
Bt QUIREUTA L GUTEL BORBM BT, (D% (5)ZFETTR. A NRITEE — R =z R
gk, ARENM CEWE L EE . R NI AR B I F S — R AL R G ES . E4RL B 5Kk
T 2008-06-08)

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

59

RN\ B VS 20080638H; 16(16): 1741-1745
ISSN 1009-3079 CN 14-1260/R

L #h#7F 52 BASIC RESEARCH

5-Zr 5 —2'-fi | AE A SRR Hep G2 B 4HAu T—cadherin
HyZRIE N E X g HIHIER

Rip, HEE, BEF, X B, REE

Za, BEHE, BREF, REE £ PHBEXFRFESR
P B ) 3 B B AT R SR o8 3 3 2 KX 430030

B, fePHBEKFRFEFREWRERFERRBEZH Hit
BRI 430030

58P, 2006 EPRIET KRS @ TIE SRR FTERAT AN
Rint, T2 MBFESTER.

R A KAFREFTIAA, No. 30471694

HEFHM LM EAF LHFFRNFBHRA, No. NCET—
04-0701

& RS INROBESBESHRZINNT, ARIIIEHR
ﬁg%iﬂﬁﬂ%ﬁx; SERES, BBOMTSEXSIEBRRS
aw .

EiUEE: BT, 430030, HHVEENT, LR AZETE
SRR ERRAFATY M), zyvhuang@medmail.com.cn
8315: 027-83663871 f{&H: 027-83803209

IWFSEEA: 2008-01-27 (BOEEA: 2008-03-30

5-Aza-2’-deoxycytidine-induced
T-cadherin expression in
HepG2-derived tumors and its
inhibitory effects on tumor
growth in nude mice

Zhi-Kun Liang, Zhi-Yong Huang, Xiao-Ping Chen,
Cong Liu, Zai-De Wu

Zhi-Kun Liang, Zhi-Yong Huang, Xiao-Ping Chen, He-
patic Surgery Center, Tongji Hospital of Tongji Medical
College, Huazhong University of Science and Technology,
‘Wuhan 430030, Hubei Province, China

Cong Liu, Department of Pathology, Tongji Hospital,
Tongji Medical College, Huazhong University of Science
and Technology, Wuhan 430030, Hubei Province, China
Supported by: National Natural Science Foundation
of China, No. 30471694; and the New Century Excel-
lent Talent Foundation from Ministry of Education, No.
NCET-04-0701

Correspondence to: Zhi-Yong Huang, Hepatic Surgery
Center, Tongji Hospital of Tongji Medical College, Hua-
zhong University of Science and Technology, Wuhan
430030, Hubei Province,

China. zyhuang@medmail.com.cn

Received: 2008-01-27 Revised: 2008-03-30

Abstract

AIM: To observe 5-Aza-2'-deoxycytidine (5-Aza-
CdR)-induced T-cadherin gene expression in
HepG2 cells and to determine its inhibitory
effects on proliferation of HepG2-derived tumor
cells in nude mice.

METHODS: The HepG2-derived tumor model
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in nude mice was established by subcutane-
ous inoculation. Twenty-one Nude mice were
randomly divided into two groups: the experi-
ment group (n = 11) and control group (n = 10).
Experiment group nude mice were intraperito-
neally injected with 5-Aza-CdR while control
group nude mice were only given equivalent
volume of PBS. The mice were killed at week
4. Tumor growth in nude mice was observed,
and the T-cadherin mRNA and protein expres-
sions of the tumors were detected using reverse
transcription-polymerase chain reaction (RT-
PCR) and immunohistochemistry.

RESULTS: At the end of the fourth week, the
T-cadherin mRNA expression in the tumors of
the experiment group was significantly higher
than that the control group (t = 6.613, P < 0.05).
Immunohistochemistry further showed that the
protein expression of T-cadherin was almost
not detected in the HepG2-derived tumor cells
of the control group w while the T-cadherin ex-
pression was detected on the membranes of the
HepG2-derived tumor cells of the experiment
group. After 4 weeks’ treatment with 5-Aza-
CdR, the average volume of HepG2-derived tu-
mors in the experiment group was significantly
smaller than that in the control group (¢t = 2.337,
P =0.025).

CONCLUSION: 5-Aza-CdR induces HepG2 cells
to re-express T-cadherin and inhibits growth
of HepG2-derived tumors in nude mice. Its
mechanism may be that demethylation of the
methylated T-cadherin promoter induced by
5-Aza-CdR restores T-cadherin reexpression and
thus inhibits the growth of the HepG2-derived
tumors in nude mice.

Key Words: HepG2 cells; Nude mouse; 5-Aza-2-
deoxycytidine; T-cadherin; Methylation
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Abstract

AIM: To screen proteins in human pancreas
cDNA library interacting with hepatitis B core
antigen (HbcAg) by yeast two-hybrid system.

METHODS: After amplification, purification,
and identification, the human pancreas cDNA li-
brary plasmid was transformed into yeast Y187.
Thereafter, the reconstructed bait plasmid (pG-
BKT7-HBcAg) was transformed into yeast cells
AH109. Then, the transformed AH109 was mat-
ed with Y187 that contained the library plasmid.
The diploid yeast cells were plated on nutrient

deficiency medium SD/-Trp/-Leu/-His/-Ade
and SD/-Trp/-Leu/-His/-Ade containing X-a-
gal for selecting. The plasmids in diploid yeast
cells were extracted and electrotransformed
into E.coli DH5a. The plasmids in DH5a were
extracted, sequenced and analyzed by bioinfor-
matic methods.

RESULTS: The human pancreas cDNA library
was constructed successfully. The reconstructed
bait plasmid (pGBKT7-HBcAg) was transformed
into yeast cells AH109 successfully. Nine pro-
teins interacting with HBcAg were screened, and
their sequences were homologous with human
pancreatic lipase (PNLIP), CEL, CTRC, trypsino-
gen, carboxypeptidase 1 (CPB1), human com-
plete mitochondrial genome, human pancreatic
elastinase 2A, human complement lipase (CLPS)
and human ribosomal protein (RPL10A).

CONCLUSION: HBcAg protein may be related
with the exocrine pancreatic function and me-
tabolism of glucose or lipid. HBV infection prob-
ably leads to metabolic abnormality or metabolic
diseases through interacting with pancreatic
enzymes.

Key Words: Hepatitis B core antigen; Pancreas
cDNA library; Yeast two-hybrid system
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e 200 IR iy it AR T R L A T A
AWFFCRIN, X AR PR CELEE R 28 75 17 MR
PR P R AT 4 7R IR IR A AL IR T AR 1), A AT T4
A 2 TR BRI T A I Iy SR A7), i e e

www. wjgnet.com

U7 2 P R B AN P D RE R (¥ B DA 22—, JF AT g
ARk TS 4

XL SR R A 73 W T e B i £ e i
B W AR RORE B e FR R R T — AR AL X
SRR AN 23 s B fiE b BN MR, W R A
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HH I (R A R R T SO AU 2, R
LG MR By R ARPT S BIAC S 5 A2 2R PR
MHB A gty IX L/ 5 45 15 Je it vl RE St
IR ai K Thig, Mimdt—2 S8 —RIA
REUR. Bk, HBVAR RGPS 733
RE T RE AL A HR MRl i Al I 72 ) w] RE AL )
L, R R DR,

B2, HB VI PRGN [ R AT RE K G e i
A, AT TR INHB e A g5 [ 43k 1 %2
T B 2R A AE A LA, TR I LA
B R A1 73k By RE DDA 5% AT 2 8] R AR A
T REBEHB VIG5 A Bl . R IRARE 5 B
R R AT REALL. AT SN 30— 2D R
HKHBVIEMEIKGE S RO e BERACHS . JIE2R
AR A2 TRl PR i 3 1 14 B 2 1) S e AT
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Abstract

AIM: To determine whether efflux systems
contribute to multidrug resistance(MDR) in
Helicobacter pylori (H pylori).

METHODS: A chloramphenicol-induced MDR
model ex vivo was developed in six suscep-
tible H pylori strains (5 isolates and H pylori
NCTC11637). The minimal inhibitory concentra-
tions (MICs) of erythromycin, metronidazole,
penicillin G, tetracycline and ciprofloxacin were
determined using agar dilution tests and MDR
strains were selected accordingly. The mRNA
expression level of hefA was estimated using flu-
orescence real-time quantitative PCR. A H pylori
LZ1026 knockout mutant (AHpLZ1026) for (pu-
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tative) efflux protein was constructed through
insertion of the Kanamycin resistance cassette
from pEGFP-N2 into hefA, and its susceptibility
profiles to 10 antibiotics were estimated. Expres-
sions of hefA and hefC genes were detected using
PCR in 20 clinically isolated H pylori strains.

RESULTS: There was similar multidrug-
resistance in chloramphenicol-induced screened
multidrug-resistant (MDR) strains. Expression
level of hefA gene in the 6 MDR strains was sig-
nificantly higher compared with drug-sensitive
strains (5.8466 * 2.9370 vs 2.6356 + 1.7245, P =
0.033). AHpLZ1026 was constructed success-
fully and its sensitivity to four of ten antibiotics
was significantly increased. In all the 20 isolated
strains, hefA and hefC genes were detected while
strains of hefABC gene depletion were not found.

CONCLUSION: Efflux pump gene hefA plays
an important role in multidrug resistance of
H pylori in vivo. The hefABC gene exists univer-
sally in H pylori, which plays an essential role in
mechanism underlying multidrug resistance.

Key Words: A pylori; Multidrug resistance; Efflux
pump; Fluorescence real-time quantitative PCR;
Knockout mutant
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MH B E R
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25 69 7T 4 A AR AL
) &4 2 M Rk
o Y Fe s He0Y
¥, tE % EwT
2 AU A A AT
#—F R,

R 22FZF55, ha et Aik
M EILBARI § TR, ok § Eathik
hefAR FmRNAK-F 23 3 THBHIR(5.8466
+2.9370 vs 2.6356+£1.7245, P = 0.033); A&
HHIE T hefA R B SR (AHPLZ1026), A
HpLZ 10263+ 4FF 4 & & 69 R B 23 An; B
A20%R 06 K5 B #k T ¥ BhefAFnhefCh
A, R &L IMhefABCH B B % #.

it TN A GhefA KRR F &K F B8R
SN T FH pylori % E w2569 7 & hefABC
KR EH pylori ¥ &% %42, BAEH pylori % %
it 25 WU F AL B AE R

X WIRITE, ZEWM; SMER, SIEER
PCR; E R &ER

M5B, AMESHm. EaIIMERINEEDRISER e ALY IR
MHEIEMANERIFRE. BFRLNBHRE 2008; 16(16):
1751-1756
http://www.wjgnet.com/1009-3079/16/1751.asp

03I

HF50% L EN A5l | T8 B (Helicobacter
pylori, H pylorn) "™, CEAESEH pylori &
g R WA . B R
DGR ELZH U EUR I E R N, S B e R R
INEHY) KR B P RAERBRA pylori
WY 2N, H pyloriiit 25 ) & B FA
Wr b7t 1 H, S LR I RS
BEF B SEPARI 25 1) 2 Fii ik AT
WY, ReHPUA: 2 sl HE AR SN B S HE 2 A8 4l 1A
(¥ % iR 25 HL R EEAE A, SR 2 E
PrAERM A A RN LI IMER R 4
F5A G, o i 2R AT -0 R
(resistance-nodulation-division[RND]family), 7£
22 QI 2 N 2 PR AR AL, Rl
AR AR N, B4 2 2R P TR 25, 1B
(O R I RME EE= e it e | N RN 1| N TR
P Gkl AL RIS Wil er al'
R Macr AB-RNDIE I FE Ik 5B R 1 2
N 257 A % VIAE. Bina et al™% 52 T H pylori
17 fEhefABC, hefDEE, hefGHI 3FHRNDZ 1
AR ZR G, 18I B PR R AR 43 90 A 3 b
A Dyt G ha, AR 3 50200 B i e e
PREAT 25O, 25 3 BRRNDRAMER

T AL, BoRIMIEZRAEH pylorint
Me i 24 AL of) v b T EEAE AR A HE SR ) i i
SEITEH pylori % BT 25k vh (1) 8 T DU RS 1
e, T NH pyloriw BEAE A2 MR R
KX H pylori W HRAFAE 2 AR, ALl
EH pylorid B AN %, W E8hAMER S
hefABCTEH pylorilfiPR 5y Bk K5 380k 1
L, SR F TIOR8 1R B e A5 A B VA D i he FA
LR G BRARH pylorist 2 i AE R 251, 4
SURH pyloritf) 2 TN 257 AE SR AIL BB JLAT. 45
FAR S k.

1 MRRSE

1.1 A8 T TARSNTE i 25856 KA pylorifl
H pylori LZ1026FEBEHLIE T ALz 52
PERRSIPE T 28 B R R AR AR CRE M K27 28
MR B R A RS B, 2006-03/2007-07),
K70 mL/LAE I FRAT R FRIE, 37°C bt 4
(850 mL/L N, 100 mL/L CO,. 50 mL/L O,).
FRRE>O8% M 4 A1F T 1EFR3 d, BItkZ AL R
MN(PREEME . bl ) MHEG (M, &Y
YE, SRS IR 2 B bk, H pylori NCTC11637.
JitkipBluescript Il SK(-) FIpEGFP-N2 Hi ] 5§ 4 ¥
Do S0 S AR TSP AR, Shfudth e
ZHIEMR . IRREHR. ZHERB, whisR.
e, SPEBEST . IR B RAEHERGHIWA
o 24 AR AR5 T, DN A SR IR &
RN AR A DN ASE— 854 Bk 45
T B b5 26 A A 7] pMDI19-T vectorly
H TaKaRa/A #]; RealMasterMix(SYBR Green)ii,
FIEIIE A EFEA ] %t R Gene Amp
5700 Sequence Detector & I=PCRY {3 A& AL
B EGene Amp 5700 SDS( [HPerkin-
Elmer/ ). PCREIY T, 2 Bina er al' 1t
GenBank & AN IH pylori hefABCFER 741, 1t
AT RIVEPEFE 5208, DR SF X Be i ik, 2
SCIR[19], N 21k FlgyrBHE R (DNAJEFE B 7. .
divie: ) WEEE I wi2E U7/ MW SE R N & /NI Ry
1.2 77k

1.2.1 % F&HH pyloriti k5 FF2 06 ik (1)
X 1 PR 53 8 R R PR AT PR TR VR AR AR 7,
JE 5 3 0 SRR 3N 32 B e A A ek R
(minimal inhibitory concentration, MIC); (2){E5r
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12X MICH S/ (IR IR LRI uLIEFM(10°
cfuw/L), 37°CH: 7748 h. PRk K RaF s,
BT 1 X MICHE 3 ARG 77 5, 37°CHi 9748 h
AN 3 v 5 3 AR R TR AR v UK, AL AR
B R, BRI T H5 T 128 X MIC,
(3) E— PG 13 BIHI 258K, 1E4IRTCT 5 71%
RIEFRIG, Bl T 54 X MICIE S8 7 5L 5
I, SN 2 TR bR N RIS B R 25, K 4
T 3RAT I B RAE IR ARG IR, Ay R T
Pz, HHEG. HAPAE. FEm., s
LR R (AXMIC) ISR AR, 37°C R 7748
h, 3 H 2 TR 2 B R,

1.2.2 3 254 AR B R ) 2 3R I
TAERRVEI A SMHUA 25 0] 22 BT 2K )
ARAT BRI 52 . It o L 22 I 245 1% S AR N FFIMIC.
1.2.3 H pylori hefA. hefCH B #5#m): KHDNA
PRSI pylori 5= ZADNA. PCR 31
1A Z50 uL, =#%/K24.5 uL, 10X PCR [ NV 28
5 uL, 25 mmol/L MgCl, 3 uL, 1 mmol/L X dNTP
4 uL, 2.5 pmol/L5|#)%-2.5 uL, BifiDNA 8 puL,
5 U Taqf§0.5 uL, 94°C= 1 min, PCRFGH 241
H:94°C 30's, 55°C 45 s, 72°C 120 sFE30MIGHE,
I Ja 72 C HEA600 s. H150.5 mg/LIRAL ZHEI10
/LB R B fL ik 0 AT PCRA= 4 40 I, 47184 1] 5
W) W3 1 (hefA, hefC).

1.2.4 H pylori hefA ¥ B F ik KT oy 45| 5 4547
IX37°CHT%(850 mL/L N,» 100 mL/L CO,-.
50 mL/L O,) AHXFMEE>98%MI 45 fF FHFE3 d
H pylori, 35553 FIUEEH pylori F i T W2 15
R, AN GV R, 1A geonm =
0.1, HU1 mLZEILERNA. H pylori S RNA
WU TRIzo A 71 & Ui W 5 P BRERATE, 54Nl
JEVFERNA S . REEFARRWN: M-MLV
fit200 U, 5X ZEp04 L, 0.1 mol/L DTT 2 pL,
RNasin 20 U, 5 mmol/L dNTPs 2 puL, RNA 2 g,
100 mg/LEEHLE 41 uL, JIDEPCALEE/K 5 B4
20 uL, 37°C 1 h. ¥ Bk 5% 47PCR
¥, 51 WE L (hefA, gyrB), RINAKI K S5
[[1.2.3.

1.2.5 S af £ BPCR: HlherARIE I B Bk
H pylori 11032[lhefA, gyrB R XPCR"Y)
(cDNA), 4tk J5i%E#: T'pMD19-T ki, 4T
RS, J5 HEAT W BE W 52, Tofs J3E A R A by s
G ARHERY. 25 L PCRIZ N AR R PSS LR
Wer 1 #%0.5 uL(10 pmol), 2 X Mix12.5 pL(f$5
SV M. ANTP. MgCl,. SYBRGreen I -
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Taqfif), W#/K11 pL, cDNAFRAL uL. A FR
JEE (RIARVERAR [F] I JEATPCR, ¥ 18 4 1F 1] 1.2.4,
PEIR35R, RIS EAT RN A K SR () [ %)
AREARTEAT =R KGRI 11 S AU E A
PCRY IR FE 1, DGA5 T AR HE AN FRHOE K
K B IR 455 s B0 Y. () 4 £ (threshold cycle, CT)
A A BRI 3 94 58 T TR B2 HR A, K AN TR 9 52 1)
FRUEASTAR B DLIR 6T BORUAH B R C T AR K, 15 3]
B 2. K5 T 59 (R PCR =4[] e R4 T B IR b
TG i LIRS 1 22 2 A2 29,
1.2.6 hefAR W&k #2: DNAY MG,
oy )4 e 2 I OCHR[27-28] )5 1L3E 4T, LA
RO BRRH pylori LZ1026(5) 81 H 5 B H)
JIRR, PCRY Hhe AL R 41X 277-1574 bp,
1298 bp k/h i Bt(hefA™)(ZHiGenBank |2y
iWH pylori 11637 hefAFH Bl 514)), LUK
FipEGFP-N2 4R, 474 < I8 25 22 Pk i A
(km®), ST Ky B BN LR 1 (hefA ™,
km®), DNAJFHIIE i A0 TR AR RS
T 5EN. hefA, pBluescript I SK(-) & Xba 1,
Xho | XV, RS E; fthefAKREKT15 bp
L P AL NmR B FE IR, S AL TR FL A Ak
ST AT IH pylori: FREFET72 hIty [ 4RSS 57
it FEIHUH pyloriF-1 mL150 mL/LH H-9% A
WK, 4°C 5000 r/minf 0y 10 min(FE & 3IK), T
AT 50 uL150 mL/LH ¥H-9% R, M
FU-200 15840 A WL A3 606 BETE, M EA 660 BT
FEME (A g0 am = 1, ANEIRELI10" cfu/L), PHEELN
R 10" cfu/L. 4°CTRCE 10 min, 4T #EE 1A
pBSK-hefA-mutant 500 ng, ¥K_L¥# &5 min, A
-20°CHIFA 0.1 emHL TR, JKHES min, HLH
BEHFAS L, woe gt 25 F, 1.8 kV, 200
Q, 4.92 s, HiliJa, SLRIINSOCZE M 100 uLt
FE et P A R TR AT, S min, K LIRS AT R
i T HIWH pyloriiiF& VAR I, 37 CHT AR 7=
48 hJg, SIMCTAR E T RV T e B AR B R K
TR, iR T525 mg/L-R BB 2R WH pylori Vi
kLR R3-6 d, BRECRAN R R TR S e, B
JIE P I A% B R 23000 5 100470 11 25 W Kb he £A FE
AT 3% T i A1 R P g (B BT AR

Bt R A ER R O AR 56 3 AT A B A
JEREFN 22 21 20k 2 M mRN A2 1K 7K () 22 5.
Hdi K F SPSS10.048 v A B AT Se 10 #r.

