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Abstract

Large discrepancies exist between Eastern and
Western countries in the diagnostic criteria for
gastric epithelial dysplasia. With the purpose
of a worldwide-accepted terminology and clas-
sification of precancerous lesions, Padova and
Vienna classifications are established and reach
a consensus that epithelial dysplasia is the earli-
est visible manifestation of neoplasia and the
stage at which invasion has not yet occurred. So
the primary term ‘dysplasia’ is confusing and
misleading as gastric precancerous lesion. With
more insight into dysplasia, new directions will
be found to explore the pathogenesis, reversibil-
ity and therapy of dysplasia.

Key Words: Gastric epithelial dyspalsia; Gastric pre-
cancerous lesion; Gastric cancer; Diagnostic crite-
ria; Vienna classification
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Abstract

AIM: To investigate the effect of alpha, beta-
methylene ATP (a, p-MeATP) on gastric smooth
muscle motility and its ionic channel mechanism
in guinea pigs.

METHODS: EWG/B guinea pig was used in
this study. Gastric antral smooth muscle strips
(10 x 1.5 mm) were prepared and then fixed
in the organ bath system (37°C) which were
perfused with sodium bicarbonate buffer solu-
tion and aerated (950 mL/L O,, 50 mL/L CO,).
The spontaneous contraction of gastric antral
circular muscle was recorded by SMUP-E bio-
electric signal-processing system. The single
gastric myocyte was dispersed with type II col-
lagenase, and the ionic current and membrane
potential were recorded using whole-cell patch
clamp technique in freshly dispersed smooth
muscle cells, including calcium-activated potas-

www. wjgnet.com

sium current, delayed rectifier potassium cur-
rent, and voltage-dependent calcium current.

RESULTS: o, B-MeATP, a P2X receptor agonist,
significantly inhibited the spontaneous contrac-
tion of gastric antral circular muscle in a dose-
dependent manner, and the contraction extent
were decreased from 100% to 90% + 2%, 81% =+
4%, 68% = 4%, 59% = 7% and 29% + 4% when
o, B-MeATP was used at the concentrations of
5, 10, 20, 40 and 100 pmol/L (P < 0.05). Tetro-
dotoxin, a blocker of neural transduction, did
not affect o, B-MeATP-induced inhibition of the
spontaneous contraction. Under conventional
whole-cell patch clamp configuration, 500 umol/
L o, B-MeATP did not change membrane poten-
tial and affect either delayed rectifier or calcium-
activated potassium currents. 500 pmol/L and 1
mmol/L o, B-MeATP did not influence voltage-
dependent calcium currents either.

CONCLUSION: o, B-MeATP, a P2X receptor
agonist, induces relaxation of gastric antral cir-
cular muscle and this effect depend on neither
the enteric nerve nor hyperpolarizing membrane
potential as well as changing ionic channel activ-
ity in guinea pig.

Key Words: Alpha, beta-methylene ATP; P2X puri-
noceptor; Gastric antral circular muscle; Guinea pig

Huang X, Zhang Y, Gao L, Zhao P, Han YF, Xu WX. Effect
of P2X receptor on the spontaneous contraction of gastric
antral circular muscle in guinea pigs. Shijie Huaren
Xiaohua Zazhi 2007;15(11):1185-1190
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B-MeATPX K R B ST L B A& PEWC4 1) 5%
I LB Il E BRI T W
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i(KI2A), FETTX AP G o, p-MeATP ] LU
SEP U LS IR BE T B 2129% £ 5%, 5 ey
Ta, B-MeATPHIBEACH 4l 2 29% = 4%AH EE,
W W 2 5 (2B, n = 5, P>0.05).
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u zi AEE . 2.3 o, B-MeATPE w45 64 % vfr K JH 441 JHa i
FohfEP2X % S , e
T mma  PEHCRI RIS R, FI4EGTA 0.1 mmol/L
TSR, ARREE bl PRI R R T S L, R L U
REEREM, P2X AN L
St R Yoamk 60 mVAEILEIT P UL R AL, 2145500

BB E AT
JeL Bt A, LA
P2X % #0y 4F K
R AR B T
i@ iE X A4 G B
RP2XZ R4 R
W) A — e

wEL.

pumol/L o, B-MeATPHY, 452411 Ji5 [ FiL A7 /K~
AU A (EI3A, 1 = 6).

2.5 o, B-MeATP T 91 &) 47 W, 37 64 6 % v

2.5.1 o, P-Me AT P 458 747 5 F & 7 69 %
R LR A0 PR S AR R, A AR R
EGTA 0.1 mmol/LI¥HLbk, B H o £ il 7E-20
mV, A DLicsg 21 i A i S A 0 R B K e TR A1
] 2 FEL 7l (spontaneous transient outward currents,
STOCs)™. WE3BATR, #E4; 7500 umol/L a,
B-MeATPH 7, STOCHIAZFIHRIE JL-F- %A K
B (= 6).