2 B8
2.1 Wk BH pylorih &t th 4 R AESHRTT A
TBUBHR AN LERFRHERR(NCTC1637) 1, 275 %

Wi £ E

20004F, Bina ef a/
FEH pylori 11637
AHTEZTTS3
#+ % A4 RN D 4F
HRAZRRE
B, >3 %%
hefABC. hefDEF
AehefGHI. i it
BEFR AR R R B IR
B E 3 4B R
hefC. hefF#=hefl
EM A B R R
T 3 A1 A AR B A
FARAR(CCCP)
FrH SR HE R, 4
) 4025 HLK B o
M, 13 s
hef-RND 4 % /&
H pylori*t %
A Fatheg Nk
Aok RAAE A
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WA #H AL
A X AP
H py]orz'faf#fkﬁb@?
S LT Sl 5 4R INbp)
# Yhe. ; \
EH pylorils ke F: 5'~ACGCCTCGAGTAAAAGCGCAAGGGAATTTG-3 142
N S R: 5'~ACGCTCTAGATTCGCTAATTGGCCTAGCAT-3'
f; ;i Egl]mm hefC F: 5'_TGGAAATCACAGAAACTAAAAGC —3' 162
LE R i ﬁ’iﬂg‘ - .
Sy R: 5'-TGGTTGAAGGGGCGAATTA-3
hefA Xk Bk oyB F: 5'—-TTACTACGACTTATCCTGGGGCTAGCGCTG-3' 267
H pyloris % ft R: 5'-CCCCATCAATTTCCACATTCTCCGC-3'
AF@aHIL b am E 5 GCGCTCGAGGTGGGGCTACCACTAATCTC-3' 1298
N i b . .
Sk 3F SR B 4 2 R: 5'-CGTCTAGACAATCCCTGTGCTGTCTA-3
AR LEH pylori  km” F: 5'_GCAAGCTTAATGATTGAACAAGATGGATTG-3" 800
S R: 5'_GCAAGCTTTCAGAAGAACTCGTCAAGAAG-3'
AT DL R R
Z.
BIRE D NERPRAEBUINR, F: E55519, R: Ni5s51¥).
Bk 1B BEE EIUER WKENHE [OKRR BEXRG
03154 FFAEIMIC 0.125 0.125 0.25 0.25 0.125
BAEEMICIESEE  8x 4x 4x 8x 16 x
12025 FSHEIMIC 2.0 0.0625 01256 003 0.0625
BSEMICIZSEE  16x 2% 8x 4% 16 x
12021 BSHEIMIC 4.0 0.125 0.25 0.125 0.0625
BFESEMICIZSEE  16x 1x 16 x 8x 8x
11032 BSAEIMIC 1.0 0.0625 00625 0.0625 025
BEEMICIRSEE  8x 4% 4x 16 x 16 x
03174 ESEMIC 0.5 0.125 0.25 0.125 0.125
BESEMICIESEE  8x 1% 8 x 4 x 32 x
11637 BSHEIMIC 0.5 0.0625 0125  0.03 0.25
FESEMICIZSEE  4x 2% 4% 8x 16 x
75 3 R I T 24 1R bR, SR B AR £
E 250, SHZIRPTE 2, DU HE. HE
G FRPTVAR F e F MTC A JEE AN (] 3t sy VT WI O MOR MR wT MDR
e e N e e g =
WA, O PARE RSB OB EE T B ko) gy e hefilgyB) (heflgyB)
RV BT 24(%2). 03164 0379 0.71 033 086 187 2.67
22 V6% BH pylori hefA# Fk K [ pylori 12025 078 025 021 059 032 2.84
12021 080 098 002 017  1.22 8.94
=) i 4 e & S
E’NA%@EX“ &+§i?CRf”%ﬁ”§1~E*7%*E{% 11032 032 126 003 0.18 3.84 5.04
WPCRKGTINA pylori hefARIX RIEF: AWTTP 03174 013 054 002 011 416 6.03
FihefAFEFImRNA P W LG -5 A1) Y KlgyrA 11637 023 1.03 005 049  4.41 9.56

HE DR PRI A 46 TR BE AT B SR AT A vEEAL, AT A 1
hefASE R = W) A G & SR ROk BT A= pk A
H pylori 11637 Bya] K It AR R fflAe £A
mRNAFKIL, FHXFILEHN2.6356+1.7245; I
AT NI G55 2 155 ) 2 2T 24 bk v R ] A
thhefA mRNARIL, HARX Fik &0 5.8466
2.9370(#3). MDR#HhefA LR kK B0
THURITE R (P = 0.033, K12).

2.3 hefAXR B Sk 69 580K M T

WT: SPAEBREMR; MDR: ZE&EMZIHK.

hefAJL K BRAR(AH pylori 1Z21026), hefA KA
it X 1147 bp K/ Fr Bel il 3 4248 Gen-
Bank B4l [ (& %5 EU271683). L5 5L I8 Rl b4 Ay
A RRH pylori LZ10264H L, B EH R o2
MICE 7R, 10F P E = BTZEPRR. kAU e -
ZRNER . IRRFE R, ZMEHEB. whidx.
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N5’ &. Eo)IMIERINEEDRISER oA NEM B2 EMA NS E/ER 1755
M 1 2 3 4 5 6 B 1 hefd. 12 1 OWT "TY.E 3
gYrBRER 10 ® MDR KB R 2T 9 HE
PCRE=#) B8R il R AEH pylori % &
B. M: 100 bp & 8 1 GRS
marker; 1-2: §é 1, i A1 H pylori
B: 4-5: & °7 R R
Er TR 53 9 4, A
hefA; 3, 6: 41 .
o T H pylori % ¥ #t2h
RNABEIIE 8, | 513 7 6 A 4
e EYTY TN
0- .

HIRIR . ARV SKTBMEG RAE 50, 74
Tl ZMIC LR PR T T A=A B B8, 2370 oA:
b A RPN SRR PR320 . A
FHIEIR16M% . PO E 2 K81

2.4 H pylori hefABC R 25 % FEHLITE20
BRI AR 53 25 W | THEAT T SR Hhe fA, hefCHE
D5, PCRY™ 384 7= 4) 73 73] 41 140 bp 162 bp, A K I
hefABCHER k.

3 iTe
IR, ReXsHiAE = Bk ARSI 4 &
SRAr AR 1) 2 Ei 25U ke R E Y, 3
ARG OMEA) U A S 4 ™ A 2
T 2 1 LS, S M B % N 2
R ELZ/EHRNDZ EAY L) AMERSE, 2
HI3AN B8 1 20 T 1 1 B 1 42 6 R, B e
T B IS AL T A0 FUBL(N IR, JF 5 AR T R
) Rt £ 1, DT 0 R AP EAEL S A i) 5 5
RN R 1 8 T s Ak, Lk F|
BRAOMEZ TGS, RNDESIAMER G 34
B AR — B ) D RE sk Fa AR 25 5 B
DIREM KRG, BEAEDUEBRAARBRA pyloriiayy
2N, H pyloriid 25 11 A 2 AW T, 1
H, S4 2 & 2itk". RNDZESMER G A
TR AT RN A pylorih Ay
YEhefABC, hefDEF, hefGHI 3FRND 3= 5l #h
RYE, HohhefA, hefD, hefGHILAMEN T A,
hefB, hefE, hefHHMWE & E A, hefC, hefF,
he 9t 5B E 5 iz fk; 2l 4 FPCRY™
W4, WoRhefDEF, hefGHIAFARAN ik BARDHA
ik Apweiler et al™IR1H, 1EH pylori 26695
BE DAL 20 AT 27 AN A HE S 5B - B)) B s Ak
K, RAFE4Mga S DR (H pylori 0605,
H pylori 0971, H pylori 1327F1H pylori 1489), 4k
A P e ol 7 s e AR R SR I T e,
AILULH pylori (1AM T8 5 1 1) g A 55 A
hefA(H pylori 0605) TIN5, #4T T H pylori
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03154 12025 12021 11032 03174 11637

2 heATEFFEMNZDAMMZIRPEIRIE.

I R 43 B R AE ORI B R T 1) S 3 25 T 24 1 5
ARG, W IREEST. T H pylorilt £ 24 257 5
SFARIGAEAY, AU HOEBUR M 2, "R EL
BH 1 1) 2 Bt B = AR AR FH B g A%
M 200 58 YA A R IIMIC, £ H R F T
J5i I 6K BURERH pylord, {E X 5 % 277 2L i 24511
[, = A2 T 6 &5 R AR F RS AS [+ £ DY 2R
. RNV R B, RO E. HER
G SPhPLA FAN R L (i 2, 5 i 245 Bk 0S5
Rt AR 2R IIMICHHE L5 3 B RSB R IS In 1 445 LA
L, BORAMER ATAERY, ARSI P ARR B R R S
HOT 5% 241 B 22 B R FE I 25, RTRg R B A,
55 HAh A 22 G B M R [, RND 2R AR HE R
GATLH pyloriT G4 AR KPR R0k, X4
TSR hefABCHS KL A h G i A1 5308 1 £ 11 55 1A
hefA [JmRNAF L &, FSEI & SEPCRUFAT R
E B, WoRTEZ At 2 bk Rk w B T
AERBUEFR P = 0.033). X b [ I R 43 B VKA pylori
LZ1026f it LR bR B oK, mibrherA A, 4§
H pylorifhefABC-RNDAMIE R G T REKIE, IF
DU e B 1 Je 6 2 PPt AE R IMMIC, BoRiibe
AH pylori LZ1026%5 104142 2 v i 4 MUk
W 380, BE— DAk She A FLIRAEH pylori
i 24 7= AE ML R AR . AH pylori LZ1026
Xof e Ath 6 o T A 22 AR 1 5 o A bR SR
B0, 7 EDR NH pylori P Bk T hetABCHME R4,
AT H A AN LA £ e,

AN SR AE R B R 2 TR AN R IA Bl Rk R AR
fiK, fERbE R 2 )R, RIS EIN, i
E— P EZIREE T 40 B B R 1R, A7
TN AT A R EE— P SRAT R S P 2 (U 25 P e
PSRN Sy, 7= A HAT I R R SR 22 T i
2R, 2 TN 24 1 S HE AN AR 245 L B A
PRI SRS LRI IR F, SE R A pyloriTf]
M 250k, v E S B0 KPR 298K 10 77 A2 AT
KIR, JF20RRIGIR 5 BH pylori hefABCHE N HEAT
8 oK, R WhefA, hefCHKIBIKK, F WIS
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ARG T A,
LR, LA
WAl AT Y
F AN

H pylori% 25 1R EEARR, /v TH pylori
Z 2y IR

BUgh: KRB AETHEY>TEEERT TR, £
RGBT . HENM B R GRS LT
K B
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Abstract

AIM: To investigate the correlation between
expression of E-cadherin, B-catenin and
CathepsinD, and to determine their clinicopaj
§thologic features in esophageal squamous cell
carcinoma (ESCC).

METHODS: Sixty surgically excised and patho-
logically confirmed ESCC specimens were se-
lected from preclinical medical college, Xinjiang
Medical University from June 2003 to July 2007,
while 15 cases of normal esophageal tissues were
taken as the control group. Immunohistochemi-
cal EnVision method was used to determine the
expression of E-cadherin, f-catenin and Cathep-
sinD in 60 ESCC specimens and 15 specimens
of normal esophageal tissues, and their correla-
tion with the clinicopathologic characteristics of
ESCC were analyzed.

www. wjgnet.com

RESULTS: Aberrant expression rates of E-cad-
herin and B-catenin were 61.67% and 66.67 %
respectively, and the positive expression rate of
CathepsinD was 60% in ESCC, which were all
higher than those in normal esophageal tissues
(0%, 0%, 0%, all P < 0.01), respectively. Aberrant
expression rates of E-cadherin and p-catenin and
the positive expression rate of CathepsinD were
significantly higher in the moderate-low differ-
entiation group, infiltration into muscular layer
group, lymphatic metastasis group than in the
well-differentiated ESCC group, no infiltration
into muscular layer group, non-metastatic group
(P < 0.01). E-cadherin aberrant expression was
positively correlated with B-catenin in ESCC
(r = 0.679, P < 0.01). The positive expression of
CathepsinD was positively correlated with aber-
rant expression of E-cadherin and B-catenin (r =
0.616, r = 0.505, both P < 0.01).

CONCLUSION: Aberrant expression of E-cad-
herin, B-catenin and positive expression of Cathep-
sinD suggest their correlation with infiltration and
development of ESCC. E-cadherin, B-catenin and
CathepsinD can be used as valuable molecular
markers for progression and prognosis of ESCC.

Key Words: E-cadherin; p-catenin; CathepsinD;
Esophageal squamous cell carcinoma; Immunohis-
tochemistry

Ma H, Chen X, Ma HM, NiJT - RHM, Pu HW.
Significance of E-cadherin, B-catenin and CathepsinD
expression in esophageal squamous cell carcinoma. Shijie
Huaren Xiaohua Zazhi 2008; 16(16): 1757-1762
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B #9: 3834 k£ i A 4546 % (E-cadherin) B-i#£ 37
% (B-catenin)f=£0 4% & B&D(CathepsinD) /&
A B K 0 ISR (ESCC) W 49 R ik B 5106 &
FILAFIER) K R

Fik: 2RI BEARXFE —HWEER
2003-06/2007-07F K Inkk 5F 2 9% P2 4E 52 64
ESCCAHRA60%], F) Btk B154] E % 2%

mE % %4

EERARBE
gk R B
WPIB, R e T
8% 45, Bk
Kempnsh £, &
E#BgEERA
HBRARERS
ERZ—, A&
B R AR A
B % R e
Rk B 45 4 A,
AL EARE
B EHERAZL—.
13 £ 345 3 R
REREL LT
HELZRRAE. A
s, B RE R
. AR R
FRAEE

W@ T E A
i, Sl HIE, P
BARKMBHKES
—EEREKXF KA
B EA
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Wi £ BE WA, R A EAFEnVision= 2003-06/2007-07F AR % 495 BIIF SZESCC

T et al R A
DR
2 AR A
38 R 3G A Fe
& AR 4 ) m & B
OB A
& %, E-cadlat:
AREFETH, &
E-cad M M &3k &
HFRE ALK
WKL, BER
A

W kAR &40 4% F E-cadherin. B-cateninZ
CathepsinD#J & &, 57 528 850K 4m e %
o R IR FLAFAEHY K F .

ZER: ESCCALR ¥, E-cadherinf=B-cateninit
F R K FE 5 A A61.67%F266.67%, CathepsinD
Ay raE R R H60%, S & TEFREA
22(0%, 0%, 0%, 3P<0.01). FIi&rbin. 42
BB R A M E 244540 P, E-cadherinfe
B-catenin# 5 # 4 ik FeCathepsinD#9 814 & A
HETasied. KMz ANELR T ELE
AU, £51R %45 E L (P<0.01). ESCC4L
42 ¥ B-cadherinf=B-catenin®) 7+ % & A 2 EAH
#(r = 0.679, P<0.01), CathepsinD#4 [aH & i
5 E-cadherin. B-catenin#yF# & ik 2 EAH X
(r=0.616, 7= 0.505, P<0.01).

#5i8: ESCC ¥ E-cadherin. pB-catenin® %% &
ik FeCathepsinD#J [ 1A & ik 5 i 64902 18 F=
KA %, B4 M E-cadherin, B-cateninfe
CathepsinDA 7T 4k & FIBTESCC B A2 JF Ao
TG 09 £ ZA5 AR

Xgla: LEBSHE p-ERR, AAEBED;
REBRR AR, fEEt

8, bR, 2818, BIIR - MEAR, #LA5. E-cadhering
B-cateninf]Cathepsin DA BEERMIBIOTRANRER
Y. HFREABZYE 2008; 16(16): 17571762
http://www.wjgnet.com/1009-3079/16/1757 .asp

0 31

T e A B L OB R 2 —,
Pt FE A GE v, REEERZAT 3007 (& 8
R, FHREZREFRETERY. &
FE BT sR 4 /R HA X B IR T2 % 13.05/10
Ji, fEA I fR 1361, Horb s B v Gt 1
R IRIRZ —, HR TR N 68.88/1077,
FLEAT B S0 b Xk R0 R SR AR M, R 28
B BB (A AU TR R . DA, e
(N AR N S 2 H R TE 9 WS S N
K P 210 234k 27 5 V240 W 6 5 5 IR A e s
(esophageal squamous cell carcinoma, ESCC)H
55 K (E-cadherin, E-cad). B-IEHH
(B-catenin, B-cat)fI4ZR & 1D (CathepsinD,
Cath-D)[F13IA, FRITAATTIEESCC A A K e K f7
ZEHR T AR R

1 #RRITSA
L1 AR 3 HOHT 88 P2 BHK 22 55— MY s B2 Be

FrA60MH, F33341, L2749, 4E#E38-74( P ALY
62)% . FAT IR AR AR ZAT 7 L)Y . 4218
WHOZF BAREEAT W B> 9 1= 4 2641,
o348, Jok L gEF# R 3101, kg5 E
299 KAz Sz 154, 4= S IVL)Z45%1. U536
], W B e 2441, [ B E 159 1 B A2
(HF B e IR R 43 em)VEXT R, AR A #4240
g/L W[ o, 5 B I 3, 1B 44 wmE D)
Jr. B PTAE-cad(MAB-0247)mAb. R T A B-cat
(MAB-0259)mAbAIfdit ACath-D(RAB-0029)
pAbIIIE [ 48 I B AR BARTF R AT A .
1.2 7k 3 5E A2 EnVisioni M ESCC
Y12 E-cad. B-catFCath-DEE[IFKIE. HE
ST AL ZUWE N FHMHEXT IR, 0.01 mol/L PBSAR
B—PuE XL B-cadMIB-catPH 4L (4 0 41
i RBE H BA B (R, Rk U] R BEALIE B 104
AL, REAS AL THE 10040 . 1E Rk
FH 20 1 250 = 90%; S A3k U1 A B 44 4
<90%. Cath-D UL )it BH S A 2 ok hy BH 1,
T W 5% BE P 40 B R S A A N F-25% R B PE, B
PEGI MK T-25% A BHTE.

Beit bR KHISPSS13.048 i B4 T
X KL% S Spearmantl ST, P<0.05 4747 Giil2#

2 $8

2.1 E-cad. B-catfrCath-D/E £ R F AR Fe
ESCC 89 £3& 150 H B RN L EE-cad
FIB-cats) B IEH RIA, 40 Ml A7 o, s
MIkZ R Wik (F 1A, KEI2A), Cath-D S TE#R
E(FE3A). 60BIESCCALZ T, E-cadFIB-catdll i
JEE IR BEAIG, B-catil o H A0 Hg 5 B 4 2 G
ool DL i 5ok E TR A MY, S R IA K
5399 4361.67%(37/60)F166.67%(40/60)(E 1B,
2B). Cath-DI¥J MR IA %4 60%(36/60), 151 1F
WA A LU0%)(P<0.01, 1), Ji 4 Mo o J5 A0 35
3 18] ST 4 i L B i (U BTRL (13 B).

2.2 E-cad. B-cat#=Cath-D5ESCCi& k%32
HAES) X R E-cad B Wk LA H A i
SRR 82.76%(24/29) 1 Tk [ 45 i
B H41.94%(13/31), WAHZE R H G2 E X
(P<0.01); E-cadfE IR/ A AR S UL 2H
() 54 K R 3 ) N 85.29% . 73.33%, 43 il
TR R AR RWZAH, %5650 4R
X (P<0.01). B-cat{E LA 12 KLz K
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04T, %. E-cadherin, B-cateninf]CathepsinDIr EE&HRMBIBBIIRIANER WY 1759
MogE VEE T
AR B A A

i . ‘

xR

{BIREECPEVERIA (0, %)

408 E-cad B-cat Cat-D
T EE == E2 oS BH B
W#22E 1515(1000  0(0)  15(1000  0(0) 15(100)  0(0)

ESCC 60 23(38.33) 37(61.67) 20(33.33) 40(66.67) 24(40) 36(60)

R G RS A v S SRR 2R 4350 88.23%
77.78%F186.21%, 73 Jill imi T s /- Al R &
WUZ 4L R TCMk B g 41, 2= 5a g #m L
(P<0.01). Cath-DYEHIRIM 4L 12 XNUZE4 K
R LG A A R SRR AR 40 76.47%
73.33%F189.66%, 73l Tt dl. KAz K&
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WUEA JIEM e g R, Z R g E X
(P<0.01, %2). E-cad. B-catfllICath-DZEJ K
W% o R A R MR IE, ER LG RN
(P>0.05, %2).

2.3 E-cad. P-catf=Cath-DAEESCC¥ & iA#) % %
#E60BIESCCLH L, E-cadMIB-catly IE H Kik &
1748, ¥ 5 R IE 3440, WG (1 R IA B IEAH G
(r = 0.679, P<0.01). fEE-cad il ¥ £ik 12341+,
5#lCath-D 2 FHPERIE; M /EE-cad 5 KL
37417, 3145|Cath-D 2 BHPERIA, E-cads+ i Rik
LjCath-DFH I RIE 2 IEAHK @ = 0.616, P<0.01).
B-cat 1 & RIL 2041, 545 Cath-D 2 BHERIE;
M AEB-cats # Rk 4041, 3141Cath-DEFH
PEFRIL, B-cats ¥ RiA L Cath-DPH P21k 5L 1E A

E-cad. B-catf=
Cath-D £ £ % %
K g B P RY E
KB ARK M, SFH]
BB oK e
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M AZ 5 A A Y
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E-cad. B-cat i
AETRERE
SR e e R A
Fo B K, B
#> M E-cad## B-cat
& B E kT Rk R
Jy Yo ) A B R
an e T AR
Fadb B E
ik

. / E-cad B-cat Cat-D
e T smman % REFEN % BHEREN %
DEE 8 26 8 30.77 10 38.46 10 38.46

mafizy 34 29 85.29 30 88.23 26 76.47
PERE  RKERIE 15 4 26.67 5 33.33 3 20.00
SINEN= 45 33 73.33 35 77.78 33 73.33
MEBER 8§ 29 24 82.76 25 86.21 26 89.66
Vs 31 13 41.94 15 48.39 10 32.26
K& N 36 21 58.33 22 61.11 21 58.33
] 24 16 66.67 18 75.00 15 62.50

K@= 0.505,P<0.01).

3L

E-cad/& I8 340 2 5] A 6 B 10 45 A ik
5 R 25 11, B-cad i R i 5 7% 28 B2 M (a-cat,
B-cat, y-cat) & LZ)E 140 M i 2L 4545 T2 s &l
B 24 R 2 A K(E-cad/cat), MU SN HE
B, e EAE S AN SRS, S5
SR IR 12 ZE REEREAT 9 B DA CT™, B AT ST
AE B LR . Bl SRR P E-cad R IA
R R, 2 ik iR A L N D R s SRR TBO I T i
AN A2 BRI, TR e alM SR, Bl
R W AR R A R R R B i AN I
PRI IR Sk LG #6 RS R 2E, E-cadBHPER
L TR, HE-cadItERIAEH ARG E KGR
HLEB 2 AR R, AW 4 3 8K, E-cad
TEIEH BRI b B IEH KIE, MAEESCC
o HH IR IR ARG, S RIE %N 61.67%; LB
HFHESCCHUFEBEMI BRI B FE 1) 35 n &%
WREEEH R I KL, E-cad i RiE R T, 7
/NE-cadlf] 8 RISMEHESCC X b RFER
R, nIVE MR UG A RG> Fhrik. JERI5E
AR SR O A P B -cad W R A, A
LR Ry iy 2 A i O Nt
PV, 3K — PG AT B IR 4 o ke G
YRR EVERL. 5Kk A et al'WF5E R W E-caddt
i 8 FCpG & FILEL T e 2 5 B W g I &
Az H AT, FEXHE S T E-cad P FE IO DA LH] 1
RERNHIFST.

TEcateninZJ& 1 LA B-cat 5 IR I X R A
) B-catbR S E-cadh A 541 MR N S
4h, S5 Wntfs 57 P YB-catiE (A
B o ol B R SR I, 3 R Wntfs 5L S8
6 1K) 5 5 G, B-catidE N A% N 5 S I N

TCF/LEFZ R % 2 45, 4R 0 T ilfe S AL A
CyclinD1, c-mys“5&3 5N, FEUMR 11 K AN
Kawasaki. Zhang et a/4Ri p-cat5 45 Wk
LR RN A5 2 Bl IR R A A DR, Sk R
et al™ N FH 4 21 AL S PYEAG Ml B-catfE 10041 £
EImALIPNRE, BT RARY], B-catfE sk
T BEAR AR AR 1) B B AL 23 e i IR e,
ML L BN R Rk Em, H
B-catS i R H STAAFRAL, I HB-catit i &
LS EERRIE AL — € KRR, AL
RUIR, B-catfE IEH &E R F g 2 IEH &R
1%, MAEESCCH BB AL FEAC, #650 thEL40
JHLJEH 1 S 6 G 1, S R IL AN 66.67%; IR
I AR RVUZ ARG kL g5 5 R 41 P B-cat
SR RIE RS T A Al KRR Iz
FITCH L FE A, $ERB-cati i Rk F I
Wntf5 5l % 7 0E T EESCC R AT g 2 B
WIAE; 1M B-cat i i R IA T BE-cad/cat A 1A 45
IR R A D e Rty 2 MR iR 22 Bl
WHE LR 2 —, AIHE2ESCCRAEK T
e 1 I S0 <R A

Cath-DJ& —Fh R [ TAZ R INEEN VING, |z
AFAE T AN IR (10 4 20 i A0 b 8 4 i, A R
Cath-DEEW RIS G . 40 f oMk R 25 4 41 21,
NI A S5 fih T8 4t T ) 32 90 R0 e RS AL Lk o
— PP E AR P, SCT Cath-DIYRIAFEFL IR
B PR S, H AT AR — 2 i, 45K
Z B IUIA A Cath-D iy Rk 27 s A )22,
R Z et al” R G 416 16001 FLIRSE AR
AT W, KINCath-DFRIAE G GRS ik
RANMERREZ ) AT R, PernCath-Did FERIL
5 5L s A MR v AR K AR B D) G R, AR
Cath-DF 35 5 M 45564 o W] WAH SGHE, A
Cath-D7E 5% W 40 MOk 25 58 EAE AR,
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Abstract

AIM: To determine roles of gastrin(GAS)
and somatostatin(SS) in ovarian cancer with
gastroparesis syndrome, and therefore to explore
approaches to early diagnosis and treatment for
ovarian cancer.

www. wjgnet.com

METHODS: Fifty-six patients with pathologi-
cally-confirmed ovarian cancer admitted to our
hospital form January 2005 to January 2007 were
divided into three groups: normal control group,
ovarian benign tumor group and ovarian malig-
nant tumor group. Radioimmunity method and
RT-PCR were performed to measure expressions
of GAS and SS in the serum and tissues. Their
correlation with ovarian cancer were analyzed
using ¢ test.

RESULTS: In ovarian malignant tumor group,
expression of serum GAS was elevated while
serum SS was decreased. There was very sig-
nificant difference between the malignant group
and the control group (GAS: 146.6 + 28.8 ng/L
vs 83.5 £ 144 ng/L, SS5: 162 £ 39 ng/L vs 52.1 £
15.1 ng/L, both P < 0.01). There was significant
difference between the malignant and benign
tumor groups (GAS: 102.2+21.5ng/L, SS: 42.6 £
13.6 ng/L, P < 0.05). There was significant differ-
ence between ovarian benign tumor group and
normal control group (P < 0.05).

CONCLUSION: The expression level of GAS is
increased, and SS is decreased in ovarian malig-
nant tumor group. Celiac factors and body fluid
factors may be responsible for these changes.
This is helpful for the early diagnosis and treat-
ments for ovarian cancer.

Key Words: Ovarian cancer; Gastroparesis syn-
drome; Gastrin; Somatostatin; Early diagnosis for
ovarian cancer
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Yamamoyo et al4k
B GASTH IR B
A A=MTL# & 49
MMCII # & 3,
1R IR R s
HEE ARG
iz %, MiEDGP
EH R EHREZ
MMC Il #7:Z 5h.

A IEE SRR, P RO R 4L fe 97 R SR 40
GASH=SS# 3% %, & & RT-PCR & o i
BB P GASHSS kL, it F o Hr ik o
GAS#H=SS 5 9p 3 AR K% 1.

HR: W EASREPGASEEAZ.
SSE ML, 5 EFTRAIE 2 FIEF
2% (GAS: 146.6+28.8 ng/L vs 83.5+14.4
ng/L, SS: 16.24+3.9 ng/L vs 52.1+15.1 ng/L,
¥P<0.01), 597 £ R M BL(GAS: 102.2+
21.5 ng/L, SS: 42.6%£13.6 ng/L)}LE&, 2% 2
% (3P<0.05), 97 S BB 95 2040 48 o P
GASHSSk ik 5 EF 2T BuILK £F 2 F
(P<0.05).

ZEiD: 9P R AL PGASEL EAH, SSEXT
M, A EATAE R E AL KRB £
VER A %, 397 55 69 T B4 W o0l 57 A 45

X809 IR EUE; BN BWE, A KK, WEE
BHIS 0

ENE, KK, SN, 18, RBX, XK. SWRVER
HERECNEREZEERMRETOER. BRENBURT
2008; 16(16): 1763-1767
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0 515

5 25 (gastroparesis syndrome) & A R UL 1)1
PEIFARORE, H A B R H 3 ) TR, BHEasiR
A AL, MM B W B R AR
T, B MK X REACA R, e DU
5 2 77 (R Bt 11 e BH SRR, S R 1) s S A
S Z I, BPIRALE H AT R, 4
WHZ. BT 5. AL, & e
AU ZEELAG S, By Bz si G
VIR VE R, i B i P (gastrin, GAS) M
A KA # P (somatostatin, SS)TEE HREM) K 4K
JE A EEMAL, BTN S, IS A
h R A 5 G R, BIELE 5L, b
A B FUN G RTE R - A A IR, g8 2=
S, IR G HUHRE IR s PR AN P IR K TR 1
AR M fRRE I AL A A7 AR R SO N A O S
UARL R FEAE R, 5 R R IR R s B, R
.

1 #RFSE
1.1 ## 2005-01/2007-014F [ UF &9 HE 56451,
A 1997 EWHOZ Wiks ik, Bl sat F

A BEE SE, PR S3.6 - 14.78 . ToHE IR
s, TG B W s, I DR IE R, TG IRy
S SR B bRIC AR RN 4y IE 6 R
L1141, SFRIERYA7.1+6.7%; B 5 R R 41
154, F-RI4EHR45.6 £ 11.3 % 51 SR 4130451, V-1
FWR53.6 £14.7% . i1 wk N AR HT L IR
F H2SZARBRA S o7 4500 B N 43 s
5. BN R &, FT-6134
B 24 25080 M A, 5 EGEXHR K Spect
Z L, H A Pentax-EG-2901 H, T~ 5 45 2%
1.2 7% MWHSEEGEXNH kSpectiZ ZFIHIL,
RAEFFFE128 X 128, EH#8 FLEHR. Zik#H =
J510 h, 752 minN & B REAA SO PRI (200
gIfi £ 5+74 MBQq99TC-DTPA), ik -4 7 R
b RS XA S, E SRR, BE15
min KA LIE, (AR A6V, P S AbHE: i B HE
XA R B, AR U ] 5 ] BN R IX
B At B Hzs R, HHEE R 2k
IS [) R0 HE 2 M2, B B EAT IO 1 I A IE
(KI1-3). M e 28 fr, UCH = 20 M4 0 ik il 4
mL, 72 mLE T 2R, 5 4 B
RFIGAS, 51— M IIA100 g/L EDTA-—8430
uL S AWIKEG40 pL, 4°C #0210 min(3000 r/min),
M FFS S, & YW A7 T-70 CUKFE IR A7 52
WA EEMN T T B S EERT]3 cmBLA)
IR 250 286 3 R 18R, T80 1= 70 °C UK A DR AT
Ay,

1.2.1 GASH=SS#y 3% S, 70 AR HLFRUEIEERE
Mg ; TR hIbsUE th 2l =FF A S 7. B/Bo% =
[J{HEB(cpm)-NSB(cpm)]/[Bo(cpm)-NSB(cpm)]
X 100%. AFRUEREB/Bo% A ALK, LAFRUEN E
JIREARRR, RN R R bR i, FES A
CLRIRE 7 20T 5 B/Bo%, fEFRUE HhZE b 7t AH Y.
IGASFISSIK .

1.2.2 4K GASHSS mRNAM % : §%TRIzol
TR Er U W SR UL 2L B RN A ANk
JEVHAT RN AZESE, JRCE-70°CUKARORAE. 519
J¥%1: GAST-human-Mrna, NM-000805(61-890):
230 bp, 55.9C. GAST-F 5'-TCT TTG CAC
TGG CTC TGG-3', GAST-R 5'-GGC TTC
TTC TTC TTC CTC C-3'. SST-human-Mrna,
NM-001048(306-562): 257 bp, 53.3°C. SST-F
5-CAG ACG GAG AAT GAT GCC-3', SST-R
5-TCG CTG AAG ACT TGG AGG-3'. JT]B-actin
JNB I, 51975498 bp)B-actin human
F, 5-GTG GGG CGC CCC AGG CAC CA-3',
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kcounts/sec

6
Anterior
POST2

-20 -
0 10 20 30 40 50 60 70 80 90
min

Linear Fit T 1/2(min) = 39.56
Linear Fit Slope(%j/min) = 1.26 Tc_99m
Raw Data T 1/2(min) = 16.74

0.0 142.77 170.49 119.56
23.0 4477 5782 3458
45.0 1500 19.92 1131
64.0 3 980 1343 716
82.0 709 921 546
89.0 696 932 520

9
o]
w

7

H)
£ 2
=1
<]
O

x

100

6
Anterior
0ST2

% -

0 20 40 60 80 100 120
POST4 gmin

4 Linear Fit T 1/2(min) = 47.74

L Linear Fit Slope(%j/min) = 1.05 Tc_99m
Raw Data T 1/2(min) = 19.89
1 0.0 478.16 630.18 362.82
2 370 3 3 3342 4367 25.56

W 3 580 8 2517 23.09

" 4 950 2683 2446

5

6

L] 1020 103 2559 2256
1030 2526 2388

Posterior

B 2 NEREMEBELERESHTESE.

B-actin human R, 5'-CTC CTT AAT GTC ACG
CAC GAT TTC-3". fEWHE 5% [ WA R&20 pLH,
IIARNA 2 uL, 51%1 pL, fE¥% 8 &4 Nk T
SV, BleDNA 3 uL, [R5 14)450.05 uL, Taq
DNAZE A 0.2 uL, JIAPCR N AK R 1.
V454 94°C HiAZ 13 min, 4R 594°C 45's, 52.5°C
60s,72°C 60 s, 72°C 7 mindLHE4T35MGHE.
PCR™“HIHI15 g/LEEIEHE FaIK, 7R 58/ MEHHY
N4E. PCRAHIR 20 o/ LEAAR LI FIKAS 2,
LRAMEFACT WL, IR, &0 RacH
Fi 0 P K BEAE, TS mRNA
FIRFEE( 1), LhB-actinth S, SRk ILAHXGME T
(GAS gene) = GAS gene/B-actin, 1 (SS gene) = SS
gene/B-actin. LI ERNAZLK A gonmasonm =
1.916+0.118, H/RIFAFHRNALLEE . RT-PCRy”

www.wjgnet.com

P

[¢]
Q
]
=
)
2
c
>
[=}
o
=

1% 20 40 60 80 100 120

#min
2
Linear Fit T 1/2(min) = 55.39
Linear Fit Slope(%j/min) = 0.90 Tc_99m
Raw Data T 1/2(min) = 29.51

4 1 115.00 168.20 78.63

2 69 11769 5261
3 { . 7466 25.61
4 , . 3566 15.19
5 5 1463 882
6 1027 1228 858

6
Posterior

B 3 WEEAFEFESHTIERE.

ABCDEFGHIIJKLMNOPQR

4 GASEEXXEH. A: maker; B-D: IEH % HEZH; E-F,
P-R: JPERIZH; G-O: UPELmA.

ABCDEFGHTIJKLMNOPAOQR

YNELRRL; B—C, P-R: YA

W20 o/LENRRERER VK G, BAMNERC T ]
DLy 2 R e gk, HOH ER B B
Stz Bt BERANse V)&

it 2 GASHISSHI A fmean®=SD
Fer, A LU A AR 56 e K 56

2 BR

2.1 GASH=SSE&F IEH X 4] GASH83.5+
14.4 ng/L, SS}52.1+15.1 ng/L. Y05 R PR
GASH102.2+21.5 ng/L, 5 1EH 6 A LK %
S B #(P<0.05); SSH42.6+13.6 ng/L, 55 1F %t
IR ZH L3 22 5 B35 (P<0.05). BN HUR4H: GASH
146.6+28.8 ng/L, SS}16.2+3.9 ng/L, 5 1F ¥ %t
HEZH B 22 S Al 025 (P<0.01); 5 59 8L R VR
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W @ 5 20 H IR 25 53 .35 (P<0.05). A0 g A= 55, SSTRE /358, SSTRI/ZSSTR

AT KEIP
fRELTRER
e VA B W K AR £
M BE R AR, A
— 2oy F RKME
o 24 16 K 0 35 F
L.

2.2 HFABGASHSS mRNAk & [F & X}
20: GAS T1H0.338+0.313; SS T 140.756+
0.302. U HL MR GAS T 140.408+0.439,
L5 1E W 0T 4 L 22 S W 35 (P<0.05); SS T {H
90.52140.232, 5 IE X A L2 57 3%
(P<0.05). 4] GAS 1140.662+0.301, SS
[ 0.326£0.282, L5 1E WA AT EL A 22 S AR
WEP<0.01); 50 RIER AR % 7 W
(P<0.05, ¥14-5).

3 e
G 59 B AR SR I 22 Ay el M I K B R A
U AR 2B T B, AR PR L L3 O S oK,
ToIRg iR 283, U5 AT RER, A AN
R OXECRERFR AN AL IE B TR B A (DI
KON U T IR I A (2) B P2 52 0
Jifr, I SR S TR 2 ) ()b R 52 S ik 2=
5 i J KA T A 832 ) ) R 1 Tk A
H, WS i MRS S KT 2, Rl
— R E A AR

GASH H SR h Al W%, 25
PR 73 Wb 1) T B T R, 6 R AR et
Ihfie. GASHE NP i, i ik AL e 18 A
FAR KT E5 Wi 3 A0 R HE 25 AT 40 B0
T, AR AN, BRVBCRIE A5 ) ) 7
W R AR B (U 4 A2 B, HoACSP B ke —
SEFERE LM T IHALE 9k THALThREY.
HER I GASER AT 5 B MR W ok, X H [z 3)
AT SRR R R, R S T R S B
GASI)FEAE R AR E R SR IX H
FhS (007 2% S RE A F AN 92302 50 S S
LR 1R, FEATSS-14M1SS-28.SSZ A4S
FiE Y (SSt1-SSt5), 434 TN EENREIX, & T-G-1&
FABIC A2 R ST, SSilid 5 X Sk 5 1
TSR AN g IR R 5 A5 52 A 45 5 R A5 L B
HUm R A SSor by, TR T ATGASIF)
FEIE T, G A SHIA BRI 3 W3 n, 51 E
T AR AN U AR B W R, AT
B H HEA Y. Yamamoyo ef al” iR IEGAS T
W E R FMTLE & MMM, Al e
B Wis s N & e figs), mAiDGPEE H
SR Z MM CIHZ ). SSHE I i 41 i 5
-SSR S SSTRIM TG 11 5 IR TF I ER
PO BRES FlaE . BB R IE G, fEH T
AR N RN N E LBV X (I g
AR YR I R B BRSO . Na'-H AZ Al

RN N AR IR 52 A, 76 W 4 A, i,
HRUGHE 2R RIS L, HA S G A
E. SSTRIWLAES FHNHIACTE M, W idcAMP%
36 5 ELAT 5, A TR OX A 28 2R 400 A b I HE A A
RIZEN L AL ThfE. SSYETT K RGEM
W i A2 A, SRR S S AT
UESE, % R 40 140 L RERE A LR IR 7 I & A
LR ) g A A X g R 40 A F A
55 RS L 0 T A P AR AR 3. SSHE A
REVAATIH T, VR TN AT L1 8 k32 4k,
X 40 M G % Th R R HE A, s ik S SR
AL PSR A INTpeNE I POl =8 7B S
Go B (T, ST S i a0 0 s % T i 10 1) £
PEHT. 2 S0 4 S WA W A0 TE R TR 1Y) O S5 e
BE RPN ZSS, T T i i h g A
R, AN S e L — R A I Rk
SSIPH = 55 51 S5 (1 510 01 ARG, "R
P& F2 G0 AN RE BEAS TR T H AN ] ) V. GAS =
FLEH /N IR GA MR T, I AFAE T & 4120
Y E NN 1A= VS =PI
Tl i i k. B B8 6 I G A SARAR AL I AN
THAE. AWTUIER, DS A 5 ERGASHIAR L
B s 1 R, LS BRI KR, 51k
HW L E RS UL THRER L (DRZERS
BN R N 5 B A N, BRAR TS
[V WL R . it 5k B 3 T
(MK g o B PR 5 ML R 22 5
iz g5z, (3)F Wi a] fe & A i 7K,
BT T m, TS sh 2= 153 (4)
JE R R A0 22 52 B S ), 15 2 2208 ok AR
REpi 22 = Wis 3 2 BH; (S)REH . M &
S AT REID R o A T AR, A B
#=IE.

CININE S5 E iR s 10 7)) s 2
T B RS B R T R 5k, PR e
Y AR O B R AR RS, TR 0 )
A, LR A B & A 1 T AL TE IR A 4 5
PRGBSO, N5 R F . g 4 2R
AR 285 R T A R DR B S5 i 01 3R I
FEW R, ALREELKY, MIEGASHISSEH
B FE A ZIRT-PCRAT MG ASFIS S JE PR R 1A
FA— 80Pk op S 4 5 0] B4 RN o S8 4t
B A 2 S W SRR A B, IR
W3] 2 R A B A DR 2R AR s e hT g
GASHISSAE A, BE i H IR IR, XT N 59 11
N S NN SR D YN E A -
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Abstract

NADPH oxidase (nicotinamide adenine
dinucleotide phosphate-oxidase, NOX) is a multi-
protein complex producing reactive oxygen species
(ROS), present both in phagocytes, being essential in
host defense and in non-phagocytic cells, regulating
intracellular signaling. In liver, NADPH oxidase
plays a central role in fibrogenesis. A functionally
active form of NADPH oxidase is expressed not
only in Kupffer cells (phagocytic cell type) but also
in hepatic stellate cells (HSCs) (non-phagocytic
cell type), suggestive of its role the non-phagocytic
NADPH oxidase in HSCs activation. This paper
reviewed effects of NOX in liver fibrogenesis.

Key Words: nicotinamide adenine dinucleotide
phosphate-oxidase; Reactive oxygen species; Oxi-
dative stress; Liver fibrosis
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il 2
IR L IR B e B R v A% B B R A B

(NADPH oxidase, NOX)Z—#t % & & i &
AR A, A e T B tm o Fe 3F vk
20 AP, AR R H TR IR R AR A 0 T R
(reactive oxygen species, ROS). ATk, NOX
AT A e e A2, FFRBEERARA. BE
J& B e AN O X R ALAE K up ffersa it (K C)
(G m e i) A, AT 2R @i (hepatic
stellate cells, HSCs) ¥ (3 & 2m f. &) ) B AF
1, B NOXAEHS Csty &AL P & 4%
VER. A LHNOXEN L AT i A2 o P
ALHGAE A AT 4R A

XH213: NADPHEfLEE; 15 R, SAALH; AT &
314

B2, . NOXRIEARTAETEWER. BRENEAE
2008; 16(16): 1768-1773
http://www.wjgnet.com/1009-3079/16/1768.asp

053

JHET e Ab 22 4% % T I JORE sl 45 )5 A 2UE K
IR SN, 1 I 4 S 71 3 BT (extracellular
matrix, ECM)FF 2 5 16 7 8 1k B2 AR, B
FCET AR, I JSUAT S5 A B IR, 51 R T 4
. FEIFET Ak rh o R 5E 1A FH IR 2 SR R 4
Jfd(hepatic stellate cells, HSCs)!"™, % (JHSCs
HAA O KEECMIMAE . BF9T R, &
% % (reactive oxygen species, ROS)REHHTHSCs
A HARAF LR (W B TR fe ) TR AL TR EEm AR,
FEA ST B3 RO EF A b R4 T i A O
18 PR JH 4 47 B 5 RO S K & AR AT % 1) 4 4
TR A E A A A R T 0 D
PRI I g FRR MR NS A T IR R IR A AL B (NAD PH
oxidase, NOX)/ 24— 2 8 [ I 3L 41 ) 52
GVRIE T REETEAE . AR SO HAE 21 44k
0 son EL AT R (SEEESS iy I

1 A4 5R0OS

TE TR AR 4EAGTE B T BEMLD, ROSHY
T EEAE”. ROSEIEHA N T(0,). it
ANEH0,) F2HHIEOH)M—EMHLANO)
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8, R IET A A R S AR, A —
FME G (eNOS) LR AR RPN EE. 41
o €4, 2 P45S0 ITE1(CYP2E1) FINOX M TROS
(AR, Horp, NOXGEROSH B, BFIE,
NOXAE A W4 M (K up fferdi i, KC)PURI AR
W 41 (A JEF AR 40 B, HS Cs) A7 . 18 P T
T IF, ROS ™ Az 2 a8 s A ARG Bt i g e ik 5t
PEBUAALBI B R G L B E 1, I RIROS
Mz HENWEY RS, T, WIDNAL JIEH. &
FUTRAB KA, 3% — I FEAR A A B
TEWTRTYE . SRR ek . BRI ffiy Atk
RS A L AR T E A IINE A M E i
T o Al 4B 2R Hp VI U AIE S AR A N B A7 AR
AR BANAS o A P 3 03 1 5 L, T) I S et
KA A 2P B T AL R AT R AL T .
B R FH-IB TG i 444k (lipid peroxidation,
LP)M 5, [F) T8 B 2 B A s V) 0T, i i
FIRRZ . MR FE A 0SS 5 IR E &
IS R EF A0 TE J, 1k A A I TR ¥R R T 4
(hydroxynonenal, HNE){E 424~ 5 75 ) HI g it
A=z 50 S MAET.. Mallory/IMATE
J§n HSCsTEANFET 24 LA H P 98 hE 40 v
TS AR . [RI, HS Cs PG Ak (1) 3 4 bk 41 i 75
NOXAE R OS A= A Sy 575 75 A 7 4 mld ) 2
2 5 HS Csii AL A FE I 1Y, LRk 27 44k
TR i T T A A