N T HE— M ER o, B-Me AT PX5 BRI H
Ji(calcium-activated potassium current, IKCa)¥]
S, O A AR AE-60 mV, M-40 mVITH,
JUF AR RE 10 s+ B RIS 20 mVAF£E400 msf
B R HL A SR R B AL E+100 mV, 753 T
SEPI WL IK Calf i - Him it 2. anEI3CH
R, TERAN AL K -0, B-MeATPAFEMIIK Ca
MR, 242 3+60 mVINF, 45 2507 5 HAR K/
I3 4944.9+88.3 pAFI1946.2+101.3 pA, B
Z A B E M ZE 5 @ = 6, P>0.05).

2.5.2 o, B-MeATPT &, AR AT &, 7069 % 7
2 IR 5 A 10 mmol/L EGTA{E 44 i i i
B AR EEA G LT, R IR A7 A 7R -60
mV, K ECSRIK Ca 8] iRl =y BLad 5%
PIFER G PE A L (delayed rectifying potas-
sium currents, IKV). I-VIIZ i E3DT7R, 7645
JEHLA 7K F-500 pmol/L o, B-MeATPXITK VAT
WIS R, 2 sk 2+60 mVIF LI/ A
876.21108.5 pA, 55X H41962.5+109.6 pALl
B, B BEMZE @ = 6, P>0.05).

2.6 o, B-MeATPA} & JEAR B 45 b i 69 % vm
JIE FLA A RIE-80 mV, M-40 mVIT4h, F i ) [H]
FE10 s+ BrBRIEME 10 mVFEE400 ms/HI R K HL S
AR IR E=AALB+60 mV, 0% T L-TY45 i 7t
(Kl4A). 72457500 pmol/L a, B-MeATPHijJ&, H
P TSR R IR/, I RRI-V it e 4B TR
gE LR, CERAHEIEKFPa, B-MeATPAMAR
HLIR D, 242040 B0 mVIsF, % R4S 2540
LI K /N3 531 h-390.6 +64.7 pAFI-391.4457.7
pA, W3 Z M W 2 7 (m = 6, P>0.05).

—l— Control
—O— a, p-MeATP

pA

4 o, B-MeATPXIKES B BN MRl - B4R FRAVR0A.

3 Wie
WS BEP2 52 AR 45 HO6S 52 AR ) 711 B VL 1R ik 59
M3 R] 4y P2 X M P2Y 52 A%, M, 2-MeSATP &
P2Y SZ ARSI SN ), Mo, B-MeATPAEP2XAZ {4
OHESS El | S e N L7/ P T =) 7B - R N DA
P2XZ AR T SONANIR], i, 75/ BUE SR
B IR i T L, R i s 753 a3 T % ik
T IP2XSZ AR TP WU 4, T/ BRFIR 3
2y 01| R | PR G B UE K77 S VAR R i 4 1
L IP2X A AR UL L. SR, AL 45 R R,
FEIK BE B IP2X 2 A8 o, B-MeATP
EP kI ILRIAE .

TEARSER Y, P2XZ AT E) Flo, B-MeATPXY
JE B AT LA &R AE R, X AR A
Bl b 22 BELIT T T X T BRI 31X — 25 S U0, 7EJK
B B ST WLP2 X2 AR A1 3 P LI &7 5K S B,
M7 3K o 7 5K s N AN 2 T L i A 48 ST B ). E K
BB PR L, P2XSZ AR S P LA 5K, F HL, iX
T/ FH AT i 380 ok 0% /) i 5 Ca SRR K 3l 3 S
PLEO B AR AE -3 LI 32 2 v i i s e A7 ) 4
AR EAEE I LR AR, e, R
TR DB P2X AR SN F E RLE SEIAT
UL EFSRAEH, LR85 s i i % T o,
B-Me ATPX V- LA 1 )5 ri A7 1) 56 0 LA B 3= 2
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ALK, a, B-MeATP AR & e FE # AN
S0 JC S RSP JULIBE R A7 7K S A AN S e 46 ek
B, R S 3 A G P L BRATT AR A ZUK
S0 5% 3] i VA B T A S T e 3 L DK )
VY L IERGANRE R W o, B-MeATP & #k A F (45 5
WA WoR). IXELEE B30, o, B-MeATPXT K i 'H
S LA &7 5K AR B JEAS 8 48 I A ) S e
A5 S LA B AR AL ST E P L4 o
T LA IR 3 — AN ] LA R I DR 25 0 4 TR
WEBSEG 7K, T 5% i 240 160 P i 25 80 ok AR A 1)
LR B R M PR - . R, fEAR
SR M EE T o, B-MeATPXL-FU 45 Hi 37 1) 5 1,
BRI, o, B-MeATPI A AREL HLyit. X — 2%
B, o, B-MeATPXHE 1 WL &F 5K 18 H
AN 38 3 A - 2R A e R ST IR

ST AL 20 2 o 20 R P i A R R R L Y
WA 45 2 T 5 135 1 A PR TR T A )
5P WUMSC 20 3o 2 v 4 L P D 5 45 T 0 5 S
WA LG, BRIk DR, k&
R RERE IR (b, ATPRG IS TEHS N, RO A1 L3N &
M4, m& SN LI T RIFi 4. BEAR
o, B-MeATPX| B P LR 5KAE H A & i i
DA 2 i 2 0 T 3 e 2% 5 | B LAV R A
ARSI, T LLAEN o, B-MeATP A] REIH 1T P2X
2R AR A 5 00 46 U 2 1 P U ) PR I
SERUS SR B T R AL R O, B,
o, B-MeATPX| & V- ig LI 5K AE H e i bl
EANE R, A fs Tb— 2.

DHREVETH A R LRI PR DL ARG A,
I B HE ARG T, A R 9 P R AN
2. BEAR R ThREVEB, ' IE N WA AR
A DN 35 LA K S A R i A 48 T ) 2R L
HE 52K WE RE AR AE D) RE R
R A E AR A I PR L i BLAEAS [ 1)
SR AN RSB 1 A 5 W 2 5
DAL, o] P A o 28 3o I % 32 A 1 T T
RE VR 15 R 1 FH R SCHL R A 3 A A B 2 B e
SRV L I R R L
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Abstract

AIM: To investigate the distribution and effect
of recipient-derived bone marrow mesenchymal
stem cells (BM-MSCs) after orthotopic liver
transplantation.

METHODS: The model of orthotopic liver
transplantation was established using two-cuff
method. Wistar rats were used as donors while
Sprague Dawley rats were selected as recipients.
The BM-MSCs were isolated by the combination
of gradient density centrifugation and adhesion
separation. The collected BM-MSCs were labeled
with 5, 6-carboxyfluorescein diacetate succinimi-
dyl ester (CFSE) and then infused into livers via
portal vein after the operation. The distributions
of BM-MSCs in liver, spleen, lung, and kidney
were detected by fluorescence microscope 1, 2
weeks and 1 month after the operation. Hepatic

www. wjgnet.com

functions and immunological rejection in liver
tissues were also detected.

RESULTS: BM-MSCs collected by gradient den-
sity centrifugation grew in an adhesion mode
on the wall and had a ball-like appearance. The
cells viability detected by trypanblau staining
was about 98%. BM-MSCs were purified at the
3" generation. The method of labeling BM-MSCs
with CFSE had high efficiency. After infusion,
most BM-MSCs congregated in liver and re-
duced a little after one month. However, only
few of them existed in spleen, lung and kidney.
Liver function of group C, which received BM-
MSCs infusion, was remarkably improved as
compared with that of group B, which didn’t
received BM-MSCs infusion (F = 63.179, P < 0.01).
The liver function was also statistically different
between B and C group at various time points
(F = 221.026, P < 0.01). Immunohistochemistry
showed that the acute immunological rejection
was dramatically alleviated in group C.

CONCLUSION: Infusion of recipient-derived
BM-MSCs can alleviate acute immunological re-
jection after orthotopic liver transplantation.

Key Words: Mesenchymal stem cells; Immunologi-
cal rejection; Orthotopic liver transplantation

Tan HX, Gao Y, Zhang HY, Wang Q. Effect on
immunological rejection by recipient-derived bone
marrow mesenchymal stem cells after orthotopic
liver transplantation. Shijie Huaren Xiaohua Zazhi
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B #: AR R T T 28 I (BM-MSCs)
B R RRALIF A ARG R 89 A 5AE A

ik MAWistar K R AR, SDX R A LR
JR I A £ ik 4] ’f’F/?’ﬁﬂfﬁ%#ﬁ’}%ﬁ R B
Sk B 5 AR kg 5 2 ABM-MSCs. CFSE
MIEARIG 1T HIIEN, 38 B4 5 A
MAET wk, 2 wk, 1 mofF A B-40.2% P BM-
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H TR R
X, R EBR T2
E SRR AR
F B =T VA &) A
Zfe oAk, BERAS
IR R T
TR ARE L A
Ji F 28 i %) BF 4
oA 3 K HE AR
R ST B AT % A7 R
W BT

M S Cs#y 47 B & B 18] & A BT o 48 BT 48
2 % R HEF L.

R FEAE B TR BM-MSCs# I
B HRGE N, Sk & miniE
H11%98% £ A, HAump )y . BM-MSCstk 9k
D EIRFRY I EHIRIGE A AL, B ACFSE
TP ik & A ARIT LB BM-MSCs. #4169
BM-MSCs £ &£ 2T IEF R E, 1| moSw
BV, w LR R 2122 WBM-MSCs/21 moJ&
AR oA . BAABM-MSCs#r N 5C4H
BM-MSCs#ir AN 2 48 v, CLLAT 25 4 A %A
B4 B, CLLM £ FH 255 L(F = 63.179,
P<0.01),B, CAAS BT AL £ F A LERE
SU(F = 221.026, P<0.01). CZAIFLA LR .95 HEFF
B BR S R B

2% RALIF B ARG #riE L AKBM-MSCs ™
H AR SR T HE R R

KA B BRI T A0, RALAFBAEAR,; REHEF

BEEA, o8, Ko, TR SASBEERTAREKX
SRUFBEPWRRARNEID. BRENBEERE
2007;15(11):1191-1197
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JFF RS AR VAT T AT (1 2 B3, (A A
Je IR e e e SRR s 197 s S s &
W 6] 76 5 T-41 R (BM-MSCs) J& T2 Thfie T-4i Jfa,
PRSI L, BM-MSCs 5 ¥k L 41 s 55 R 255 1),
h T fiEBM-MS CsTE J5UAL A% 48 5 X HLAA ) 5%
Wiy, A S 52 ABM-MS Cshric Ja B A 32 44
KU P, R ) 23 A 54 H.