2 NOXZKi&

2.1 NOX#y £ MA=oh e NOX(JR A Z 4l futa
EB)AAE TAMIE b, w40 Rt 2 CRI i 2 I
W AL R (FAD)E . 1 H i 4k W H g p-
91PN ANOX2), HT W HEp22P™, pd7™"
pA0P™ ™, p6 7" /NG Tk [ = I 1 WA A% A
S HRacl BiRac2" e Ffaly FE4H 1. gp91™
ANp22P T4 M RN 4l o SR I, A AT TR Bl
AR AT G AR A 41 (7 25 b558(cytochrome b558,
Cyto b558). 55 M i i) i A J LA I JE 45 45 b
AT IS TEINOXE A1k, Hrgpo1™ e 4t
I IREW I, 5 1MNFADFI2A Wk (ML 41 %
Oy FAHIE. p22P"MICK I — & & I R I 2
EL, W AE SR 45 AN OX [ B it I8 7, Mifi &
FEGH P9 1 VE R W FL S P 4 i b T
ROSH: 12 i AW 4 i AN O X (PHOX) ik )
WP AR 2 5 I 20, PH O XG5 S b 1 1 1k
IS IR, 22 2 MAME B, a7
TR A S i A ) A5 B ) T, TS R )

www. wjgnet.com

p47"*, p40™*. p67" FRacil it p227' b &
IR I 2 5 2 8545 T8 il 5 O A, IX P &b
HRE AL gpo 1™ MM G R AR AL, FFHIE I T
HL T IS RIS Bl 0E 1%, 724 KE=ROS, HEZ
A NAZ 0 S AR ), AR 2 R B 4 s R e
RAFEA T D VE R, De Minicis er aliff53IA
h, pATP O B B R P AT A S B A .
DA AN O X R A 1E 5 W0 23 %8 4l M 3 psec i g, B
DAAZ 0 PRI 2 52 38 o 55 T 4 1.
22 NOX%& & #ak WAk, EA R FP AR A4l
JRAA IR 1 R B T NOXAEAL W Fgpo 17" [ 95
Wi, BINOXER K%, ANOX1. NOX3.
NOX4, NOX5. DUOXIMDUOX2™, KyE4F
W3 41 HIR O SI¥1 7 A= $2 A1k L UF 4512, JF ks A
TR ROSIAE SN, A £ 4k A I WE T TT
HI SRR AR A i 2N O X/E 45 #4 Rl ) g
EPHOXAHLL, B4 H 7314l iod f 38 Ji
PR A B AR, T L BRI TR B — &R A
ROS/)), A #i5 i, AEANR41 I AINOX
b TARR IS HARTETEIRAS, g HAE R OS
AKPA A e W 40 i A e 9 43 2 L. S
W4 IR OS 22 b5 1 E P HAN ), AR L4
IR OS 3= HEAF 0y 55 — A5 A i 4 sl [l 422 4 H T
ERER A X LIRS b 1L N A B R AL
TR, S5 20 M B R o 4b 55K 4n 1 A=
YIRS, IR WS RS, i Rk
# I (Angll). M/MRATHAKE T (platelet-
derived growth factor, PDGF))H Il & /K F3&
T2 K e A (2 HER O S A At 2 il ik
P38M A PK sl 11 R W8 1 10 R V5 AL (A K T)
S P LR R I SR G S 5 AR & A5 5K
PR,
23 NOXEA RAEMAREME L5 H NOX
B SR REOT LAy R 24N K 1) 45 K3 N (1)
G 7K 5 58 X R C o () 35 3% 2R 1 45 5 X YL %
FEASGAX S LZFADS A E ARG
FP450iL 5. ferredoxin-NADPEILIL 5
AT IS R NE. NOXZK KM 2 T EAT
564-7372 [0], ABATTESAT 645 iy B, —SefR~F
(X B ] it 55 NADPH. FADI 454545 k.
NOX1 EBEAE M R4 furh 2L, 1
P AT B, 2R B NOX2 K
PRI AP, NOX3LE A T[4 & f A7 ik
i, W R I A7 AN M B e 2, E A
TR AT AR Y, NOX4 3 B 4E B IE 440
KERIE, v RS/ 2 EKROS, 1 HAHK:

A7 B A 5

NOX R # 12 I &F
AP s E R A2
kB N N EE
0B AR £
RiEEREFT
NOX K # 2t I 2
Kgm ARy EAL, R
H ARG RKRE
. o HATAG
ARKAF AT
S RAR 4F LA
RN ERER.
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WA #H AL
AL A% B LS
FANOX R %1
FF&4F 4 & 2 &
i A2 P T R
MAER, LA Z
FF 2K fm o B Ak,
IF o R RE
M. o/ HAT4L
ARKEFFRH T
N RARLF YA X
o e B AR 3% 0 BF
TR,

THABN ADPHALEF I FE 1 754LD. NOX 1.
NOX2. NOX3. NOX4KIFEE L THCa 1=
5, M0 AR TR BN i R IA N O XS 1T
TR Ca K 1, JEBEC IS 18 i
TEPEREERY. NOX2 (M [FIPEDUOX 1 FIDUOX2
SRR SECY, AT BN L N R R
Ik, FURE S FLAT — B )ik Ak 4 g 5 4
BEPS7 5348, NOXO1(NOX organizer 1)/&p47™™
() [R5, NOXAT(NOX activated 1)4&p67” ]
FPEYCY. e al I, NOXER X ik %k B4
AU, (R TR] A #8 T LLAE R OS. Fi5k
B S S 1 i I o A R S L e S FR S
DAME——Fl@ A8 41 A 75— R AR LR, i
SE R E AR IS BERT. 524, HSCsHh A g4
HZIN O X (1 ) 45 K R BE IR AN e Anid 2, R
B AR ZISTIE B pd 7" MR ac 17EN O X T
b B A T SRR

3 NOXFEHSCsPAVE I R BB AT 4Nl
A — RBUBEIT 7R, HSCsH JEA g 4h i 7
NOX EZRAEG M AW 2 AT T g™, &
B OLT, HSCsH U™ 4 /b8 ROS, H{EUWIAng
I 435 2577248 KRR OS, SRS N i
A2 HIAA N HS CsHNOXEME iR 15 2220
AR IR b — IR NOX T HE i i k. M
PSR VE I 28 S5 BT AR A 10 T 2 2R A N
TS B A BT V200 92 S 7%, NOXVF 22 30 JE 1) Hi B0
W95 B, IENOXT. NOX4. pd47™",
p22°" Flp6 7P A R T AR PR S B 1, LA
IR AL R I 2 A7 . Bataller er a/fF 5T K B, HSCsfE
Tk AL R ANOX I LB R, AngI13E
1k 45 ST HSCs# T HIAT-152 4K, Adipa 7™ R4 72
WAL, WAITNOX A, HIINADPHA LA
#12, /- FROSIIIEHL. 7E5E3L NP, pd 7™
rHRE ST S I 22 SRR AR Sk VA R i k% 2 e E
NOXFEALIIVE . ARAh 5256 & Bl pd 7P & iy v
S304H1S328 1) 22 Z 1R, ¢ AK TRERR K, J 1% L4 o,
[N Sp6 7" R A B S 07, MRS 28 s, 5
W Kegpo 1™ g4, WIHRNOX. AKT 5 i RmEALE:
-3"J4 ki (phosphatidylinositoi-3-kinase, PI-3K)f5 %
PIE R, AK T4 PLI-3K MM 1K) pA 7P i T AL

4 NOXSTSHYANg Il {EFF A 41L1ER

EHSCsH, NOXAF Ang [T A& #5 H 4 5 40 i
{5 5 BB HE RS, X — RIS R4 ie
— 3 RN, B Ang ITR/EBH B

AT-152 4K, 7T DL, H sk e 15 M JH-2 47 S 56 5 4)
IR PR T I R e £ e AL RE . P i — &
I, Paizis er alt i, Ang 1L /ENTHF TP L £F- 4k 4L
VEHYS B 32 % THSCs Py, HallidNOXE &
PR ROSHR &A1l e B FE HS Cs IR RF4E:
b5 SRS

W DCFDAYE A%V R, H110-8 mol/L
FIAng I Ty AHS Cs 5 il 15 $ROSAE &
S E BT, T 2443 5 N O XA 5] - P 2R e il
(diphenyliodonium, DPT)FIAT-1 W71 570 11
Ji7, Ang 1115 FHSCsHROSA i S 2 kb1,
HSCsZ INOXIH A =A% Ang 1T R (1) 52 56
WFsE, HSCs LT RIEMAT- 12 A HH#: 5NOXE
AARFIE R, M2 5055 40 i N 15 545 2 10
YERI™,

NOX W Hpd 7° A% b (ITH S C s K A 1
. pa7" M BRI (pa 77y N B )02
{160 FH - F 0 s 40 > R g 4 2252
HINOXPHEIZN. W50 R, Ang Il AT LA S
B AERICSTBL/6/)N FRHS Cs IR O S AE B 18 i,
(B p4 7PN HITE Y. 554k, 10-8 mol/L
I Ang I v LA T BF 4 T C57BL/6 /N FRHS Cs
FIDN A 8 n & 40 e f AT, TR 3 S ER KR
c-JunffBERR AL, 1EAEPAT™ /N il b 20 % % BLIX
PR, LA, p47" /N RUAT IELE 5 45 $L(BDL)2
wk J5 (1) 44 1 B R A B AR R CSTBL/6 /)N B
W R AE. M T B AERLCSTBL/6/D B 5,
pA7"M NP A I R A R R T D, I SR AR
8%, HBAM A MR, 25 ERFR S 1R
Wr, NOXAFIFROSA BAEAng [T 5 T JHSCs
WA R IE T EEAEH, Horppd 7Py T Ok
PEA . BRIk, NOXBAHIE, Joi & FE KK
[ p4 7P S N FHDPY, #1T LASRAR T £ Ak 1)
TR, X BN HAng Il HS Cs BT 41k 1k
FHURSS AHOC.

5 PDGFHINOX

NOXTEHSCsiifi b & 45 5 B H A IR 4%
Ty — s ag s K. o, PDGFEAHSCsH
g T A S A 3 R, Bk ) i i
NOX A 5 Ho AR U N 4 938 41 234k 2 iR
P A A8 B AT Sk 18P 98 SRR RE A A
JFAL AT HESE KL, PDGF A PDGFAZ 4 {E
mRNAFIE [ UK Rt Rk, JF 54 210
P 0B S ORI BE 25 AH O . IX BB RIE 5 4598 ik
FU 4L 7P D G X 12 P JH0 555 1R 1 4k Ak TE
BT R HEVE . RS g 2, P A
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Mn-TBAP(100 nmol/L), 5{# FIDPI(25 pmol/L)
LT BEIRR 25(100 umol/L)XfHS Csit4T 11
&, PDGFESHIDNA A B2 HHLH i T .
PDGFAHINOXIH] f’JAH H.AEH 3 FF TNOX{EHSCs
S O A FH PR R A

6 AT/IMEBIENOX

B Z AR A3 RN 7 ] LUBENO Xk, JET T
0 BT T SRR T M HS Cs A Wit J th mT LA
WNOX, Ml SEHSCs IR E Hal( [)Fik
R T ANMA T 1 S 1 3 [ R
AIE. VT /INAR A A W S AN S0 I8 4 T A
TGFR1™, i n] LMEHEHSCs 3L, Zhan ef al
W R, T /MEBEEE THSCsH IINOX, M
T HE— DA HEH S Cs I35 b RN 4T 4 4k (1 T 1.
X o= T ILULEN A 1 (a-SMA, JULEZT- 44 41 i 1)
Fr & 2 1) MIE-cadherine 1) 0 F 4L 4 1E I, HSCs
R S PR TN AZAE. HSCs P T2k
TEEHBINADPHIROS 48 n. sz b, 3
T /INAA I S 10 A8 N 38 40 T 38 0 80 g
DPI(10 pmol/L)FTBHIKT. %5 4h, FEHSCs P A 52 5]
T NME TS I IR B ol (1)30k Bt
PiDPIMH]. ELAR, ik 25156 4 L1k ) i 32 o
— AR e 2 P A R 1R R R, I e 4 LA
IR L EFNOXAEH S Csifi Ak b % 4 51 3541 1)
M45ie.

7 &R

HSCsH A LA W 41 i BN O XAF LE I IF FU 45 18
I HE— RO S B A AR YA e
B B TR R AE T 2 KR . B4 SRAE
5, HSCsHNOXZ 5l 1T HS CsHiE A i 72,
JrLAAng T« PDGFE T2/ MR IENOX T T
HT LT 4aA R, AN OX S 5 T HoAb AT 40 o 4+
AN CUTARTAT P B2 350w 2 Db 2R ) 1) 2%
IO R AR I A R ) Y AR B S R AEH S Csiify
Ao r 1 B AR — 9. S 46, NOXI2Fh
TR (A W5 240 o 28 R = e e 40 o 2 ) 343 7 I 41 4
PRI 1 45 AE L AELWS b 24 AR 7 47 4 Ak T
s R B B OGR4 FH AT AR A . R PHOXI
SR AN T Re AWM ARNE 2, HOC THSCsH
AW A i RN O X 114 &5 A4 44 Y 35 ] F) A LA
A 1 2 BE ). 1 ¢ T 1KLL 5E o] (1) 3F — S F
FUR A T 44k (2 W RS 7 S48 10 7 ).
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Abstract

Colorectal cancer (CRC) is the third most
common cancer and the fifth leading cause
of cancer-related mortality in China with an
increasing trend, which is emphasizing the
need for improvements in therapeutic options.
The 5-year survival rate of surgery, the first-
line treatment for CRC, is just about 50 percent.
In recent years many patients with CRC
have benefited from the combined treatment
with surgery for CRC, which integrates
chemotherapy, radiotherapy, concurrent
chemoradiotherapy, biotherapy, traditional
Chinese medicine, etc., especially patients at
advanced stage. This paper highlighted current
situation for combined treatment with surgery
for CRC.

Key Words: Colorectal cancer; Surgery; Combined
treatment
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TSR A i R TR v 250, ARl A R
PP 4 A TR TIRDNAREH, 5
e PR L8 FH IR 24540 D62 SCilR 2tk AT
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Abstract

Malignant tumor impairs human’s health
severely. Although progresses have been made
in tumor’s etiology, clinical management of
tumor is still confronted by challenges. The
standard treatments against tumor, including
surgery, chemotherapy and radiotherapy, are
not effective for all patients. The clinicians
often feel confused while selecting appropriate
therapeutic pattern and judging patients’
prognosis. The clinical outcome of target-
protein-based cancer therapy revealed that
personalized molecular signature determined
individualized curative effect. Effective
management of tumor needs patient-tailored
design. The so-called “omic” researches
accelerate the studies in specific molecule
phenotype of tumor cells, and the personalized
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therapy against such individualized malignant
phenotype will represent the future direction in
tumor treatment.

Key Words: Molecular phenotype; Personalized
therapy; Proteomics; Tumor marker; Signaling
pathway
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HY2IR [l DFLR YR ErXdRdEESE R
7B E (cetuximab) ZINF (Erbitux) EGFR mAb SR, SAMENRBIREE
B ¥ IR (trastuzumab) ey (Herceptin) ERBB2 mAb LIRS
X (bevacizumab) PORLET J (Avastin) VEGF mAb EERkE
HZE (rituximab) ZEDHE(Rituxan) CD20 mAb BABARIMEEIB
EPE(ibritumomab tiuxetan) SEEER (Zevalin) CD20 mAb B/HRRRE S
T PEE (tositumomab—1"") Bexxar CD20 mAb BB R
S¥(gemtuzumab ozogamicin) Z B (Mylotarg) CD33 mAb RIMERIZBR S IR
alemtuzumab YRIBET( Campath) CD52 mADb B/ABARIE MR S ISR
PEEE(imatinib mesylate) 15 B(Gleevec) BCR-ABL. SMI SHEUE. IEtRDe
KIT. PDGFR BI%s
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T S&/Blerlotinib) HEY|(Tarceva) EGFR SMI 30/ RS . RS
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PDGFR. FLT3
ZH13EfE(sorafenib) %5 (Nexavar) B—Raf. EGFR. SMI =y
VEGFR2. PDGFR
TR K (bortezomib) Hid(Velcade) 28S protease SMI 2R EREED

SMI: )\ SHEID.
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S ¥ (complement-dependent cytotoxicity, CDC)
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cellular cytotoxicity, ADCC)IF] 42235 [ g 41 fig ™.
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Abstract

There are at least 4 initial coding positions in
S gene of hepatitis B virus (HBV), encoding
pre-pre-S, pre-S1, pre-S2 as well as major
protein. There are no definite evidences to
prove that envelope protein will interact with
human cellular protein. This review focused
on research approaches to the existing protein -
protein interaction and summarized proteins of
liver cells that may interact with current HBV
envelope protein. However, most of currently
available results need further verification.

Key Words: Hepatitis B Virus; Envelope protein; In-
teracting protein
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Abstract

AIM: To investigate effects of COX-2 inhibitor
celecoxib on activation of nuclear factor-kappa B
(NF-kB) and on protein expression of NF-kB P65
in human liver cancer cell line HepG2.

METHODS: HepG2 cells were treated with
various concentrations of celecoxib. The NF-
kB DNA binding activation was detected using
electrophoresis mobility shift assay and protein
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expression of NF-xB p65 was determined using
western blotting in HepG2 cells.

RESULTS: After HepG2 cells were treated with
different concentrations of celecoxib (25 and 50
umol/L, respectively), NF-kB DNA binding ac-
tivation were significantly reduced (t = 12.58, P
=0.000; t =17.97, P = 0.000) and protein expres-
sion of NF-kB p65 were significantly inhibited in
celecoxib-treated HepG2 cells as compared with
those in the empty control group (t = 4.24, P =
0.013; P =6.38, P = 0.003).

CONCLUSION: Activation of NF-xB and ex-
pression of NF-kB p65 protein in HepG2 cells
are effectively inhibited by celecoxib.

Key Words: Celecoxib; Hepatocarcinoma; Nuclear
factor-kappa B; Human liver cancer cell line HepG2
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EPEFGA T E L.

R EREM, FE; AR REF-«B; A
JFE 4 B R Hep G2

PR EXRE, B, ThE, I, RA¥. BREMUA
FHEBiRRH e p G2AIRIZAE R 5 -« BB R EBZRIAEHD
. HFRENEIZRE 2008; 16(16): 1793-1796
http://www.wjgnet.com/1009-3079/16/1793.asp

03I
U AERW TR WA 5 H-2(cyclooxygenase-2,
COX-2)7E 2 i tG P i 8 60,45 IHF 440 Pt s 2 23 DA 2
T AT AR A SRk B B R, PERCOX-27E %
YRR 1) R A R i R R AR, COX-21]
FE 1R A 2 TR RIAR 27 5 96 I S e B 1)
BRI PR, ek B A (celecoxib) e — ik R
COX-24MHI5, KERIFATIN . IGARFE A 51
SEBGHHFTUE S celecoxib AT il 22 i e 4H M 14 58,
P20 B T, bR BT A i T 1 DA S TR
il 2 A U R 1 . celecoxibi iR 1EH]
PR DINLEI A B, H R 28 COX-24
TR COX-2 RIS AR A HU MR A

1 ¥ 55 45 K1~ NF-kB(nuclear factor-
kappa B, NF-xB)7E4H Mo l4 58 0640 o 1
L CEAE T, M AR R 9% K IR 22 B g 4 %
ILHINF- BIE Pk m Rk, 22 00 80 N 2 nl i i
BOENF-« BIE b A i AE K. Prrs, gk
A ST B A 2 8 9 4 P 1) e B 5, NF-«B
TP T 5 R I B U, S HIN F-x BI
PR AT DA R A B g . R RER T B gt
i 4 BT AT BB . I 2E L D b
IR AR T, R IR AT I HE M celecoxib BT
Ji9gE A7 FH 3508 23 ook 1 T NF- Bi& 1. FRAT T
celecoxib/E H+ AT 4l B bk Hep G241 g, 51
Hep G241 INF-x B DNA4E &% 1 XNF-xB p65
HEHREAL, HitcelecoxibX}HepG241 flUNF-
kBIE M JANF-xB p65 8 [ 415 1) 5 .

1 MRRT5E

1.1 ## celecoxiblly H T-3EE Cayman/A 7], Gel
shiftil 7l &0 [ 152 [ Promega /A 7, y-"P-ATP.
Sephadex G-254 H 9% [E PharmaciaZy ], $p65
Z sipEUAN B T35 E Santa CruzA 7], DABR
ORI B bl s\ HAal A
FE Al Nk Hep G2 1) PE ES R} K2
P 2 Bb S TP OMRAE. A1 5100 mL/L -
175 FRIRPMI 164035 7514 4X.

1.2.1 fm el 22 B B4 KA i Hep G241 i, K
1 X 104N 41 f %A T-100 mLI5 IR0, #437°C.
PRI 5 )% 50 mL/L CO, ¥4 M3 3548 N 559724
h, 4 OIS EE S #2303 I Acelecoxib, Fi4E
celecoxibM LAEMKEE 45425, 50 pmol/L, [
AN I 2520 A 25 1 % A2, 4k 452075 9748 h,
1.2.2 Western blot# M NF-kB p65%& & &ik: I
fEHep G240 i, FH YA (IR +h 22 vh i B vt 4n
JH, IIAT00 pL Fiv4 (1) 40 i 22 @ 4 [ S0 mmol/L (1)
Tris-Cl, 200 mmol/L[*JNaCl, 2 mmol/LIJEDTA,
10 mL/LfJTriton X-100. 0.1 mmol/LI{JPMSF],
TUK EFE20 ming, 15000 g 4°C 305 min,
PRI A, HIBC ARG & I3 I L BT e &
FIARE. DL A S A8 0K A IR o B IR FE R
Fe24 g/L. D20 pgii & EFE T SDS-PAGE,
LUK 43 15 Ji 7 3% 28 PR £ 4 2 DB S, 50 g/LJiE
NE WY B HCE ), IR BT ANF-xB p65% 3¢
BEHUMAR(L © 50), 4°COKFRRE A, WL #h 22 vl
MYEIEE 3, BER10 min. 20 5 ERUR B
(1 :1000)37°Ci#H 1 h, PBSTEUE3WK, K10
min, DABG{f. H:CS-930%# 2 414 &% 0 Hr
PO FL R 4T AR A ME.
1.2.3 Bfx & ok i 45 & H & 4 (electrophoresis
mobility shift assay, EMSA): I JlINF-xB DNA
i G ENF-« BEZ TR T4 8. 5'-AGTTGA
GGGGACTTTCCCAGGC-3". Y1 X 107855
N, IR R ST A S, PRI AN A% R
FI B C AR o 1 2 8 L U W o2 4 1 ik
[, -80°CARAE. Hly-"P-ATPA it i ik H 2 4%
LU PN F-.e BEEAZ IR BRE (1 5 K o 1E 47
bric. HSephadex G-254l4Lbric (I SEIZTFIR. HX
10 pegtZ & A5 AL 22 bR ic AREHE S0 I e
30 min. [AIBRESEPE S AHIAS, 7EINbR i aRE!
2T, LERNARR P IIANS0. 10045 AAric )
S PERT 10045 JE4RE S P (SP) SEAZ T R IR B A
FF 1 56 R AL AN AT AT S D). 5 S 2740 53 93]
FRET40 o/LARAR MR NI WGt I, P 0 25,
T, F-70°CHUf A 2 X% . B Image
Pro Plus 5.0BG o M A 0] sk i s AT 21
AT, LR 5 K REAE W e (A 18 R 4%
P NF-«B 5 bR ic 8R4 455 1TE k.