1 MRRT5A

1.1 ## SPFZSDA il Wistar K il %60 1, i
HMEAH), A5 150-250 g, W B 5 RN 23
iy, Percoll4H i) 259 H 3% [ElPharmacia
2w, L-DMEMI# H 2 [EGibco A H], ALK
I BB VYT AP W) . CFSEGL il H 36
¥ Molecular Probes Invitrogen/A .

1.2 7%

1.2.1 BM-MSCs#y 3k B HUSDK BUBH 4 B,
PR B B 0o A B 5 I R A B B SR B M-
MSCs. H3RHIE, 510 RAEAR.

1.2.2 sh4h 448 BENLSY K34, REZSD 5 Wistar K
A 105, Adl: T AR+BM-MSCs; B4L: 747 I

1 BM-MSCsFRHIE7748-72 hABRAFRRIZ N E(x
400).

A, CA: G AT AR+BM-MSCs. Kamada
MBSV E SRR RS R AR,

1.2.3 CFSE4#iZBM-MSCstk .3 73z HUH 348
BM-MSCs#1X 10", H#E NS pmol/LIH
CFSEFRIC10 s, 100 mL/LJf2F M35 2411, DMEM
291 mLER, 206 WM A YL, F AL
ARG & TN &4, TAREL wk, 2
wk, 1 molft BRI HZ, VKR VIS um, 2¢J6
BT WL 2 A1 17 L.

1.2.4 Foaesen S4HTAREL wk, 2 wk, 1 mo
HUR KL T mLIAr N5 2B (ALT), &I 3R
(TBIiL)fH.

1.2.5 AL e RHARFR AR AT ARG
wk, 2 wk, 1 moliUHF4LZR, A, G 1%
FsABCYE, fTHEY (4. $418 Williams er al™'ff) )5
%, MRS A I A U AR50, W 2 kR T X
IEFRIRERE S h 42K,

2 #R

2.1 BM-MSCs#) K355 4732 BM-MSCs%
JEE A6 B 5/ Jr 4 380 ) 40 i Ay B — B0 BR T
AL, & W Y 4 T )18 98% A A, H
20 /> L. N FHCF S E R FRH =y R0 1 b i U B
BM-MSCs(/41-2).

2.2 CFSEARiEBM-MSCstk I I8 H B 40 48 7 35
AdL: RJET wkIHF I E 2 K WWBM-MSCs
Iy Hi; BEL A HAEBM-MSCs; CAH AR 1 wk, 2 wk,
1 moffF Al B 4L 2L A BM-M S Cs 43 A1 U 1] 3-6 97
7 B Sy G 32 O3 A Ay HAT K R SR A M,
JURIT ' 2234 2 B o3 AT, SRS [R] J 4

2.3 A et #4158 R D) RELLEL,
CAABM-MSCsiyE AN Dy Red 0, 8
(R D).

2.4 FT2A 42 o 95 HEOF T AL BAL R 518 2EH TR &
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2 B=HBM-MSCsNEEEE K 2RI TeHES, CFSE
FRCAIRS, IRIE2EE(x 100).

B 3 BM-MSCSHFARDT. A: 1 wk; B: 2 wk; C: 1 mo.

I, LA AR ZARHEFI ZE AL, WL TERKEAE,
A DO R PR R, 1 AE P9 i, A W)
2, T EIASE, ARJE1 molkE 2. C
AR AT I, ARJA T wkn] WEAE X 45
LA IR, T A R S R,
ARSI FE i ARJR2 whd il A
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B 4 BM-MSCSIEAD. A: 1 wk; B: 2 wk; C: 1 mo.

Ji 1 molfF 4t EIRHES TS, /NS5 Aa s i, 5t
AL IE T (E17-8).

3 ik

) 78 5 T~ 41 B (mesenchymal stem cells, MSCs) /&
HGao et al”'Z#Friedenstein er al'EH BEHE R
HE I Percol I 5 550 J5 45 21 11— S W B 2 e
JESH2, SH3HUMFH P4 i M 1E iy 4. MSCsfA
WAL 2, R R IAM S Cs ] LAAEALE
TR L IUA BT, IR, O
e, gt BTSN, Tuli et al™
A E #E(bone marrow, BM)JEMSCs ¥ iz FE =
555 TARIUM A ZR, b M S Cs# A 4
UK VRS VA IR . LR 24505 W] A
W 2 M s T HEBUEMS CsH 5 73 A A
AN ZHZAA i, AT 21E . XLEfF S
B EAEAMG . RAE. MR, B R SR
B MS Csif b X 2 8 A2 T i i ) 22