Syt AR A g5 R HISPSS13.05k fF kAT
HEI BT, P<0.051F, IR 27 A Gi v 2F i L

2 BR
2.1 celecoxib*'NF-kB DNA % &L ey % vh {F
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PR, 5. BREN AT RARkHep 2RISR A = —«BiE M R & OZRIABIINSE] 1795
miZA2E
AR ERA

celecoxib NF-xB DNALSEIE

celecoxib AlE

1 P / P
(umol/L) (mean + SD) (umol/L) (mean + SD)
0 49.11 £ 3.63 0 25.55+2.35
25 18.67 +2.13° 12.58 0.000 25 18.89+1.37° 4.24 0.013
50 8.59 + 1.45° 17.97 0.000 50 13.24 +£2.38° 6.38 0.003
°P<0.05 vs 0 umol/L4H. °P<0.05 vs 0 umol/LZE.
12 3 4 B EMSAfiflicelecoxibX 1 2 3 4 5 B2 EMSAZE
= HepG24BiENF-xB DNAZLS $L. 1 B

SEHRIRZIA. 1 2SR AL 2:
50 pmol/L celecoxibZl; 3: 25
umol/L celecoxibZ; 4: BHM:XS

I o 2L (AR Az B 1) AR DL FL ey iy 7
0 HE 2L (R FH celecoxibAb B HepG2) T L H ik i
o, 2 X AINF-«B DNASE&ETE 449.11
+3.63; 25, 50 pmol/L celecoxibib 4 NF-«xB
DNAZ: &5 209 A 18.57£2.13F18.59 + 1.45,
B 5 KT 23 IR R 4L = 12.58, P = 0.000, £ =
17.97, P = 0.000, K1, 1), 7047572 58 440
Ylrp, RARICERE(REE SEAZ R, SNF-xB&5
AL ) IR BE IR bR G ERET I SO RTINS, Lk I
AR, IE 100650, W —MR S5 5 455 A
10065 IERE S PR (SP ) SEAZ R AL, Fa bkl 5 i
PHSRAFAE, U SE9 J5 7 B4R M IFINF-«B DNA
SEL PP B 5K R INF-x B (1455 & e
Hi(E2).

2.2 celecoxib*HepG24a fNF-kB p65%& & & ik
% m Western blotkill 45 I 7R, celecoxibibH
I, Hep G4l lENF-xB p65 )4 [ 451 AR 34
{425.55+2.35; 25, 50 pmol/L celecoxibib i
Jii, NF-xB p65 1A {H 4 B 8 AL, 4391 918.89
+1.37/113.24+2.38, 52 (A0 FRAIAH LG 22 5 HL
AEvh s L(ER2, E3).

3 11E

EPEECOX- 240l celecoxibReHN il i . B
S g R i e A5 2 M R A R L 15 R
MR T, T RE T R ) A A, AH AL
AN, NF-x B M E LR xR &y, i

www.wjgnet.com

SPHRZH; 20 B
SHIE; 30 PR
s 4 RERESE
(X 100); 5: HF
SEPEE S (X 50).

1 2 3

3 Western blottilIHepG24BIANF—«B p65EBRIL. 1:
50 umol/L celecoxib; 2: 25 pmol/L celecoxib; 3: 25 A% ARZH.

FERWINF-x B T AT P RAE . Ha s I N AH
I DRV S A A, 3w AR Y 40 i 184 5 K bt
T RE N e 5%, 2 5 A TRy G 5 . 90 4
T, 55 2 R0 IR 1R T AT Ok, 0 R AR K
JE bR HAT AR O B, FEAR RS
AT P celecoxibXfHep G241 IN F-ie By P
JNF-kB p65H [ 321K (1 5210
NF-«BJL P/ T A4, 5p50/p65
g BTN A HRIRESR, p65 5B
K A (inhibitory kappaB, IkB)45 &, LLAETE MR
BALAE T M, A BAT W B R S 1) g
T MR RNEE. WEEA. BURYE
0 M AME S RO, B A0S, Tk BRERR
103 WAk, T BTN F-x B 84K, Al He A3 DA
AT NN M A T, SRR RS Bl X R
SEMDNAFA S G, 7S hul TR A A K
R DR S K DR P 2 5. JRATT RO AIE 0 R S0 e
0 Mok Hep G241 il AN F-« Biti . AN 2y
Yk Il celecoxibib P Hep G241 fiil, EMSAK:

F i W celecoxib
WM AE R 0
M), R
COX-24p %) 7l f&
B AL 52 TR 5 A=
&7 a e R R A
T — &8 FE IR
¥%.
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FiETE, BRT
7%, &P H, A
COX-24p ] 7 2
TR & 6 By 8
REBET -2 6%

AT (= a2 ;
DNAZ: &G VW 52 S, W celecoxibr] 4 Schonthal AH. Direct non-cyclooxygenase-2 targets

itk He pG2 M WNF-«BE R DNA M &5 &7 M. of celecoxib and their potential relevance for cancer
.. e . therapy. Br | Cancer 2007; 97: 1465-1468
(207545 ) K
Subhashini et a/"* I}t i celecoxib ?ﬂ]ﬁéﬂ 562, 5 Grosch S, Maier TJ, Schiffmann S, Geisslinger

HL60FIU93 745 17 1f. 55 41 i P NF-«xB DNAZ; G. Cyclooxygenase-2 (COX-2)-independent
N _ o anticarcinogenic effects of selective COX-2
FEPE 5 HENSATIDsHf & VLR (aspirin). inhibitors. ] Natl Cancer Inst 2006; 98: 736-747

7J( 1% @ﬁ@m TN ﬁj?’ M‘@ﬁ% 1, ﬁ?[]] ﬁg” NF-«B DNA 6 Farooqui M, Li Y, Rogers T, Poonawala T, Griffin
R], Song CW, Gupta K. COX-2 inhibitor celecoxib

SRR M [ I Western bloth Pl 45 prevents chronic morphine-induced promotion
H g okcelecoxibih G E"]Hep G241 INF-xB of angiogenesis, tumour growth, metastasis and

. VS e mortality, without compromising analgesia. Br |
P65 &K B BT W W PR, celecoxibfig Cancer 2007; 97: 1523-1531

BEHIEINF-«B p65ﬁ &£k, #Ercelecoxib 7 Sarkar FH, Li Y. NF-kappaB: a potential target for

cancer chemoprevention and therapy. Front Biosci

A E R I Hep G241 JENF-x B p65#K A% 2008; 13: 2950-2959

5T R S AR ?ﬁiﬁMérquez—Rosado 8 Sethi G, Sung B, Aggarwal BB. Nuclear factor-
kappaB activation: from bench to bedside. Exp Biol

et al OB ITFUES B 5 BATARRL, AR AT 52 Med (Maywood) 2008; 233: 21-31

celeocxibit /LAl #1 5 T 7 9 Kamogawa Y, Minasi LA, Carding SR, Bottomly
I /I S S ) YU P 1A K, Flavell RA. The relationship of IL-4- and IFN

AR FARUH AL, 45 R K Bl celecoxib g {2 gamma-producing T cells studied by lineage
iR 20 R T, A S R AR S e A K, ablation of IL-4-producing cells. Cell 1993; 75:
B ’ e 985-995
VEH@*[L%U%@J&M%UNF-KB p65$ﬂCOX—2?ﬁ‘ﬁ? 10 Verma A, Mehta K. Transglutaminase-mediated
> ST activation of nuclear transcription factor-kappaB in
%ﬁﬁ% A . . cancer cells: a new therapeutic opportunity. Curr
TATHIWI T &5 R 7R celecoxib Al 41 il Cancer Drug Targets 2007; 7: 559-565

HepG22Hi H@NF-KB DNA?%%?%‘I‘#*HNF—KB p65 11 Lee CH, Jeon YT, Kim SH, Song YS. NF-kappaB

as a potential molecular target for cancer therapy.

HAKIE, AT HE N celecoxibfiil e 41 i Biofactors 2007; 29: 19-35
ljﬁ, ﬁlﬁéﬁﬂﬂ@dat, ?fIJ‘FEIJHEFJEHﬁ}ﬁiJI&%S%EJZ u& 12 Subhashini J, Mahipal SV, Reddanna P. Anti-

proliferative and apoptotic effects of celecoxib on

ﬁj %EEFEE Ei%jﬁﬂ?ﬁg ﬁzﬂg El/‘]% ﬁf”EﬂﬂﬁLﬁ%U human chronic myeloid leukemia in vitro. Cancer
Lett 2005; 224: 31-43

13  Smalley WE, DuBois RN. Colorectal cancer and

4 ZEXH nonsteroidal anti-inflammatory drugs. Adv
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implications. Gastroenterol Hepatol 2007; 30: 280-284 inhibits activation of the NF-kappaB pathway. ] Biol
2 Chi-Man Tang T, Tung-Ping Poon R, Fan ST. Chem 1999; 274: 27307-27314
The significance of cyclooxygenase-2 expression 15  Marquez-Rosado L, Trejo-Solis MC, Garcia-Cuéllar
in human hepatocellular carcinoma. Biomed CM, Villa-Trevifio S. celecoxib, a cyclooxygenase-2
Pharmacother 2005; 59 Suppl 2: S311-5316 inhibitor, prevents induction of liver preneoplastic
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Abstract

AIM: To construct small interfering RNA (siRNA)
expression vector (psiRNA-VEGFR-3) targeting
vascular endothelial growth factor receptor-3
(VEGFR-3) gene and to investigate effects of
psiRNA-VEGFR-3 on suppressing the VEGFR-3
gene expression in human colon cancer cell lines.

METHODS: Three pairs of 19 bp reverse repeat-
ed sequence targeting VEGFR-3 mRNA spaced
by 9 bp nucleotide were designed and synthe-
sized, through directional cloning plasmid pSU-
PER to construct siRNA eukaryotic expression
vector. LoVo cells were transfected with psiR-
NA-VEGEFR-3 vectors by lipofectamine 2000. The

www. wjgnet.com

expression of VEGFR-3 mRNA was detected by
semi-quantitative real time PCR. MTT assay was
used to measure cell growth and flow cytometry
was used to analyze apoptosis.

RESULTS: The VEGFR-3 siRNA expression vec-
tor was constructed successfully; psiRNA-VEG-
FR-3 significantly inhibited VEGFR-3 expression
in LoVo cells. Transfected psiRNA-VEGFR-3
markedly inhibited cell growth, and induced
apoptosis in LoVo cells.

CONCLUSION: psiRNA-VEGFR-3 vectors can
initiate RNA interference, downreguate expres-
sion of VEGFR-3 gene, which can inhibit cell
proliferation and induce cell apoptosis.

Key Words: RNA interference; Small interfering
RNA; Vascular endothelial growth factor receptor-3;
Expression vector; LoVo cells; Apoptosis

Jia R], Hou LY, Zhang YC, Lv ZC. Ex vivo inhibitory
effects of VEGFR-3 siRNA on growth of human colon
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fik %
BH#Y: 3Kt g A A KB F 2 4R-3(VEGFR-
3RS G fa e K P ey VR

FiE: ARIEAVEGFR-3 mRNA% A 57, %3t
3ARNAT & ¥e.5., #EsIRNAK L HAIK, JF3%
%2 LoVotm e ¥, & JA ¥ 2 ERT-PCR#& M A&
P 4 3¢ 37 )5 VEGFR-3 mRNA & ik 7K 44 % 1k,
SR v AR R IR & EMTT)VL R &8 it
A KT, 5 AR K 4 I A oA 4 B R
TH L.

LR 4 2P VEGFR-3 K I #9siRNA & A& 24K %,
HhH#3E, psiRNA-VEGFR-3 7T 2 % 474 Lo Vo
40 o, P VEGFR-3 K B 69 & ik, 4 4psiRNA-
VEGFR-3@m A ¥ 80 44, 5+ T FLoVo
2 f kIR T

4Ei8: psiRNA-VEGFR-3# /K484 £ LoVosm
AP 3] KRNATF#a s, FAVEGFR-34E

| L )

HF5 & 3, VEGFR-
SAR AKX S E
NE e
%3k, VEGFR-3 £
Zid it 5 L E ik
VEGF-C. VEGF-D
LA, IRt e
A &) AL
o, FHFHEE
& R, ARG e
R0 15 2 A 5545
474 VEGFR-3 8%
7 IT VA A )
9% 4 R Ak B Ak
# o ik QB AS
RNAF#.(RNAi)
EEGER NP
£ RNA(siRNA)3|
# F R mRNA B
fit, BAR R AR
B, AR, &
HEFRE BL
e, Heik, &
FoEWES ZR
AT HATBHR.

W@ 5 E
A%, FHE
I, o EA K S
WEETH—E
FRNF 9 s AT
B, TAEEIT, %
g EFKFE R
B —EREA
oS
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m £ RE 89 R K ST AR dm IR A, - m IR T (1)VEGFR-3FE K /& 251 RN AR SE K% F % 1 15

Roberts et alt)3h
VEGFR-3 T A4
FIMRRE G R T
A A M A5
o i i xF 37 6]
T VA AR 4 A5 K
f; Su et alf2 3k
NN N
K I, VEGF-C/
VEGFR3 4 # 4
AR B A 95 0 e
EFh. ¥miiz
Z M. AR B
tm R A% G Ak
B, M B AR F
VEGF-C# £k 5
W& R 3545 £ & B
A8 £ Fo kB R R
%

*818: RNATFI; /M FFHRNA; ILE FE A K
H T2k -3; ik #IK; LoVoduiis; H T

BT, RIS, KB, S VEGFR-3 siRNARINYALS
DR BB EVDEIER. BRI JBIAE  2008; 16(16):
1797-1801
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0313

I P B A2 K B F &2 4R-3(vascular endothelial
growth factor receptor-3, VEGFR-3)J&E Tl %
PR 2 AR KI5, A8 I iG A2 B W6 B BUAE AR
T BN S A0, BE S 5 A /N i ik R
B, IR T N R 2 T R S T bR A .
VEGFR-3 1 21 id 5 H LA VEGF-C. VEGF-D
dit)a, RPN AR ik, B
IO O A gk, (I e 4 IR AR R R e B IRAT
W9 W], VEGFR-31E 2 2 40l bt A7 A1
W % ik" RNATHE(RNA interference, RNAI)
M/ T THRNA(small interfering RNA,
SIRNA)Y T (1) — Pt Ak bR~ 10 40 B b5 i L,
il BEAE R S A 2801 5 | R 5 Sk S mRN AZKAF- 9%
PAAH I8 5 (R 2 TR Rl R, DAL, 7 T e 3 R ATF
FUJTI, RNATEAREE . KR MHErEc s
MAEMFEA L 5 KL A, RNATHIARLE M |
L DR Ty e RS B 1 0 A5 I E T 3 R B R
L (8 R 5. sIRNABLCURE) 32 SRy
JEIR Rk ARSI UL VEGFR-3 45K #4 4
siRNARIAEAK, HERIT X —H LR TRTEAN
45l A0 AR Lo Vol L 5 A RN AN, 146
VEGFR-3FE R 315 S LA 27 2500

1 #RR5A

1.1 44+ pSUPERFRE FH A 22 SR 22 % 24 0y
AR Z Yvonne D Krom##7 H %, DHSak
oAt &, Hind TIAIBg/ 11 FREIPE A DIEE. T4ADNA
LS. Taq DNAZ . RNA Extraction Kit)
HTaKaRaZ #) (F ), Foki MRS Bl
eI PG S 5 iR T A ], RPMI 1640
Ri 7RI H Gibeo A v, Lo Vodll iuikiy | A [ AL
e b A R AR, G A s I B AT DY
DA A, JEFiALipofectarmine
20000 H 36 [EInvitrogen/s 7], TaKaRa One Step
RNA PCR Kitl#J [ TaKaRa /2 ] (H [H).

1.2 7%

1.2.1 VEGFR-3 siRNA K& #H 1Koy # .

1F: ZENCBI#E 2 A 3 VEGFR-3 8741, £
W SiRNAT TS, MVEGFR-34H5 X -4k
FEE Bk U 41, F B p SUPE R I 22
KBTI 3RT6 4% AE L siRNAF SR F R . S04
IR P 41 P i A 5 Bl 11 R Hind TR VIR 14, fE
TR 54 M RIBEY) 1 pSUPERBARIE B, gt [X
FWB A B IE ST 51 43 AV T 806-82 543 ik i
CGGGAGGTGTGTATAGATG. 1580-1599CA
TGCAGCTGTTACAGACG. 1863-188217 sk
GGCCTCTTGTAAAGACTGG M4 FI4E 55, 45k
3%764 ntHFEZ TR, 43 w44 Ano.1. no.2.
no. 3BF4 TEAL T RRAE T A 24 S ) ELAMAE S 19
ntf)VEGFR-3¥F 4. 53 AT T I TR R I
SER) R EERN AR IR 2. 67 51 (9 194 %
1% 5 806-82 5 A7 Bl KL 7> A1 20 JSeAH 7], AHI2 7 AN
I, i 44 Amo.4. 4N P44 248 1 il i BLASTHK
PR 52 5 AR AR AR DG IEPRUE [RIJE 1, AN 23 5%
SCABKE R Rk . SRR IR )7 41 el 4 i A2 ) 1
PR A IRA A& . (2)siRNAFRILBAKI R
g K2R AL TR I 1E SURERN S SCRE 5y S I TE
VRC S5 B R 100 /LRI, W BIE SO AT
SR ul, MINIR K230 ul. W#E7K6
ul, Y84, 95°CHEH S min, 70°C i 75 10 min, 2218
AR EG PR KWEDNA, -20C IR A7 %
2 pLiB k=4, 10 uL&Bgl 11 FHind TTTX
VI tEpSUPER IR, 1 uL T4 DNAEH:HFLE
MW, 7E1 pL T4 DNAEERERI/EH T F16°CiE
P SONERE . (3) T A TR (1 e A R v P P : e
HR YA S IDHSa, FRR T 5 &
HERMLBR IR I, 37°Cid s, BRHCAA V%
HPEIUTORL, D)% A IR S, 1% Bl T
CAT7 3 87 5 P EAT 0 . 5 20 5 16 TR 43 5l
fir 44 JsiRNA no.1. siRNA no.2. siRNA no.3fl
SCR no 4.

1.2.2 s Rz R B 44 Lo Vo4l L% 100
mL/LF A4 % . RPMI 164085753 F37°C .
50 mL/L CO, M4 M5 9%, B3R EHIT IR,
I MK IS 2.5 g/LIREE T AR AR. B AE K R
UF oAb TR B K A A0 i LA T X 104N /L
FhTefLEE M, S50 MRl 5 1580%-90% I, Z
W& Lipofectamine 20001# FH {5 B S 3EAT 45 4%, sE
5500 WL R 5S4 #94siRNA no.1(A4l). siRNA
no.2(B41). siRNA no.3(C41), # %4SCR no.441(D
41); ¥ Y pSUPER % T ki 41 (E41).

1.2.3 RT-PCR# M VEGFR-3 & ik K LY
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RUL, . VEGFR-3 siRNAIKRYINY A 257 4R S < 89N HEIERD 1799
WA % & 5
Ak A R3A

B 1 SBAFRREBLIEES. M: marker; 1: pSUPERZS ik ;
2: pSUPER #iBegl 1 EEEYINEATIE; 3: SCR no.4; 4: siRNA

Mo M-

72 hjg, WERZ A1 X 10°, #ETRIzolf
EAE OB B RN A, 4% Sz 5 56 7 £ 4
YETT 3-8 4 cDNA, Lk N R A PCR
M VEGFR-3[1 31k, VEGFR-3 Liif5|49)
AGCCATTCATCAACAAGCCT, Riigl
GGCAACAGCTGGATGTCATA (34 B K J&
298 bp); N2 B-actin_ 375 #CCAAGGCC
AACCGCGAGAAGATGAC, Fiii5I¥AGGGT
ACATGGTGGTGCCGCCAGACH 14 J B K- &g
4587 bp), PCRH5|W¥4 th4 F A=) TRE( B A
BR8P 415 g/ LB LTk,
Y LN-200058 i e 7 2 48, e &4 (1R
IIREREA), BRI E 101X

1.2.4 7 X 2m fe it B A4 A7 4 ie 38 74 B ) R AL
BEYLoVodll 24 48. 72 hjm BB AR YL 5 (1)
#4HLo Vol 25X 10°4>. 1000 r/min.0210 min,
ANHIHTHE FHPBSYELIX, 73 MU S 4l L83, A
700 mL/L#% ZF#4°C [# 7. 1000 r/min5+L210 min,
/> PBS TR M, I AL P IE (PT), il 44 5
9100 mg/L, 125 & T-vK 130 min, 7741
FRLASC A W0 40 35 5 S P AR Ak

1.2.5 saf A Kk ZMTTx)m & F4HH200
LA 96FLAR Y, 73 AR EE GLf5 250, 24, 48
172 h MTTHIWROGREAE, SR v 5B 1L, A1,
KR4 HT4 h, FFFLINA4S pg/L MTTi#20 pL,
RLLREIR4 WG IR, BRI R A
(DMSO)150 pL, Z il N 4% 10 min. N HEFARX,
7E570 nmPB ARG FEAE (LA I L R PMI
16404 75 1R %), LA ] ARl 40 Mk
Gl 22 T 40 2 K 2.

Bt B AL TR HISPSS10.040 124 B A3t 40 #r,
RS Dimean = SD# R, KA HLN &5
553K (One-way ANOVA)HEAT J7 22 041 - P
ELA. o = 0.05 4 K65 /K ik, P<0.054 2 7 H Giil

www.wjgnet.com

VEGFR-3

B 2 EZGLoVolBIEVEGFR-3 mRNAZRIA. 1: BL%iRNA
no 14AM; 2: FRYLIRNA no 27Mf1E; 3: #54%iRNA no .34
Jit; 4: #EYLSCR no.4400ifY; 5: FEYLpSUPER 23 [ikr AN, M:
DL2000 marker.

2 B8

2.1 TARBEETER G664 ntSEL T IRIE
KJa, ¥ Hid NHind TRIBgl 1T W) )5 if1pSU-
PERZAK, %A 7 1Bl 11U sS4 i K.
Mg 1) % e 45 B oK SpSUPEREAH Bl 11
it ) R 28 B ks, BH I 20 i RisiRN A no. 1.
siRNA no.2. siRNA no.3FfISCR no.4 NEEHiBg/
TG D)(E1), DN AB T 25 5 A UF 52 5 4150k
Cd A H I B, #%psiRNA-VEGFR-3K A%
PR

2.2 LoVo2a It VEGFR-3 mRNAK-F Real Time
PCRAZMI&E R B 7R, #YsiRNA no.1. siRNA
no.2. siRNA no.3 72 hj5Lo Vo4l fflVEGFR-3
mRNA P HIKAT R S FISCR no.d4. F g
pSUPERZFH AL Bk 59, A. By CAL41 L
VEGFR-3 mRNARKEZ 435 N T 79.76%-
79.46%. 28.15%, A. D. E41LLEE, FIH 48.8X
10°, P4<0.01, B. D. EZALL#L, FIEM8.6X 107,
PI4J<0.01, C. D. EALLES, FIEH1.1X10°, P¥
<0.01, ZR¥FG 24 E X, LSD L, DAL
HE4IRR, P>0.05, ZRILg5E . 45585
BH#% 44siRNA no.1. siRNA no.2. siRNA no.37]
] L o Vol s VEGFR-3FE R [ 38, Horpr
PLsiRNA no. 1 ZH A1) 250 R d 4 (112).

2.3 X g At HUE ] ga it T YL o Vo
Ma24. 48, 72 hjE U JsiRNA no.1. siRNA
no.2. siRNA no.3. SCR no.4f1¥4pSUPER %
AR L o Vol M it A7 i Sl B B R o0 #4521
WK, BB 24 h e gL A AR R g T o W
5], 48 W) JsiRNA no.1. siRNA no.2. siRNA
no 33 AP TIAHIFAGHE I0, 72 hia34040
P T WG, Hoh DL LsiRNA no. 14141 it
JAT R b, M YLSCR no.4 M4 YtpSUPER %S
JFORE AL AN MR T % e k(3R D).

¥ % VEGFR-3#)
siRNA, 23t
LA GHHMN, F
F 2T F Ry
VEGFR-3 & ix #9
A H A7
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iR EE
VAVEGFR-3 %
Yo K B X ity
SiRNA R ik 4E & MEATR
HEIRNAAX & BSESN) _ _ =
R, BT SiIRNA no.1 SiIRNA no.2 SiIRNA no.3 SCR no.4 pSUPER
T 4 4 W 4m B 24 1.61+0.55 1.52+0.42 1.48+0.47 1.35+0.62 1.36+0.56
iﬁé’%,ﬂfi&%%f 48 9.55+0.69 9.48+0.58 4.65+0.57 1.58+0.53 1.55+0.59
m f i A T K
rytng oty 72 15.78 +0.52 14.96 + 0.45 9.56+0.39 1.65+0.45 1.64+0.46
~ ’4 nm
LNE=T) - - ——
SiRNA no.1 SiRNA no.2 SiIRNA no.3 SCR no.4 PSUPER
0 0.501 +0.024 0.510 +0.032 0.505 + 0.036 0.538+0.037 0.527 +0.029
24 0.921+0.035 0.922 +0.042 0.933 +0.040 0.945 + 0.032 0.961 +0.036
48 0.821+0.039 0.848+0.038 1.125 +0.051 1.580 + 0.053 1.625 + 0.050
72 0.760 = 0.052 0.780 +0.045 1.256 +0.039 1.659 + 0.045 1.764 +0.046

2.4 LoVo#a it A KA m MRAEMTTL (kg )
IR 2R, AT W JLsiRNA no.1. siRNA
no.2. siRNA no.3J5340 40 fu 2k KW B 52 3]
s, 10 B AN A K TS W R AR A
3o A KINHI 2 (%) = [RHRZL(A 50)-22 50
ZH(A 570) /3 T (A 570) X 100%, T ELHEYLsiRNA
no.l. siRNA no.2. siRNA no.3J572 hitJ32H41
it A K 5 A e % TR 20 AT B BRI 2 45 R
56.91%- 55.78%-. 28.80%, [AlFE /R siRNA
no. L 4IFNHIRL R B I (3R 2).

3 1WiE

VEGFR-3/&VEGFZ K i1 VEGF-CIV 5244, /&
S VAR R IRk T P R b S, s e bRk
TR O P R A, R IE TR i A py
[ N 42 2t 5t % B, VEGF-C/VEGFR-37E
J6q JE 320 ()T AR U LA PN B AN T S v R, 5 i
PRIk L 45 B B8 S R FE AT OGE ., Wang e alR
T 9 HR 1O I 3% V E G F-C K P bk (2 5 %5 i
5 Tl g (R £ A A R R L R R IR TS A %, SK
5T K L, VEGF-Ciliid 22 /AVEGFR-3/)15
AL T TR L A R, R PR 42 28 Rk
ELEER 10 T BTV EGF-C I 52 A VEGFR-3 1)
55 5 e R A PR ) IR £ A A R R B
B, 1tk FA I AT Rk B A Sh BE AT AT s 2,
VEGF-C5VEGFR-34: %, 5[iVEGFR-3H 5
iRk, WL PI3K S AktfISerd73. Thr308
WRIR AL, BIEPUIH T8 (I AKYPK B, 1M 46 41
MR T, MR E A VEGF-C 5
VEGFR-3AHEAEH, vl ™7 A &K, fit

BA AR T, DT B A S ) B B R MR
T PE,

SIRNAT] AR i e 1 B B s py (] 905 36
PRI e ik, (RS R P mR N ABRAR, 7540 40 ffo 2 B H!
FEE SRR R S I R AL, BRI RNAIL ARSI L5 IE 5K
siRNA 5 x CRNAMI L, B fase thm . e
FH A 0 B EBUAF ) 25 ) S AN T LAt o,
sSIRNAGHE S XDNA. ¢ XRNA T w7234 1K)
FEIEFE DR AR, 5 A 5 DR Rl o e AR A
e, dbIiE A BAT Mkt St mie
PE PR AR R AT IS AL 1) 4 1 R R
T2 N F T I A i 24 S 3 T et
G, FEBCN IS B T £ A
YBIT R, I NG R E e R ] s iIRN AR
P iEsiIRN A RIS HAR, FERAD T R 4
AT DU S ] H SRR A, siRNA R

AR HRNATWEAR, % VEGFR-3
P T W AR A Kk sIR N A R BLA% 6k 344
BT & E3XTVEGFER-3 40 it 5 K 1) 5 11
HEEFA, i S5 WA siRN A W] A 2 il
LoVo4i it HVEGFR-3 mRNA %, Hrh2xf
IR E . #psiRNA-VEGFR-3)5LoVo
Y iy VEGFR-3 mRNA[)$i5 F &, #4>LoVo
A B TS, AT SIS L o Vodl i A= KA, 1
BT U0 . A T B A A Bk PR AR L o Vo 4l Y
VEGFR-3[5RIA, 4k VEGFR-3 /3 [
5 5l BRI, HZELoVodll iu H VEGFR-3
mRNA I IEH] R S Lo Vol i AE KA.
ToRIFA TR —I, FATHENVEGFR-31 /M2
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Rz, BTk, NHE X VEGFR-3 RNAT Detmar M. Induction of tumor lymphangiogenesis 571—"};, FoRCR g
N . — is. o 3K B G ﬁ X”ﬁ';‘f‘b
W R R RIS B, AT o e e e e N T W .
BRI A O T2, AR AR RIGIKPLIIREIEITH 11 He Y, Kozaki K, Karpanen T, Koshikawa K, Yla-
A Vg NS 7Ty e o X S Herttuala S, Takahashi T, Alitalo K. Suppression
HIE R IX—BE5UH 30 MR R 7 of tumor lymphangiogenesis and lyrrI:;IJ)h node
BT ) L% metastasis by blocking vascular endothelial growth
factor receptor 3 signaling. | Natl Cancer Inst 2002;
. 94: 819-825
4 %%%Km 12 Pytowski B, Goldman J, Persaud K, Wu Y, Witte L,
1 Van Iterson V, Leidenius M, Von Smitten K, Bono Hicklin DJ, Skobe M, Boardman KC, Swartz MA.
P, Heikkild P. VEGF-D in association with VEGFR-3 Complete and specific inhibition of adult lymphatic
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lIobular breast cancer. Am ] Clin Pathol 2007; 128: antibody. | Natl Cancer Inst 2005; 97: 14-21
759-766 13 Straume O, Jackson DG, Akslen LA. Independent
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.. RNAs mediate RNA interference in cultured
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. . 15 Caplen NJ, Parrish S, Imani F, Fire A, Morgan
of lymphatic vascular specificity of vascular RA.S ific inhibiti p ion b
. ’ . Specific inhibition of gene expression by
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Abstract

AIM: To study the effect of botulinum toxin-A
(BT-A) on gastric emptying and on plasma
motilin and serum leptin in rats.

METHODS: Male Wistar rats of nine weeks were
divided into four groups: small dose group,
middle dose group, high dose group and con-
trol group. Each rat received an intramuscular
injection of BT-A into the gastric antrum. During
the subsequent twelve weeks, weight and diet
of every rat in four groups were recorded. At
the end of the twelfth week, gastric semi-empty
time (min) was determined using nuclide scan
and the contents of motilin and leptin were mea-
sured using radio-immunity method.

RESULTS: Diet and weight were significantly
lower in middle dose group and high dose

group than those in control group (24.25+1.33 g,
25.02 +1.81 g vs 30.61 + 2.07 g; 441.54 + 14.64 g,
437.33 £ 20.73 g vs 517.98 + 24.11 g, all P < 0.05).
At the twelfth weekend, gastric semi-empty time
in middle dose group and large dose group were
significantly longer than that in control group
(161.67 £ 23.53 min, 200.33 + 44.37 min vs 86.83 =
22.98 min, all P < 0.05). Plasma motilin in middle
dose group and high dose group were signifi-
cantly lower than those in control group (80.56 +
10.43 ng/L, 65.99 + 10.50 ng/L vs 123.65 + 31.10
ng/L, P < 0.05). Serum leptin levels in the three
treatment groups were significantly lower than
that in the control group (0.99 + 0.13 pg/L, 0.97
£0.18 pug/L, 0.83+0.23 ng/Lvs 1.28 £0.25 ug/L,
P <0.05).

CONCLUSION: Muscular injection of BT-A into
gastric antrum in rats can decrease gastric mo-
tilin, prolong gastric emptying, cut down food
intake and cause weight loss. The changes of
motilin and leptin may be associated with secre-
tion of some hormones.

Key Words: Botulinum toxin A; Gastric emptying;
Motilin; Leptin

Liu WH, Liu QS, Han H, Wu BY. Effects of botulinum
toxin-A on gastric emptying, plasma motilin and serum
leptin in rats. Shijie Huaren Xiaohua Zazhi 2008; 16(16):
1802-1806

LR
H#9: 483T AR A -4 % (botulinum A, BTA)%F X
RF HeE AR el F e R

ik A & Wistar K 402, AL AAL0: 3
20, BTAFIZE(10 U)ZL. +#2(20 U)A%
KA Z (40 UYL, 25 77 %39 A3 M B E3IE
EHF. LER12 wk, LR R FRARE L. 12
wkR, M F FHe =], Ak R
FhehFRELSE.

R 12 wk, SRk, F. SA LKA
HRFRARGEA B HEIK(Q24.2551.33 g, 25.02
+1.81 g vs 30.61£2.07 g; 441.54+14.64 g,
437.33420.73 g vs 517.98+24.11 g, ¥P<0.05),
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AXH, & ALRSESRNARBSHTRIKSR. [IEERIFI 1803
B £ HE W 8 2 %3¢ % (161.67£23.53 min, 200.33 B0 BHER wALHG
+44.37 min vs 86.83%22.98 min, P<0.05), 2% ettt
BHELSERY, ZHA % FEN(80.56+ -~ B R
10.43 ng/L, 65.99+10.50 ng/L vs 123.65+31.10 Stepadh 5P A A
BTAZH T4

ng/L, P<0.05); "y P, KA FARFAEEHE
FAK T 2P 20.(0.99+0.13 pg/L, 0.97+0.18 pg/L,
0.8340.23 pg/L vs 1.28+0.25 pg/L), £ 31 H %
5 & L (P<0.05).

Zit: KAEHBTAEHRNEHE. HE4F
BV, H T AR vh Ak P 3R i & ey o ik

X ARNEEER, B B R EHX

KU, UERFR, ¥61E, RA4™. ABIRSS RN ARSI
KBER. EERIFIN. BFENBIIRT 2008; 16(16):
1802-1806
http://www.wjgnet.com/1009-3079/16/1802.asp

033

AT 7575 2 (botulinum A, BTA) W 4011574 &
A TN IE B 1 Ji5 A S A 28 JTCAChRE I, et
2T 2 A A R 2 M i i T . Py
[R#R et al” T 19974 R TP EBTARIT BTk
SMEZEAE, KRR 1595%. TR 5 4 BTAVE
U T TR SER R IWLES I, F#K TLES
gk FEA A sh. 7 SCBTAN 52 71 WL A
MRS A, ARUFFTELL T KRS I UUEE
SBTAJG, MK B HEZS 1 o A8 K it 3 1 8l &
(MTL). Ifi#5% Z(LEP) & R A4k, W HHT
L2 IR R I FH B (A A B

1 RRT5A

1.1 A4 & Wistar K40, /457 5270-320 g,
T 1 N BB R B B s 0. BTA(97
P2GHEF24S-015 ) H =2 M 2E W 61 5 0F 50 T i
2%, PTCM-DTPA T [E B} 2 B i 1 e iF 52
A1), E.cam®MSPECTHL A £ [E]Siemens /A &) 77 i,
MTL. LEPJS 25 T 2 W8 3. TP-2000
R RSP O PAAR A .

1.2 7%

1.2.1 %48 & Wistar K401, FENLA A44, /)
FIEA(BTA 10 U). HFIEL(BTA 20 U). K
FIEAL(BTA 40 U)FIG L (A #E Rk 41). DL
100 g/L/K& s BEip bR f, S5 NI IEH P11
K252.5-3 em, #FHEEH. D P KR
T EEMIYRECRE . DN, ATRE, 5 RE) & A
A IVEST2542.5. 5H110 U, ¥ WBTARM (LA
Az PR R KR RE)0.1 mL. R4 A RE 7 i A

www. wjgnet.com

Baq&ound

FHEEIK0.1 mL.
122 R 53k Ntz Hig, &1
KR EMALSE, IEWEE. YoK, FRIRA
FiE G EEARE4 whoR & 40K BRI 52
VK ARRENG, SO RE3 AR & S skt
TR 1IR, 212 wioRk. KRR W&, fER 1 R
FESE b, MO & T, gt e DA T )
FURL HEE & = iR - R - ER A E k)
. VBRI, BT E S I AA AR
JI AR
123 HEa% g i £k 12 wkk, ¥i%
Z”TCM-DTPA 3 mcilt N XS A& §T
ARG ELS mLAE A E B TR, KR AE 24
h, BUFEH W3 mL(% 1% 0.6 mei)ig)a, A48
PR RUBCE TSPECTHUR AR L. ig 10 min/5
FIARERE, 1 Bi/min, FHERE6O s, R4
90fiT. K HROTEL A ) iH tH 5 (158 )56 K BN R X
(K1), 2 I Ta) - i ok il 2, Fe A Sk 545 )
HEHEE R T B HEEH (%) = BB -
PSR PR K8 TBUR 1 X 100%
1.2.4. X5 o Z o #r ik £ ;e EMTL. e FLEP
A2 12 wioR, KRGO IS NSRRI, & K 3P ik
G248, — A IPTER, S — A ImBEE R, Lo
4000 r/min 4°C 5.0, H_L3E, -20° CUKF AT, H
FHRIMMTL S LEP& & 41 7 3% i e 25 &t
W5 AT

St T PR Dimean & SDAIA, 41
[ A% St P2 FH B PR 35 5 22 0B, P<0.05 0 72 51

gt E X

2 BR

2.1 RA#LF | A sl 5n gl g
Z5(P>0.05). M1 wk, RAT2 d&%SLie k&
a5 RALILEL, 22 g R L (P>0.05).
ARJE1 wk, DR KGR S0 A4
3 75 5 (P<0.05). AR )54 wkFl18 wk, #-3L5041
HEfr &8 B T3 R 41(P<0.05). RJ570 ditg, /)

VYA ]
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LR 2 %1 ARHESHT (mean = D, g)
ALBERARF
E RN E EH
BTA, it E KA HE
KR ERERT x| — " N N
«}Eﬁ:&f xi:@:i; A6 ARl ARiG4 wk ARiE8 wk AKE12 wk
EhRMG ENE I8 23.74 +3.66 29.48 +1.96 24.49 +1.93° 25.90 +1.51° 28.54+2.17
‘F’l”mfjﬁiiﬁi a7 24.16 +4.08 29.54+1.87 22.98 +2.30° 2481+ 1.05° 24.25+ 133"
FF Ao B =4 a a a
¥ ikt A KAIEH 23.98+4.11 30.76 + 1.64 20.76 + 1.95 24.87 +1.90 25.02 +1.81
T4k, #—F At WORA 27.78 +4.74 29.66 +2.73 31.78+3.34 30.21£1.79 30.61£2.07

BTAxt § # 2 %
B & e a.

°P<0.05 vs WIRZE.

xR 2 ABAEREZTKIER (mean £ D, g)

ARE
e 8 RBIARLE) RIE12 wk BABE  BABEETRSA
ST’ RIARESDEL(%)
IIE48 293.20+11.30 314.30+11.59 498.73 +16.23 18.42 +3.29 5.83+1.07
248 290.74 +9.31 311.98+9.23 44154 +14.64° 23.26+5.71° 7.45+1.77°
AHIEHE 296.72 +9.29 318.00+7.19 437.33+20.73" 30.73 +5.69° 8.72 +3.76°
SHRE 293.06+11.63 307.02+11.95 517.98 +24.11 12.44 +7.63 4.06 +2.56

°P<0.05 vs WIRZH.

=& 3 12 wkMFEMTLRITELEPSE (mean + SD)

D4R MTL(ng/L) LEP(ug/L)

IIE48 114.49 + 15.93 0.99+0.13°
mayl == 80.56 + 10.43° 0.97 £0.18°
KFIE8 65.99 + 10.50° 0.83+0.23°
WiRA 123.65+31.10 1.28+0.25

P<0.05 vs WIBLH.

FlE A S X A E TR, R L%
BEX(P>0.05). 12 wkk, H. KflEdd RS
X R TR AT Y #5727 (P<0.05, 3R 1).

2.2 XKEAMRE & SLK A5 0 AL M4 7k
JUE G2 A(P>0.05); BERICFMATUE, 2R
2H JA) b B A4 i I 25 5 (P>0.05), HAg ] b,
ORI A s AR R B S N R A R
ENAE G X (P<0.05). th. KFIEHARK
iR B S R AT BT 40 e o B LA
ZEMA G 25 X(P<0.05, K2).

23 BMERMETER 12 wkkh. KFE4HE
S HEIA) (2050 A 161.67£23.53 min. 200.33+
44.37 min) 2 #F K T X2 (86.83+22.98 min),
HZ 50 gt 2 8 X (P<0.05), /MR 4E
XI5 1R (110.5 £26.67 min) B KT 2L, (H 4]
) G 22531

2.4 B EMTLA S FLEPKTF 12 wk/h 4L
530 B 4 TR 0 S MUT LK V- 22 53 42 ik 2 75 X
(P>0.05); I KF IR T 0 A,
HZE AT G255 L(P<0.05); /N . KFIE
Y1 LEPIE T X R4, 22 54T Ge vl 22 X
(P<0.05, #3).

3 e

A5 2 2 (botulinum toxin, BT)/& 1 A AR IR
FHIR TR AR AN R R, BT M T
HAMMAERR. MR RPUANAE, 247
AR, Horp AR R Dy R, R IR
522 1 —24. BTASMZIWL Bk A 5 fik i
JEEHETR REAN 2 AR RS P T SR ZL 0 25 6, JE PRtk
TFEAuh 2R 1T (SN AP-25) [ EE UM 28 1 il i 410
HIACKITRE H, BT IVL A A 2L B T 340
BEL 7 B HE LA R A1, 3 w4l 15 i 1~ UL i
4, | HTRIT B R EEAE . OddistEZINL
Dife i BB B A LT 193 AR A,
s B Y. HhiashZ s RY(ENS).
R AR 28 R G5 LA S ARV R 7 (1 . ENSHE T
W MEd R EEEH, &2 MMEIT. Hin
B NSNS 3 fiUEACh. MTL. SP
Seledt E iz ah i) F 2 E MR, mVIP. NOAI
ATP 2 B 38 5 ¥ 32 EE I 1 b 2833 .
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EH W, SRR EM LN PR G H TR
AR AT IR, B [ A B, A I ] A
F AR AN+ 48 W, i (5 R H
1/3 75 )i Je 4 S i i v B P A e AR
(3 g, S5 B R HE 2 e 32 A L A I, e i
B (R Mot it 2/3 A1 552 ) s i [ Ak FR) s ARt
Fh, HEMUZEEBTAG, KRR
oo )N B A [ A Er A HE 2 52 R L L
DB TA R fi6 0 3k 410 51 55 5% 30 2 7 2 o 28 368 I
-AChIIREIN, BRI T IG5 ik (R 8, S Bk (T
YT E Y EHEAS, AR,
HI/D, BEERE AR, RS, T
2 B0y 7 OO AN R WA R HE A, IR T IR
WA K IET ., X5 B A S Y HE S A
TR A N BTAR A 7 &0k, —
PG A U 7] R KA P B ) A, BR800 2R A,
H 2450 KU/LIN, SR FEA ™, At &
I /N 7] 2 ok A R 3 P A FH 4 R
(DA, T v 70 6 201 5 K7 k40 T S o L 1
7, FERBTAME T B S22 208
RTHES LA, 554, ARSEH 455 Gui
et al" B TAVRYT K BT ok 6 R0 42 o 2>
(AR IE AR A T L, FRATI I A% 4
FHEA RG] T BTAWRYT 41K B 2 HEm a]
GEK, $EoR KR SR S BTA AT 3 350 2 ok
15 Z3 BT B HE 98 PR AL 3 e BTAGE 1 61
S AChIPRE R, A H 52 P LA ie 4 s AN
BRI A AR TR, S8 Rigsh .