Wi £ E

BM-MSCs#4 2 %
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ARS8 A CFSE
X AL
T e e ARt e

RS, RILT
T BN
F o o R A I
7 H A 80 A
BB T4 34 7
R,

5 BM-MSCsEfiIFATh. A: 1 wk; B: 2 wk; C: 1 mo.

x® 1 ZEARBITERALTSTBIL{E(mean + SD, 7 = 10)

6 BM-MSCSBRPDT. A: 1 wk; B: 2 wk; C: 1 mo.

434E ALT(nkat/L) TBiL(umol/L)

ARE1 wk RE2 wk ARE1mo ARE1 wk RiE2 wk ARiE1 mo
A 655.29+5.84 604.94 +2.84 664.9+1.67 6.52 +1.31 7.22+1.15 6.48 +2.09
B 4750.77 £ 4.51 2993.25 +8.85 2501.75+1.85 32.06 +1.62 28.06 +2.98 23.06+1.13
© 3246.97 +1.84 2169.85 +3.32 1045.33+5.29 23.43+2.91 17.15+3.44 12.66+1.74

B, CHARERBREEMENIF = 63.179, P<0.01), B, CABNERERETE MRV (F = 221.026, P<0.01).

AU oAb, W mT LA R A L e A
i 7 4 At 7L o A At S R LA it A e
AR, HHEFFE I BM-MS Csids m] L) T4 g
oAb, WS er al*OVE AN T 40 i A K
K755 S/ [RBM-M S Cs [ AT 41 il 434k, 16 1¢
et al®"FIH] A\BM-MSCsth 53] T [7FE 1K 4518
M5 et al™. RMEE et al>' DK BM-
MSCsHiA 05 AR N 5, KIEBM-MSCsTE 25

3RRIA SRS 4 i (b e A B, 28 SR ED A5 AFP
(2RI,
UEAEFBM-MSCsids i LAAr i [ 41 %26

-7 -8+ -11. AN AR . b4 - = v
LAV RS R T A AR K R 55 2 Rl i i R
TS FG 53 1, A M 3R 1 I AE AR 22 RO DG 4 e
DA 52 AR SR ), A BM-MSCsit L A 4
RPN, H HTE XBM-MS Cs ) S 6

www.wjgnet.com



B, 5. SUSREERTHRERS RIAHSESN 2R HERSIFI0

1195

7 BIERIIBM-MSCsEAERGAFARA R HRRNR
ZUA: 1 wk; B: 2 wk; C: 1 mo.

I EA ARHEST. Di Nicola er al* ' scit kI,
BM-MSCs A LAy 7] 40 5235~ C D8O [l il
ST IR 20 48 51 2% 3, Rasmusson et a1 52
oAb W o~, BM-MSCsHg g4I T4 M58, [y
N ABM-MSCs/# G e i H AT WP, ¥4 BM-
MSCsZBRTA0 M3 58 % X i, HRERE S
BM-MSCs# & 2 [FAC. ZEANSEKHZhou
et al®E52, SFAABM-MSCsH] il # Fisher344 k
/o U B AL b ) T 40 L e N v R 15 3
i 52, Bartholomew et al™ /(B 744 J ik #%
HE A8 1 X 107-2X10"/kg MBM-MSCs, ik AJ7
ST FH R A A 2.

JHE RS RELAE D 697 0 1R 8T 7 VR s 31
iz M, AR G HE T A2 SR S5 77 A 2R
DRI, e HF 7 3 SO I IIE 4544 15 Th e (R AR
DAL A FIBM-M S Cs 1] BA [ [T 40 i 7340 75 e, ¢
ZAABM-MSCsfii ARG BRI P, K mT fe
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8 CHAZRBM-MSCsEEF BT AR B RHERR N
W, A: 1 wk; B: 2 wk; C: 1 mo.

FEIE R S8 SO IE PG 453497 (L A 4 B e 47
AR, AT AR AR A 1) FH 40 i 2 e 45 DA P 2
I hse 2. [RIREA nT A H %2 A BM-MSCsft 4
392 0 15 2050 12 9 D A A TR S T B B i
SR,

BATE S N CFSERR i BM-MS Cs Ml 2L
eSS S5 (R R A 23 Al CFSESE—Hf R
LF (40 bR AC P, 58 A 140 IRBE L 40 i o AN 4
A%, LAAH BA% 126 Bt de k. CFSEAN I 4
IR A5 RE 7, 440 i > 241, CFSERRIC % nT
SR 53 IE A AN AR M, AT A SO0 B
BRI, M LASDA SR 5244, Wistar K i h
AR 1 XA 2 32 i A T A 4y 3 4 T
BREHE AL SER R B, MBM-MSCs& [ ]
i N S 245 DR 43 K IR U SR A T R AR S . A
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Abstract

AIM: To explore the predominant location
and the influence of bacterial cryptic growth
cell (CGC) colonization on the activity of local
enterocytes.