MTLEM, 40 73 WA 1) B 22 2 S R A1 F )
BEZ IR, 7RI, MTLJE AR, Al
FEFR /N = AEIMCTITAH, 33755 & 5 204 i
N R TE S, S E AR HEA R £
YEH™. Jonsson et al'" i1 8 5l ) ks 4 4
X AEIR, IMCIITA R« ek, iAo k8
LR IM TL R I AT 5T I 5% 3 v
. EIAIEBTA 12 wkfa, SXTRRAIEEE, KR
MFEMTLE &R, #3000 e £BTAFE 71
Tl e o 28 AR S i TSRS T A ch, R AE T 422
FoANL S, B M TL > Wb 9d /b, 4R1M0, BTA
e EH AR T E S MO W 41 i, BH T
TMTLI - h5d i, 1A Lo bk, ARSI A
RN, 1B A WA DGR, A5 et —
200N

LEPXNAHNGE, 40 & 016 kDa, HIRNI
A o bk IR 4w it 25 pl, BRI, LEPAE A
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RS S NI SPGBV E AL B 63
FEAEH. LEPRCA/E H 20l N - &
R B 52 BL. Williams er a/' I\ 44 5 &340
INLEPZ b4 In, V5T oo I B v 78 52 3=
(POMC) R4, ZMAZAR, 51— R 5XHIERER
BN, BRI osb, NEWIEAE; [N, LEPS K T
IRILEPSZ A& LS &, MHIME Y (NPY) IR,
FECEACT R, BEREEG N, pRA AR 2 IR
SR, AN, O XA A M AL R G, P8
AR, B AU R DA% A7, (e R 1R A0 AN
R, IR LEP M AT ELRAE TR
JIE I 48 J, AR AR 1R . ARBIF ST, AN s
0 20 K BLUIR 28 RUR I S T 0 A, 8 30K
SRR TN HRAL, RS LEPS (A it Kl 17 5
IEAHDG. LEPI IS FPos p 22 S A B, e 2041
AR Jh> RE RN R I R AR
T34 0 RE 2V FE A AL, FRIIE DT G i, ks g
I3 P AR T A A% J5 DA R A .
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Abstract

AIM: To improve the computed tomography
(CT) diagnosis of primary gastric lymphoma
by describing its CT presentations and possible
reasons for misdiagnosis.

METHODS: CT scans were retrospectively re-
viewed in 22 patients with pathologically con-
firmed primary gastric lymphoma, and 13 mis-
diagnosis cases were analyzed for its possible
causes.

RESULTS: Primary gastric lymphoma involved
two or three sites of the gastric antrum, gastric
body and fundus of stomach in 20 patients and
only one site in 2 patients. CT findings showed
thickened gastric wall in 21 patients (6 mm-60
mm) and gastric multiple nodules in one patient.
Among the 21 patients with thickened gastric
wall, 2 cases were found to have gastric masses,
8 cases multiple ulcers, 16 cases destructed mu-

www. wjgnet.com

cosal lining, 11 cases intact mucosal line. Six of
the 21 patients with thickened gastric wall pre-
sented with stratified gastric layers and mucosal
damage. In the remaining fifteen of the 22 pa-
tients, the stomach remained distensible without
significant luminal narrowing. Primary gastric
lymphoma was misdiagnosed as infiltrative
gastric carcinoma in eleven patients, as stromal
tumor in one patient and as normal mucosa in
one patient.

CONCLUSION: Primary gastric lymphoma
include gastric wall thickening with two or
three-site involvement, intact mucosal line with
stratified mural enhancement in the initial stage,
distensible stomach without significant luminal
narrowing. Primary gastric lymphoma is easily
misdiagnosed as infiltrative gastric carcinoma
using CT.

Key Words: Lymphoma; Diagnosis; Computed tom-
ography; Stomach
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JRUR M E R R (primary gastric lymphoma,
PGL)J i A T3tk T 45 A e ML IR 8 1 9 2 0
UT1OFEACR T VR AT 31 (H pylorn)ifyT , Btk
JYICE R IBO Y KR B R TT, AT OR KR B A%
FTARIGTTIT R, $emB A B ", (HPGL
ZAEFE TR A, ARFTTR IS N E B
& INIZEIRE, B BE T ARG A Ge3kEIE
FIZ T R, AR ST R T JRUR TR K LR 22
BIIC TR I Hr I 1341522 S I8, DA3R &
ARHETZ WK, b imi2.

1 MR35

1.1 A # ARSOREAEA BT EIEAC T £ (1)
PGL&EE 2241, Hrh B k16, LotEol, i
41-73(CF358) % . InIKKIIIAT I s ik, 4
FZE1M51, SR, 1 EE 841,

1.2 7 & CTK A RI2E &6 h, SHIFIHHT10 min po
X LEFI30 g/Liz A %1000 mL, 17#lpo% i3 H
FEEE1000 mL. P45 47 3l bk 3R i Bk 20 34 5
4, BHBKINIEIR25-30 s, B BKHAEIR 70 s, Fi ik
TESF EEF R T353R 7690 mL, ¥ 4 E % 2.5-3.0
mL/s, T )2 57 mm, [EIRE7 mm. 4 HCTHLES N
GE Hispeed#1Siemens Somatom Sensation 16. 43
Wi BCTRIN, WHEIRA . Yol HEEEEES
mmh B RER R S SRAGRR I, A IOk
ALk, H R G EoRTE N, I B
1L, I CTIRE SR AL

2 BR

2.1 CTAIL S5 H TN ER1841(81.8%), HIK
S R 1261(54.5%), B 7k & 52 H3IAEHAL
B2 K 111(50%), 5 S A3 A7 L2041
(90.9%), 1R K AATBAL2H51(9.1%). ' AEHEE21
11(95.5%), oI EIE ORI S T H K
172, E1)1261(54.5%), TTBORIEBONT B K
172, FE2)9%1(40.9%), XRIM K % K 4575141

BEJL RS 46-60 mm, “F-41CT{H 434-45 HU, 3k
H1°436-58 HU, ### kI 450-90 HU, 1944(86.4%)
B R K C T <65 HU, M5 N
14-30 HU, 5334k ICT{EH =84 HU, Yl
[£i540-55 HUGH A 2 kilitdz, 11 BL/RIE
FR AN M K 3% 40 B SR 4, A 1 2E).  RERh Ik
Wi IR 16M41, o 14451(87.5%) H BEJEE =10
mm, 5 IS5, 2B R AR A RE
JERES 5 A8 mmA19 mm; 5 RE R R Lk S i 4
114, G B R R 149 (100%)<10 mmIf 243 )2 3
. T RERE R (1) 2 1451 6451 (28.6% ) B A 5 1) 75
FE RIS 50 B0y Ak, A S 1 R R R e
IR 23 R S5k R (B4). B I = e
A AR BTG B A 1541 (68.2%, 1E5). &1 itk
ELEE IR 191, 3 A& WL R T AL

2.2 ABECTH B BEIER2200, ¥lXiZH 8
MR 18H, e AR YL E %40, 2/
R 2 RORBGE S A 12 W o B bk CVR ;. T AR 2
Z WA, i B R AR DG L4 2 (mucosa-
associated lymphoid tissue, MALT)#k 2583 1451, 7%
1 PE KB Mk LR 2001, TAH Btk LR 145]. CT
BRIZ R Y L, ) IR L, K 2 R
ATRIZ AN IEHE B, 1R12%59.1%.

3 171E
PGLJLT ¥ N AEE #F &M E 9 (non-hodgkin
lymphoma, NHL), MALT#k t 588 Fl5R8 H4: KB4
JL 9k E R o 4 K 22 5, MALTk CUR A Rig ok
B4 Ak B 588 (1 7 A3 1 AR R 7, A
G B BT AR VIR 51 A RN B RORE, $2
re R AR T, LTS S T AR DR
I7 B80T HC W Bz 5 Ak, N AR
R B R A 1T AR T AR DI BRI AT 5 R P bk R
(HERfIZ W, FATE S B X

E TR D S I B == 3 e
7, 2 5K EFEEAR(81.8%), KEZHHR 28k
3NEAL(90.9%), 2R H R AR S HB3AS AL
IE1T11(50%). TR B MA LTk U8 5
H pylorr/& A %, I nl ik Je oy Bk B2 (R i
PEXBAN Mk CL8, R R R 2 B R SR
Wt 5H pylori % B Z2 A TAIAT K, T
e WETT. TR EUR 0 b R A S Y A
AJA], BT E 5 0530%, BA30%, BT
30%, 2 &AHN10%". T Bk EREE g
F T RS A )2 ORI T 2 S AE, T P
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B 3 IREHERNRLZIESHEECTER.

AME, PRI & KRR, B B AN
G, BT LI, B RO N, I R
AT, T LU I 2 5ohi A T2, B &
AN T3 AL, A 43 A v g S
g E T B er al'MRE
2L TS VAR B8 5 o BT S0 19 1 A A o
97 152 2L PR R W 02

ARG 91 TG 1 FF RS RS oA, 4 K % Sk
Bl 5 B JR(95.5%), DU 1BIRBL N H %, 1k
B B3N HICEE 457 T N L B M R
Ve, POREBRIETT O e s, TR . BRAD. B
W, ZRMBIR. AULVRE R, E B>
10 mmIih B EREIR, B Ay 4259 S50 bR 40
281, S I AT AL, 4 RN O T Y B
FE<10 mmiRt 2 OB ek e S gk, Sk B ST

H =R

L, BN 2 DR AL N R, 5
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BEHEE (FiR); B:H
. SRR (T

IR).

2 TRERA
MEEHEECTER.
A: B B: BRI
TR A (R e
B, SoRpRES
i)

PO 59 SAR A RE, W R S IR AT TR 1) 43
JEGER; R D 8-10 mm 1 /b % R Rl i 2k
RO, R A BRI 040103 491 PR AT R i 1
TR R R e R A, SR ROy Rk, XA
BRI RERE L Z O IR . W, R RE 5
AL, W 2 ) A A 1) R M i A R
B A AR B . A, HEMIR. B
BE 3 J2 S5 M O SXFPAE G 1E S W T bk B 98 4
WAE R T w0 A K, i i 2 T 1) R T AL
TRASIUZ IR, o im 85 K 7 BE A o 1 s B I 7,
55 i U OAR R 2 BUH BE ) R A AER)
FRIY KA R IUASE. X, A RN B
K4 R 25 5 BB 1, G S50 B BE 8 R 4y 2
KA EECTAES, #&7n H kR m fetk, 17
T e 22 s R A T R A A 1995 B2 W T AN
HR2. ALY B FHIRE Brim R gt R PIH,
CTRI AT I RERN L N 248 5, R 2 e ik
g, WS Ry Rk, SEUCE B N R R
AIRAFIEA S . H T U 08 e 4 P 2 4,
ML /D, Wask e 2 e, Ak, i kO
SRIEE 4 14-30 HU, CTH<<65 HU. A4l %kl 5
SCHR[ 13 ]300 S5 A — 5, H 340 ik 3 pb W 2,
CT{ =84 HU, CT X [ 55 ol T A B35 WL 75
Z R, V1 TF A HR B RERE IR 41 i
WM . LR AR 0 SO R, PR, 5
2 Rk e 26 M 78 I T B0C T B bk 301
HRAk. ATPGL(15%1, 62.5%) M 47 Betd &, H

BERE T Bz 8 69
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B B AU 238
B, BB IR, R
MAHEH—5e
M LR, PP 4
AL, FFIRIA F #k
BRI, %
. FETY
R CT RIS L.,
VMRS F .



1810 ISSN 1009-3079 CN 14-1260/R HRENBIIYE 2008FE648H $165 1687
miZRAEE BERILARE
CTHE B LR LA HE. KE

S L, T8 %
S BRREE I
T, RINE R
i, TSR E
H6 1 R A5 4T IR 4R
AR AT RSB
by

B 5 BiERERE

F K6 om, (HE BHAARYIE, 4 =%+
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R TEYE R, R T e 5 A A
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Abstract

AIM: To evaluate safety and efficacy of
compression anastomosis clip (CAC) for
gastrointestinal anastomosis.

METHODS: Forty patients who underwent
subtotal gastrectomy and gastrojejunostomy
were assigned randomly to use either CAC or a
curved stapler. Anastomotic complications were
observed; The first post-operation flatus and
bowel movement and extrusion of clip device
were recorded. All statistics were analyzed us-
ing SPSS software package.

RESULTS: Neither group had gastrointestinal
anastomotic complications such as leakage or
obstruction. The clip was evacuated with the
stool within 10-30 days after operation in the
experiment group, but no significant difference
was detected between the two groups. Two

groups had the similar results in recovery of
bowel function.

CONCLUSION: CAC is safe and simple to use
for gastroenterostomy.

Key Words: Subtotal gastrectomy; Gastrointestinal
anastomosis; Compression anastomosis clip

Wang JP, Xu ZF, Wang MY, Cai SH, Huang CK.
Application of compression anastomosis clip in
gastroenterostomy. Shijie Huaren Xiaohua Zazhi 2008;
16(16): 1812-1814

ik
BHEY: 70— A 37 B 4R 4KTT 102 e JE 7 A
& (CAC)HAT B Wi -0 % A M BRSO

Fi%: 2006-04/2007-0947i% 5% B K3tk §
= B oh -0 B B A0 RLBL S A 248, &-204) . B
RAAE FICACHAT B = i h &, T IR 4L4E A
RS BATE Ehh A REVER LA
A5 B W aAa k6ot K, SEYLE AT HE
A.v HEZ AT 1A VAR CACH) HE B ]

R madF R RrBAE DAL
Bna ok, fe 0k F IR MmEF LA
JE, ARG ATTHEA . HAZ B R 75 40 2 5+ R4
it &L BFRACACH T ARBE10-30 diE
b

it BACACHATE M ne%aTH, 1A
GEES

X i B KR, BRAYA; mMEY &%

T, RSIE T8t S8, 5. RINCIZERIED
GREBRVESPHNM. BFRENBIZE 2008; 16(16):
1812-1814
http://www.wjgnet.com/1009-3079/16/1812.asp

0 51

FORT IR 3 00 8 e & R R T Tes
AR 28 & vE (W) & 2831, I eE sk —Fh
Y1) g W) £ 3 B — AR AR ACAZ A e n R ) 4

www.wjgnet.com



T, F. RNCI G NE G REBBIS oA 1813

iR EE
SRR L A4
R b kAT R

iy A g S %
e Gc XA 1 1
FHe() 57.5+16.9 56.3+15.3 -
Bz 16/4 13/7
IRRE(kg) 54.6 £6.2 56.4+17.4
B 12 14
=pies 8 6
BB EEYBE (min) 83+£12 10.1+1.8
RNEZHESEYE) () 43+138 45+14
ABHRIE 8.1£1.7 5321  ®1 NARKCIZESNENSTHTEEHYS
ANoERYE() 11.4£2.1 11.7+3.2

(compression anastomosis clip, CAC) U\ {E[E P
A0 I IR I I8 T A Bk B 4 B F AR e o T
THATEW) &, IE T AR Y. 1) b 48 A 7 722,
2006-04/2007-09F AL A7 128 3y A V) Bk 2
fEFHCACAT B 2 W& 352041, BAR &R,

1 MRRTSE

1.1 #H 2006-04/2007-0947 32t ¥t B K VIR B
WG iR 401, BEHLAS 24, 252041,
FAATHCACHEAT H W&, X LA — ik
MRS AT B W& AL E R X
PRI AT . T BE Y ENERED.
Je 4230 mm(FJCACH LA e LT HiR A
] (niti alloys technologies, Ltd, Israel)$2{t. FH-Y
TR R 4% A5 2 (DR TR AR 88 & 2% Al — bR i Y
W45 i (W H-Y B 5 458 ) H i N T L B 7 A s
WU A=

1.2 7k 24 By se AT o v O YIBR, A4 H
B A ORI 8 bk, o IR ZHAE FHWH-Y 2
WG s 25k i A REAT E VAR, P
402 ORI Wk, e JE 1S 2 R R UL
. WHUALEA 45 A8 00 1 R, 15 2
LW R NZ4E 5, JGHCACIT 45l =
oWty s skt 3 A AT HES, A
HESAS cm, LIS 2805 5 Rim R, 2
o ZR 25 N B[] 52— 4. A6 P D AE R 5%
PITF— K215 mmiy) O, #igm ) oy it
T4, CACHE BAEUKK YA H120 s)a, KL
) BBy, RSV IRAE W) & ek B TF A7, H4
W4 e 25 8 Bk A RE . A e BN BN
Bl 5 K2 AE W) & K T B4, SR G
AT R, bIeds P& 1) ) B i e
()W JEBE L M EETFFL, AT R B 1 i
il A 2P fe B Bl & O s R R L
W, A FIeBs 5IR0r 5, IR F gy, Mk

www.wjgnet.com

2 RiE3 dIESBFE
A ERCACESZ=BI)
a0

TREAEWIG B M BB ). AR5 FHAS 1 iR
Hse AL O, IRE MY Rz, Hiki. 2 eE b
(15 mmb) 1 H3-0nT ek 42 A BSE 2, TN
SUZ LB, B i 2.

Beit bR N HISPSS 11598 it 4748
T HT, $idE Limean+SD# RN, B K e
*ﬁ .

2 B8

PR 5 YA R A 5 W& EUAH SR I JF RCRE, 4
Wi EEE . W) D sl R R A 22148 H
7R NN CTINI V= 7L ool /S = SNt = N D7 N
S A B I 1) 45 T 22 S 3 6 (R ). e
FUA, RJG3 dIEHXE R A 5 RCACHITE R
Fr(E2). CACTARJE10-30 di 260 rhHEH, 541
BEAAERBOATHEE, 1565 8 B £ R B HE
. A EEARERE1-3 mo, A2 A
Ji30 dAHEH, JF I R A IR, (R IR
e\ RERE A& P A S R R N R A, ARG 3
moH A B 5, Won B W& 16T

3 e

IR W& 2 — R8T W) & 7 v, I IR Y H
CACHHMT I W & Je it AE L g se ik, e
JUAF IR RIS ] s s, 78 LA B 5T rh 3,
A B IA AT I W) 5 T 1, BT



1814 ISSN 1009-3079  CN 14-1260/R HRE ) MR 2008F6H8H 5165 SB161
W@ 5 ARSI ARG I BAE S DI erI 7T, 1 iR CACHRH ARSI ML A AR 1R, F

KB R F T
M, HAER
R, . 41#
PE A T Ak AR

AA AT 5FE
AEL.

AT 5 I 5 T W) £ 2 1A i CACHR:
112 4 B B R i B, LA Bl i (AR 4L
T S 45 A AR T N, EHLRIZAL T LA 1)
Fr A 0 s ) 45 255 B Muurphy 4% 41URT 2B 4 B fig A0,
At T 0 o R 2H 2R R AR R 1 3 51— U R,
T 5 | i B Jeg B AR A2, — H g R 4 4 g 4
RFE, CACH IR 2 i b B HE h, JREdl
SURBEI [F) I A Bl A7 W B 5 I TR A, B 28 0%
BN — S0 I W) 45 11 i Murphy $4f1
YRR RAE AL WRE N, ik
B S S s U,

fFHCACHEAT B W& 5 V& 2
FHEL: (D)EATCACERAERT, 76 ek F U1
I NLUMERNCACE E, CACKH H W/ lniE
LR JE B M RE e [RINCACKR A LT
CTHEML” IERAERIR, AR TPk s 2
WIS g%, Yk ISR 0 R A 5 R RIS P ) 2R
W) G i i BN ECR LR, I Hii kW& 4
Jii, it AT G 1D T Ak i o ECHR T E NI ¥
AREF, AR B Be. 2)CACIIEMIE A,
K78 55 VI8 AN 58 30ty . 385 — 30w
Wy A AW G 2 D) I BE S RS S AT I
U TG B — AN B RDRE B 11, A T BEAR 5 & AR5k
ALY N5k B A R RE S S AR R A
MM HCACIT B W&, W& DAL 6 T30
SRR, G)YEHCACHATE W& wi{E S T
Befl, SRV A RAIEL, 75 2 v A
ARG Wi sh A« 3k B st ) S A I 3 e I 1) 452
TIN5

BAHEAAHCACHAT B W &AL
mARZ (D) E VAR, E R G R N &R
I 5 A B AN 75 ] 5 2-3 %, L 75 P RE ) I Ak [
€5, LFHWAE M A BB 25 cm, ST
THEYIEI. Q) VG I IR FegE, 1
L5 1k A A AL, AT R LSRN, 71k
W& S IR D) E] L D)EIAS 584 K D) E] T /s
S UR A, G)H3-0mT IR N EIgE S D)1,
FWUZInTE, BUELE A VA I, nTIOR 2 /e
s, eI, R DR A5 e i v a4
JEIE PR iR R

A KA HCACE A& I ok 5t iR
T AT ST B 25 1) 8, [ YV 5 A er art T
FRY: HAEN3 cm 2HEMCACKIREEAR
J A I B E R RS, ABUE ROR G

IR GECACHE Hi IR Ta], KBRS 2 i 43 T8 ) s i
W, ST 5k — DRI, Ferp 2R DL eE
AL, )= IR ARREE AR, 1 mo A HEH A4, H
PRI AT . AW TR S AE T CACREAT H
W 2 A, (A HE) I AL

4 SEXE

1 McGuire J, Wright IC, Leverment JN. Surgical
staplers: a review. ] R Coll Surg Edinb 1997; 42: 1-9

2 Nudelman, Fuko, Rubin, Lelcuk. A memory-shape
temperature-dependent nickel-titanium device for
colonic anastomosis in laparoscopic surgery. Minim
Invasive Ther Allied Technol 2004; 13: 36-41

3 Song C, Frank T, Cuschieri A. Shape memory alloy
clip for compression colonic anastomosis. ] Biomech
Eng 2005; 127: 351-354

4 Nudelman I, Fuko V, Waserberg N, Niv Y, Rubin M,
Szold A, Lelcuk S. Colonic anastomosis performed
with a memory-shaped device. Am | Surg 2005; 190:
434-438

5 LM, 27, B, TSI, XIET. RAERERICIZ
B EINEY) &SI TRV A RIRRITST. hIESH
IR 2006; 26: 364-365

6 G BRE, NEWN. HERIDIZE IR S RIEER
Btk TARMEIR . BB MG 2007; 10:
539

7 Nudelman IL, Fuko V, Greif F, Lelcuk S. Colonic
anastomosis with the nickel-titanium temperature-
dependent memory-shape device. Am | Surg 2002;
183: 697-701

8 Corman ML, Prager ED, Hardy TG Jr, Bubrick
MP. Comparison of the Valtrac biofragmentable
anastomosis ring with conventional suture and
stapled anastomosis in colon surgery. Results of
a prospective, randomized clinical trial. Dis Colon
Rectum 1989; 32: 183-187

9 Wullstein C, Gross E. Compression anastomosis
(AKA-2) in colorectal surgery: results in 442
consecutive patients. Br | Surg 2000; 87: 1071-1075

10 S, SKRIE. BRERG SAETRENT A AME L HEL
R, HERE 8BS M 1997; 6: 382-384

11 Thiede A, Geiger D, Dietz UA, Debus ES, Engemann
R, Lexer GC, Liinstedt B, Mokros W. Overview
on compression anastomoses: biofragmentable
anastomosis ring multicenter prospective trial of
1666 anastomoses. World | Surg 1998; 22: 78-86;
discussion 87

12 Nudelman IL, Fuko VV, Morgenstern S, Giler S,
Lelcuk S. Gastrointestinal anastomosis with the
nickel-titanium double ring. World | Surg 2000; 24:
874-877

13 Nudelman I, Fuko V, Rubin M, Lelcuk S. A
nickel-titanium memory-shape device for colonic
anastomosis in laparoscopic surgery. Surg Endosc
2004; 18: 1085-1089

14 Dietz UA, Debus ES, Hirt AL, Czeczko NG,
Malafaia O, Geiger D, Thiede A. From Murphy's
button to the Valtrac Ring. 100 years in search of a
paradigm. Zentralbl Chir 1999; 124: 653-656

15 LM, 297, B, S, THL, XY RS
I G EIN R & AT/ NGV E BRI
e H s Mt 2006; 9: 392-394

mHE FEZ W AW

www.wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

59

WRENHIZYE 2008F658H; 16(16): 1815-1819
ISSN 1009-3079 CN 14-1260/R

& /K 235 CLINICAL PRACTICE

R & (BT ERReE S SUE R R IR 2 E R A=

E i RER, F0RE X R KR REE8

E K5 R AR B AR F ANFE LiETF 200438
®RER FEAARMKES ZFERF A5 ERR
SHAAAE EiET 200438

fE& R BESRERNIC AT ERBNYSE, IhPMBE
#, RER AR, SHREARERET; 28, NRFZ/) R
FATEIUERURIE; RERLBTACEST,; BEOITBHEBR
i NMENEIEBREBERGERTN; FRSEBHRIIE
HTIESABL

EIRMEE: FRE, 200438, CiBMKIBEK2255, PEARBERE
EEERRSIROATBYMIERT. chenyi57@sina.com

E835: 021-25074927

IWFBEHE: 2007-01-20 (BOEER: 2008-04-09

Risk factors of rapid and
extensive intrahepatic
neoplastic progression after
radiofrequency ablation in
hepatocellular carcinoma

Bo Zhai, Ai-Min Xu, Xiao-Yan Li, Sheng Liu, Yi Chen,
Meng-Chao Wu

Bo Zhai, Xiao-Yan Li, Sheng Liu, Yi Chen, Meng-Chao
Wu, Department of Ultrasonic Intervention, the Eastern
Hepatobiliary Surgery Hospital, the Second Military Medi-
cal University of Chinese PLA, Shanghai 200438, China
Ai-Min Xu, Department of Radiology and Intervention, the
Eastern Hepatobiliary Surgery Hospital, the Second Mili-
tary Medical University of Chinese PLA, Shanghai 200438,
China

Correspondence to: Yi Chen, Department of Ultrasonic
Intervention, the Eastern Hepatobiliary Surgery Hospital,
the Second Military Medical University of Chinese PLA,
225 Changhai Road, Shanghai 200438,

China. chenyi57@sina.com

Received: 2007-01-20 Revised: 2008-04-09

Abstract

AIM: To study the mechanism and influencing
factors of rapid and extensive intrahepatic
neoplastic progression after radiofrequency
ablation (RFA) in hepatocellular carcinoma
(HCC) patients.