METHODS: The bacterial CGC was induced by
the antibiotics Cefuroxime, and the colonized
status was detected by the techniques of local
colonization in vivo. After the establishment
of irritable bowel syndrome (IBS) model, the
energy charge (EC) of adenosine triphosphate
(ATP) and the ratio of ATP to the total amount
of adenylic acid pool in colonic epithelial cells
at the ileocecum with better colonization were
determined by high performance liquid chroma-
tography (HPLC).

RESULTS: Normal rats had just a few bacterial
CGC, but a great number of bacterial CGC were

detected in model rats. The bacterial CGC colo-
nized mainly at the ileocecum and ascending
colon and fewer at the other parts; the energy
charge of ATP and the ratio of ATP to the total
amount of adenylic acid pool in the three parts
of ileocecal colon of IBS rats were significantly
lower than those in the normal control groups,
respectively (both P < 0.05).

CONCLUSION: CGC colonization causes a
down-regulation of the cellular activity, which
may help to explore the mechanism of IBS
pathogenesis.

Key Words: Irritable bowel syndrome; Iintestinal
bacterial cryptic growth cell; Ileocecum; Mitochon-
drion
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B T miamECGCAEARRN TS H 8y
FBAL F BAX Ay E AR XS By SR fm I 0 v

Tk R kFavk F4iEF FCGC T A, AR A
20 T ARG RALAE M T ok AT 45 I BB CGC R
A LBATAR M, £ S T IBSHh M AR A mh
L, RAZHERAEEEXITCCGCEME £ 0
&) B R B A5 b % gn R 64 AR R A 4T R ATP
5 0% 35 B8 B YL AR BEAT N T, VAR B 4 AR
K.

ZR: Ex XKAEMNANLKEZBHCGC, £
7 RAFAM E L 45 R P K3 CGC.
Wi i AN, M CGCER T
EEF A At Sk, 5 EF AR, IBSEE
A2 B AR AN B I K A K AT PAR 47
A VAR ATPYS BB 3 B2 B v A ) 25 F ol B
FAK, A8 5 B B 2 18] #4H 2 51 B F(39.P<0.05).
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Wi 5 B 47 A AL (irritable bowel syndrome, IBS)/&
— P B D REPE I, RS N SR A T
B2 RERORTT 29, SR IAE T RIm WA, 4
RIS 3 2 v A fivi- Jo e 5 5 1B S Bk
FR 7 TN, T G el S R DR 0 A e B T AR
SRPiA N P, i g R i e g A
5 IBSHAH I PE 58 0 4 it 1 BA 4 i 1
R, B2 A S ) R TR A
IR TTHRE 0 1) i 40 B % AE A (eryptic growth
cell, CGC)/ZIBS A Jit IR i B R e A6, A SCHE
I AEA FBIFSCC G CAE i N e A8 43 AT s S
X RN b Bz A B 1 R, DU B T 1
HHIBS A& 94 1) 4l B CGC IR AH DML,

1 MRRTSE
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www. wjgnet.com

BAR, BAIJE, 5000 g5 010 minFi U EiE W,
WIS PE K, 19 215 al Rk, JIE mLsy
BTN, PRA), AFEERiAR M. HL0.2 mLn
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Abstract

AIM: To investigate the effect of chitooligo-
saccharides (COS) and N-acetylglucosamine
(NAG) at different doses on oral glucose tole-
rance test (OGTT) and intestinal microecological
balance in rats with diabetes induced by
streptozotocin (STZ).

METHODS: The diabetic model of Wistar rats
was duplicated with STZ intraperitoneally (65
mg/kg, once). The rats were randomly divided
into 9 groups: normal control, metformin, diabe-
tes, COS-H, COS-M, COS-L, NAG-H, NAG-M,
and NAG-L group. The rats in normal control
and diabetes group were treated with distilled

water (10 mL/kg), and those in metformin
group were treated with metformin (200 mg/
kg). The rats in COS-H, COS-M and COS-L
group received high-, moderate- and low-dose
COS treatment (250, 500, 1500 mg/kg), while
those in NAG-H, NAG-M, and NAG-L group
received high-, moderate- and low-dose NAG
treatment (250, 500, 1500 mg/kg). All the drugs
were administered by gastric irrigation. Sixty
days later, the general conditions were observed.
OGTT was performed and the intestinal flora
were cultured, calculated and identified. The
value of B/E was also calculated.

RESULTS: COS and NAG improved the symp-
toms such as decrease of body weight, over-
drinking and over-eating in diabetic rats, and
the effects of high and moderate doses were
superior to those of low ones. The glucose toler-
ance was decreased in all the diabetic rats, but
was improved significantly (P < 0.05) by dif-
ferent concentrations of COS (moderate dose
produced the best effect) and low and moder-
ate concentrations of NAG (low dose produced
the best effect). In diabetic rats, the numbers
of pathogenetic E. Coli and Enterococcus were
increased while those of Bifidobacteria and Lacto-
bacillus were decreased. However, after admin-
istration with COS and NAG, the numbers of
Bifidobacteria and Lactobacillus increased signifi-
cantly, while those of pathogenetic E. Coli and
Enterococcus decreased significantly (P < 0.01).
The effects were increased with the elevation of
COS and NAG concentrations. In diabetic rats,
the total numbers of aerobes were increased,
while those of anaerobes were increased mark-
edly. The ratio of anaerobes to aerobes and the
value of B/E were less than one. COS enhanced
the value of B/E, while NAG augmented the to-
tal numbers of anaerobes (P < 0.05).