METHODS: A total of 926 consecutive HCC
patients admitted to RFA between January 1999
and June 2006 were enrolled. In all cases RFA
was performed with percutaneous approach
under ultrasound guidance. Treatment efficacy
(necrosis and recurrence) was assessed using
dual phase computed tomography (CT) or MRI

www.wjgnet.com

and alpha-fetoprotein (AFP) level within 45 days
after RFA treatment. Ten potential variables for
rapid and extensive intrahepatic neoplastic pro-
gression were analyzed, including liver function
Child-Pugh classification, the number of tumor,
size, location, growth pattern, AFP value, tumor
differentiation, portal vein cancerous throm-
bosis, the type of RF treatment system (or elec-
trode-type) and transarterial chemoembolization
(TACE).

RESULTS: Complete follow-up data were ob-
tained from 874 cases of patients (94.4%). In 54
patients, although complete local necrosis was
achieved, we observed rapid intrahepatic neo-
plastic progression 30-45 d after treatment. Risk
factors analysis by Logistic regression suggested
risk factors for rapid and extensive intrahepatic
neoplastic progression of HCC after RFA were
tumor type, portal vein cancerous thrombosis,
tumor cite and TACE treatment (OR = 2.647, P <
0.001; OR =1.341, P <0.001; OR = 0.197, P = 0.006;
OR =1.512, P = 0.042, respectively).

CONCLUSION: RFA is an effective treatment
for HCC. Tumor near portal branches, infiltra-
tive growth, vessel invasion of portal branches
and TACE treatment are risk factors for rapid
neoplastic progression after RFA. TACE treat-
ment is a better choice for those patients.

Key Words: Hepatocellular carcinoma; Radiofre-
quency ablation; Rapid intrahepatic neoplastic pro-
gression; Transarterial chemoembolization
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Abstract

AIM: To investigate expression of programmed
cell death 5 (PDCD5) and Fas in hepatocellular
carcinoma (HCC) tissues and its adjacent tissues
and liver cirrhosis tissues and thereby to explore
relationship between PDCD5 and HCC.

METHODS: Protein expression of PDCD5 and
Fas from 40 HCC and its adjacent tissues (in-
cluding 24 cases of liver cirrhosis, 16 cases of

chronic liver hepatitis) were analyzed using
immunohistochemistry. Positive protein expres-
sion rates and intensity of PDCD5 and Fas were
investigated under microscopy. Statistics were
analyzed using Kruskal-Wallis H test and Spear-
man’s Rank correlation coefficient.

RESULTS: There was PDCD5 negative expres-
sion in HCC and raised expression rate in HCC
adjacent tissues. There were significant differ-
ence in PDCD5 expression among HCC grpup,
HCC adjacent tissue group and cirrhosis, chron-
ic hepatitis group (x* = 46.03, P = 0.000). The
same significance between HCC and cirrhosis
or chronic hepatitis was detected for Fas expres-
sion (x> = 24.45, P = 0.000). Correlation analysis
showed that PDCD5 was positively correlated
with Fas (r = 0.839, P = 0.001).

CONCLUSION: PDCDS5 is an important apopto-
sis-regulating factor in hepatocelluar carcinoma
pathogenesis.

Key Words: Apoptosis; Programmed cell death 5;
Fas; Hepatocelluar carcinoma; Immunohistochem-
istry; Apoptosis-regulating factor
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Cheng J. Elevated expression of PDCD5 and Fas in
hepatocellular carcinoma and its adjacent tissues. Shijie
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BHE): 547 #71 8 2t B -2 54 e st
- 5(programmed cell death 5, PDCDS5) AT
49 it % (hepatocellular carcinoma, HCC) & & &
Je P a9 AE .

Fik: AR A AL F H(immunohisto-
chemistry, IHC)% M 40# HCC A 2 % &4
L (6L 362445 AT AR AL Fm 1 6.4 12 ML BT ) P 88
PDCD5#=Fas% & & iA. A F R F#Kruskal-
Wallis H#& ¥ 75 k#4744 F 547, FF A
Spearman's3 Z& FTAH 89 48 % 547 A PDCDS5
FeFasty & A £ 5.
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S5 ERFLALR KGR K . BF IR A 25 S AT ATAL
B % &40 PDCDS Ak LA B 50 £ F (3 =
46.03, P = 0.000). Fasfe I J& 4 L B 2 S 5 AT
AR RAZ AT K 20 47 P 89 Rk 5 5PDCDS5
AR, B2 R Fask ik A R H M £ F(y = 24.45
P =0.000). PDCD5 5 Fasty 48 & M54 R B
T, B 2 EAE (@ =0.839,2=0.001).

it PDCD52ZHCCA A, R RS bay—
MNEZATRAERE T

KA AT BF MM T4 F5; Fas; FFARE
B REHSULE AT RERF

RERER, XNE, XN, K, Z=5%, BiEN, WZE. BCR
SPDCD6SFastiitE REBBERTHRA. HREAHBK
Z¥i5 2008; 16(16): 1820-1824
http://www.wjgnet.com/1009-3079/16/1820.asp
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JT41 ffu 795 (hepatocellular carcinoma, HCC)/&
TR 993 26 e AT BB v Gk iR, B
BoE— N2 WE. ZH B WA O E T
P2 WFFCER I, 40 I8 T 5 R R R 2R R R 1)
A%, PDCD5 & HA RIE 7 E41 30 AR F T
FHHTEEIA, R4 TFARI9(TF-1 cell apoptosis-
related gene 19)!", 54k [ br NJSHE R 44 2= A
2@ i 4 HPDCD5. PDCDSHE K & 7 T 4L tfy
1£19q12-q13.1, cDNA4K 4559 bp, 4ifis1254
IR, Z TR, PDCDSr T AR [ #h
J& 2 [l FE AR ST, fe oAt B Y Dhhe
(WK, PDCDSTE NAZ R 23 384 K5, If
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Abstract

AIM: To evaluate the therapeutic effects of
Dachengqi decoction as an adjutant therapy on
recurrent acute pancreatitis.

METHODS: Fifty patients with recurrent acute
pancreatitis were randomly divided into control
group (n = 25) and treatment group (n = 25).
Control group received routine comprehensive
treatment only while treatment group received
additional Dachengqi decoction as an adjutant
therapy. Clinical manifestations such as the
acute physiology and chronic health evalua-
tion Il (APACHEII) score, serum amylase, ab-
dominal pain on day 1, 3, 5 were assessed and
analyzed in addition to duration of fasting and
hospitalization, incidence of complications and
recurrence rate of 1-year follow-up.

RESULTS: Compared with the control group,
(APACHET ) score on day 3 (6.03 £ 0.36 vs 9.07
+0.52, P < 0.05) and leukocyte count (10.37 £ 1.22
x 10° vs 14.91 £ 1.41 x 10°, P < 0.05), serum amy-
lase (57 + 19 vs 101 * 22, P < 0.05) on day 5 were
significantly decreased; the time of fasting (6.1
+1.1vs10.4 £ 1.5, P < 0.05), abdominal pain (3.3
+1.2vs5.4 1.4, P <0.05), abdominal distention

www. wjgnet.com

(42+25vs71 %22, P <0.05) and duration of
hospitalization (11.6 + 3.3 vs 19.7 £ 4.2, P < 0.05),
the incidence of complications (12% vs 24%, P <
0.05) and relapse rate of one-year follow-up (24%
vs 52%, P < 0.05) were significantly reduced in
treatment group.

CONCLUSION: Dachenggi decoction has some
accessory effect for the patients with recurrent
acute pancreatitis.

Key Words: Dachengqi decoction; Recurrent at-
tacks acute pancreatitis; Adjutant therapy

Zhao HZ. Curative effect of Dachengqi decoction as
an adjutant therapy on recurrent acute pancreatitis: an
analysis of 25 cases. Shijie Huaren Xiaohua Zazhi 2008;
16(16): 1825-1827
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MEGER B PR 2R OFERT 40 e v 30
B EAKP<0.05), MLASTHEI(P<0.05); S5XHRAIAH
L, Y697 4LIG 7 5 55 SR (1 40 BT H BRI 3 vk
A {2 R PR (P<0.05, K2).

2.3 WG IT G I7 AL E S5 IRAMLL, veiT A
BHE NIRRT G, 2. . E
JH % A Bt R 34 B Yl 46 4. (P<0.05), FFRIE (IR
b+ ARDS. B, JHRPE M A b A o
SRR FNAER KRR R (P<0.05), 57
HA G5 L ER3).
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x 2 AAMBEHNER. MRER. 155, MFEENSMEITEEIER 1 = 25) WA FE
AR EA— R
805 R A A,
S48 MEEPEBU/L  MERE&mmol/l)  MEBmmol/) M¥E(mmol/L) ES4BiE(  107) 125 R — A
ATH 1K 538+143 19.67 £3.07 1.41+£0.23 16.65+2.14 23.29+3.27
IR 302+142° 11.32 +2.53" 1.51+0.23° 13.69+1.9° 17.67 +3.19°
FE5X 57 £19% 6.41+1.93 1.99+0.15° 7.42+2.0° 10.37 + 1.22°
WigH $HB1K 542+191 18.70 +2.20 1.50+0.30 17.05 £2.02 22.05+2.70
3K 323+151° 11.35 + 3.50° 1.61+0.24° 14.10+1.2° 17.91+4.15°
#EEX 101 £22° 7.12+£2.01° 2.00£0.11° 7.34 £1.60° 14.91 +1.41°

°P<0.05 vs $51K; °P<0.05 vs WIBZH(EE1. 3. 5KX).

*® 3 FEETSEISALER 1 = 25)

paxi:| ZR(d HRERER®% ERRHBA 1FEEEER% [E7E(d) [EAK(d)
BFH 6.1+1.1° 3(12)° 11.6+3.3° 6(24)° 3.3+1.2° 42+25°
WB4HE 104+15 6(24) 19.7+4.2 13(52) 54+1.4 7.1+22

2P<0.05 vs WIRZE.
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Abstract

AIM: To determine expression level of
chemokine receptor 7 (CCR7) and explore its
role in colorectal tumor pathogenesis.

METHODS: Immunohistochemistry was used to
detect CCR7 protein in specimens. Expression of
CCR7 mRNA was determined using reverse tran-
scription PCR (RT-PCR). And Western blotting was
used to detect CCR7 protein in colon cancer cells.

RESULTS: CCR7 mRNA expression was
found in 45 colorectal cancer specimens and 12
cancer-adjacent normal tissues (x° = 34.44, P <
0.01). CCR7 protein expression was found in
34 colorectal cancer specimens and 6 cancer-
adjacent normal tissues (x* = 28.51, P < 0.01).
CCR7 mRNA and protein were expressed high-
ly in colon cancer cell line SW-480, but lowly in
HT-29.

CONCLUSION: CCR?7 is involved in colorectal
cancer pathogenesis and its expression in metas-
tasis.

Key Words: Colorectal cancer; Chemokine receptor;
Chemokine receptor 7; Pathogenesy
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A Jo R 0 A S A L R AE R, Rl I
JE M FEAE 3, I EUMR IS, B et
BRI IR 732K C X CRA"MMICCRT™ e £
Tl b v A7 AE R BE R IA, R IX SRR 1 %2
S5 T IR R A R I FED). A SOnt 45 H
e P CCRTI LG BLREATRY I, JFx H 55 45 5
g W PR AR AIE 2 ) R AH DG P EAT 29 A7, DA
CCR7AE 45 B AR LI 4 H.

1 MRRSE

1.1 #H 4 B KO N R 55 1E A 2305 A
64451, 55k T I R R OK 2 b e 5 — PR B
PR ARG BIA R T A 2, IR A7EAE-80°C
ZATF N2 H. R HES (R 2 IR br A = 2
iR 20 23K A, o 5 IR AL ZR AT R 4N B
. NS5 W 41 i RS W-480 MTH T-290 H T
Mt (KeyGen) BV RHEOR B A A, Bi gk T
RPMI 1640155555, P {547100 mL/LIAA- i
H, A% (1X10° TU/L) M 4% £ (100 mg/L), T
37°C N E T84 50 mL/L CO, M F7 4.

12 Fix

1.2.1 RNA#Z B fnif # ZPCRE: K HRNAiso
W F)(TaKaRan ") TRN AR, BARDES
WEIL UL AT, R BENLOG Y FI AM VIl 5%
W EAT 10 s S . R AR FR 10 pL, Wi 55 )
N Z&AF: 30°C 10 min; 42°C 25 min; 99°C 5 min;
5°C 5 min, JE1MEIR. PCRUE S ViAK 540 L, &
N4 H: 94°C 2 min, 1/MIGIR. 94°C 30 s; 60°C
30 s; 72°C 2 min, F£30/MiEFR. CCR7IER 5147
HI| 2 I8 SCHR[10].

1.2.2 S 2ae e &, VKA 76 30 KU R
T, K40 g/LZ 5K H B 30 min. 3% H,0, 1
U N2l SO VR A, HIRIRIE30 min, LUKIE
PR LS. NS0 @/L BSAE I, =
20 min. 02 5E BECCRTPUAR (I 15
AT, 20°CF2 he i IAESEA LU R IEG,
20-37°C 20 min. i JHiXFISABC, 20-37°C 20
min. DABR 4, SRR ZEEG Y, K, &, &
h, BT ER.

1.2.3 Western blot: 1 H 24 i i an i, U sE
FEMER 1. BUR 1120 pg, IIANE R IRSISDS-
PAGEHR I EFEZEMM, Wh/KIE IN#43-5 min, LA
FAARMER . AR SRS, O AR R
FFERISDS-PAGERINFEFL A, JEAT Bt HLikK.
. RS, S R DR
IINE A, 4CRER. 21 10008 BECCRTZ
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SR, AT B P, InAN—Pt. 4°C
. 441 0 1000FF R N BiAR ik 4210 ) B A
WARPUE TP WP LA, I 9L, 4°C
JFE1 h

Giit A0 TE R AL SR 55 1E w4 R ()
LLi R H R 5 K5, CCR7HER A3RIE 5 B3 IR IR
I BRFAIE 2 8] R AH G PE K B Fisher's exact 3 56 75
BT, P<0.05 047 W25 172 7.

2 #R

2.1 CCR7E% A& B o SEF AL AR A P 84
FA R HIRT-PCRELANS I8 b A e 5% 1E 5
LR ACCRT mRNAR L BLREATH I, £E
6415 45 EL e A bR A, 4745%1(70.3%) K
CCR7 mRNAFKIA. 70 HAHMN ()55 H 2, W
7 12451(18.8%) K HICCR7 mRNAE X, W4 7 57
By = 34.44, P<0.01). Ry 24Uk 245
AT o6 b A F0 i 5% 1 A 2R ACCR7H
FIENEGLHATALIN, 2 7R 7 6449 25 B W Jie 1L 23
FrA, H3441(53.1%) K HHCCR7H 3R IA. 78
JLAHDY (P9 55 A 23, AT 6451(9.4%) ks HECCR7
HARIE, WA ZEREE @ =28.51,P<0.01).
2.2 CCR7%& & & iA 55 45 A W J o IRk BLAF AEZ
i) e A48 %M K H] Fisher'sk 5, FRATIATCCR75RIA
55 45 e S5 TR DR s BRARFAIE 18] R AH G
BEAT A3 HT. F 2 Wi R BT AR08 40 4 K T750
&, NTEET504 5 IR /ML EAR K T3 em, <
3 om. LGS RS AR DL S A e B 34T 0 4.
FERRIRT o3 W b, TURIT2 A —41, T3FIT44 h—
Y. g R BoR, CCRTRIA G BH R Mol b
Je /NS AR G PE, T R 23 P = 0.01).
WGP = 0.01) L H e vE ().

2.3 CCR7TE% M mie 2 ¥ o9 k& RHRT-
PCRHGANT &5 [y 41 il 2 SW-480FTHT-29 CCR7
mRNARIA G GLHEAT M. 45 B /R 7ES W-480
HICCR7 mRNAKIA B, MTEHT-295K1A% 55
(K1A). KA Western blotH A X} &5 iz 41 il &
SW-480FIHT-29 CCR7E 1K IA N HLBEA TR
4 R AESW-480 H CCR7 AR 113463k B %, T4
HT-29RIA#:55(1B). CCR7TEHAFKIEL R L
mRNAFK IG5 R

3 171E

25 5 s N R L IR 2 —, T R
—HHEEB SRR BER. &5 W
A 7 PR DN SR A [N AT O AR IR

| BN

AL AW 4 AW
5 P CCR7# Rk
R, sttt b4
H W& W R4 AR
ESLR R P E:
7T oM
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%2 A2E A 1 2 B 1 CCR7 mRNAK
KB R ~CCRT CCRIEMEEHEM
2 AL CCR7  paZSW-480FIHT-29
i:’fﬁg i’i;‘; =i cbs n Gevi P B-actin qjm%t_‘ A CSER?
S T A B s 143l 3 38 20 0.2 mRNA; B: CCR7ZH;
S ILARA Bl k98 26 14 B ) 5 1: SW—480; 2: HT—29.

ke >50 42 22 0.21

<50 22 12 -_ e R
DH T15T12 30 11 0.01

T35T4 34 23
MBS NO 29 10 0.01 L
e N15SN2 35 24 - - practin
fEER/N >3 cm 36 18 0.17

<3cm 28 16

hy AR IR WA R R RO
S i 2 32 5y 55 5 T AU R 3R L
TR, BAE TR, H AT A o 40K 2 5
gt s vh MR 2 A ke R TR T 1 % ) &5
B B, 9 K 3 2 5 R AR Bl
FIE AR, I v A 5 0 S DR R 3 R o s TR
WO A5 IR L DN 2Rk o AR 5 AN i g g e
TS, AT T 2040 it I gtk AR TR
I AEAIT T A B, I g 40 2 T R L B
T AR TR IS R IA, SR IX s
IR T2 62 5 85 H e i R AR R RIS 72

A TR 7 52 4 5% T KR Al 2 25 18 e 4 v 43
4R BICR, CCR, CXCRAICX3CR. H4H
Jif St 3 A Rl AR A A TR 1 S N i g A ol T L
0 H 3 101 BT KA AR sz Ak e T
SARAEFTR, A Ak R B AR A EAT
123), 25 RAER R LR, SRR I,
i 987 240 P 2 T R RT3 Ak R 1 B2 Ak, X Ll
A FECXCRAY ™, cCR7™, CXCR3M™PL
CCR10"", CCRY"™, CCR4"FICCR3"%:.
HHPCXCRAMBHTL IR 2, KW RIS
20 Fh R (1) A L . WP B RCCL21(CCR7
FCAA)FIC X CL12(C X CRAFLAR)E R EL 46 . it
JF A S L 2 s S 2R, ERIACCR7AICXCR4
(1 Jie 9o i i e o BIIX LU

i1 T Ak R 1 52 AR T 5 Wi s T IR A
L, HREA = 9% WTST. AT CCRTEE 4
B R E BLEATRE S, RT-PCRAZIN &5
BB ORTE 64 45 H I L2k A, 70.3%40 H
CCR7 mRNAKIE. i 75 HAH R (19 55 A 23,
4 18.8%K HICCR7 mRNA# L. CCR7T{ESE H
Jgee 2 2R T (1 TR A A (2 v T 5% IE H A 2.
T35 2 S 2E A I 25 S B R AE 64451 45 1 s 41

ZUhr A, H53.1% HCCRTE F1RIE. LA
My s A2, WA 9.4% 4 HCCR7THE R
ik, Wi RN X Eh I AN AR AR
IR RIAFTECCRTERIL. B E45 R4 RCCRT
5T 8 W R R, KA Fisher'skr,
TATTHTCCR7RIE 5 &5 1 s 1 1) DR s 1
AR Z B AR DGR EAT 430 A7, 45 AR 7R, CCR7
FIR G BFAEE . YR RN TEAH S,
11755 J 98 43 S NI £ 8 e B 1 0 B B S A O
P g R RCCRIEL HpE P R ES 51
MR
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