CONCLUSION: COS and NAG have effective
effects on the general clinical symptom, disor-
ders of glucose tolerance at different concentra-
tions, and they can modulate the imbalance of
intestinal microecology.

www.wjgnet.com



BER, 5. TERENELTEYIBRR AR 2 LipERES L as#ia 1203
Key Words: Chitooligosaccharides; N-acetylglu- a4 S A BT AER. WA B 08

cosamine; Diabetes; Mouse; Oral glucose tolerance
test; Intestinal microecological balance

Yan CL, Liu B, Liu WS. Effect of chitooligosaccharides
and its derivatives on oral glucose tolerance test and
intestinal microecological balance in diabetic rats. Shijie
Huaren Xiaohua Zazhi 2007;15(11):1202-1207

ik 2

BR: AR AR A 26 ok EfN-TBR L
4 3FSTZ F 09 48 fk g K R, 649 48 w245 A
B i85 ST AT %R

Tk #5265 mg/kgih i & — Kikip STZH] &4
Jedm K RARA . KA AL A9 B 5t R
20, —F SN RT RELR, PR MRS PR AE, & AR
B, P KA B, N-TERAEAES . P
ARAZ L0, 5 TR, P R REF
AR (10 mL/kg); =5 SR AP B 204 R
200 mg/kgi B wibE. N-TBEAA 4
2712250, 500, 1500 mg/kg#F X # B, % 460
d, RIGYLEZ AR R — MK LA, H
2.5 ghkgh R H HHEKERER (ig), M &
21K R.0,0.5, 1, 2 hidbe de 548, 52 5 %+ &-28
K R i B AT A, 3T H5F 3T SLB/EAA.

HR: ARMNZN R EEAN-TBER L L4
) Re R R AR P& B R R KR89 R R R
2. %4, 5EFEK P A ZHEMR
TR TART Z 40, SR LA 00 F) B HEAEAT 23
HARRAREZR. cFEAH HEF TR
F R E(P<0.01), P A FHH R RIF; N-T ik
AAFBEEA TP HET R E R EH BT
F(P<0.05), 1&7 F 2109 2 R RI4F. HBERAK
RIpiE AR HAITE AR B RIS, ML
HEFREFEORERAL TR, S EBE
FEZATHEEKKDITAAFMKENRE
(P<0.01), % BCBAF ) A= FLBR AT ) 09 38 7845 A
LA R FAEAP<0.01), B &R EHF
83 I 3 A N-LBER L B4 A H S A
FREO Il KA MR RA N ESE
1%, R ZALBRAFAGGHEERNZERS
(P<0.01). b4 fkgm K RAEAHA S EIt
B, MREAALKENTHNETH, RAHAS
E A A X W AB/EMA<]. & FAE S BT
{2 B/EAAL B & 71 % (P<0.01); N- T BRI 45
2 FLR A R FE B E(P<0.05).

Bt RRAAN W EAEFN-TBAL 5
) A6 R R AR 44 BB B AR KR A AR R0
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B A 5 4 . ] P 2 K EemIe S s,
PRI G857 TR f P9 4 R AT AR S5 R 2K L, JiE
A 2 AR, R XA R B B A A
R T IEH N, J OB 1) £ I e T OE
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R R B W OSBRI, A T A A A
Hehn, FENE DTER O RN, fe g SR IX IR L.
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A LU Y 30 ) i TE N A ) AR R B,
JTE T AR X ZR 3 AT, A3k U B AR K,
N AU S g 0. A K7 SEREAE A TR S
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TSN, ALK A HI, T 2200 Da; N-&
P 5 BB (7 S, R U (b g e
2P, BENRAEH R (STZ)(Sigma); ML & i
LR AbA BRI PRI A BR 2 7).

1.2 7%

1.2.1 A HAE 80 HUK A fr12 h, H HHTOK. %
65 mg/kg ip STZ. 1F X FEZH 1 0 45 B R AT AR TR
CRPPIL. VESTT ), HIRHEE R MR AR I 4 ) 2
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;_\/e*]{r] % 5 hillBE (2 h PG), &P RME. FRBEAE+++LL b, Ip
8 41 4 2 4 o
EW;TW >11.11 mmol/L, A% . £, ZIARE
ﬁ?i;%i@% JEASTRRE, JLA7 72 IR Bk B bR .
HAT T 4 B o N . 4| o %
ErEsTEE 122 s mA SRS A F KRS o4l IE ?ﬂ | AU;‘"G‘Z°"6‘L18Z"] fg‘;‘g”
W R K BB 1 HE 4 b = — o) Ve B ontro .66 + 6. .
it FAF R %Xjf,\‘\,ﬂ(iliéi\f%ﬁ’]l[i%j:m,n 9); BITER I Met 105.33 £3.74° 86.05
wAsEaey AR R, DR, 7 = 9). —HXUIK DR 122.40 + 12.05° 100.00
v BB A b e e 2
;i’j;f’t?ﬁ FHPEXT AL (Met, n = 9). FesEblim . . KH cos-H 85.79 + 23.90" 70.09
8 N~ IR
*%, FEEAT  EY(COS-H, COS-M, COS-L, n = 9). N-Zf  COS-M 84.08 5.93° 68.69
MAESRFTAE oy - = =
i resne  EIEMBEEL P RAHE4I(NAGH, NAG-M,  COSt 86.078.06™ 70.32
G V453K F1 b K B A 4 NAG-H 103.86 + 19.66 84.86
o a - R L R NAG-M 98.29+3.18" 80.30
(normal control), — H XUIKEH X)L 41 (Met), B NAG-L 94.22 +15.27% 76.97

PEXS 2 (R alofl PRI A2, DR), 7o 580 &
WL 541 (COS-H, COS-M, COS-L), N- .t
AL E . . KFIELANAG-H, NAG-M,
NAG-L); 1EH X IR4L. B I 2 45 K 1 7%
WA7K(10 mL/kg); — FSUIICBH 6 B 20 45 K200
mg/kgHE FH FEEME . N- L BEa I B 4H 23 44
250, 500, 1500 mg/kghF R#E ', FELL60 d.
1.2.3 MERFEAF (1) RS MEE: LSRR
(1 — AR BUAN IR fr. R R, HEB 4R 2,
AR A4 5 i A ] 24 5 (2) Bl T 0 o - 4
FEF60 dJiT, 2512 h, KR 242 h)aHRHERML,
W B (FPG), K FRRE 5 7 25 Bl K v (2.5
g/kg), 70 T4 REE0.5, 1, 2 hARHE 5 & ik AR
ML, 7 255 A A T ) B A, A 2 O ot A 4
Shy R R, A B P I ) A e 2. B T
= 4k N 1A (area under curve, AUC)H JLA[ [
TR DU o) e 2 B i 2 i 2 S 1
FAR100%, HEwE & i N e 2% (3)
i 3 B R ARSI LTG5 VEIROK BUE W A R )
0.1-0.2 g, FRR BRI 2107, JEFEE 1 Wik
FERCRES0 pLBM 1% Fras g dt B EMBHi
FIECFHGE 107, 107, 10° =AM RS, Lbs
BOHIBSEHRIEFH 107, 10°, 107 =AM (1 T M,
37T°CH:FR24-48 hJa WL L T FLAT R 55 7%
(LB s AR T XUEAT #3577 1B S AUR A
R FH A B AT T IRV D S A BT (1) P& A8
37°CH;F748-72 h. HEFRE N G Bk I T S B vk
. AT KA WA E . Bk R E . LR
Vol o RO T BT g s )

SEit AL IR A0 TR S8 S £ bRk
(mean= SD)E R, K H SPSSHKA-BEAT 40 #7.

2 £R
2.1 — RS STZHSHET72 h, BRI KR
BETHIEZ R, 2R, 28, B, HE. 1F

°P<0.05, "P<0.01 vs PAIFEFRFRERIA; P<0.05, ©P<0.01 vs
EBWRA.

BNk > SERFAE. AN K e SRR STZ 5 31
B PR KB ) — BOIR A& A B 8 s, T B
0 1A S B PR K B R TR R . 2K
ZAERER, P R A RO A TR
Y.
2.2 THHE, N-TRRL LA RR K AR H
Mt 2 09 %5 ve IS I AH UOBEAEL o] 0, 5E SRR 25
Z0%10.5 h PG, 1 h PG, 2 h PG 5 KL BRI
(El1A). N-Z 2 5L pixt0.5 h PGEJEREARAE
H, 5 B0 BOZH P 235 22 5, X1 h PG,
2 h PG RAEEBFAR (K 1B).

5 R T A (1% AR A R A AT AN [ R R 2
1, AUCH IE A L RISH B35 7 7 (P<0.01).
TSR HE 521 5 B PE RE A L aA A L 2
(P<0.01), AR Bl N- £ W 3 bl
T 2H R0 v 7 et 2 5 9T B L L A
22 51(P<0.05), 1R = 48U e b (R D).
2.3 THEAE, N-TBAK L EAIDMK A MHid d
A0 h
2.3.1 M, N-CRA L 45 Rk K A
A AR 0 Fea B PR K U IE O I B
R 3K oA B T v, T LR AT BRI XUBRT 1R 1
BomA R N, SIEWALRamLEEE
FE(P<0.01). 5TREME 75 77 41 nT B S FRAR K
B RN i R T R BB (P<0.01), 6k SO AT B RN S 1R
FF B 38 5 48 5 B o) B A b e (B 3 22
(P<0.01), H o320 A bl A 75 0 38 o i 8
N- Tk i B 25 711k 20 I 4 ) o P 398 K
JW AT 1 R J 3K AT (1 B0 B A, o ) S 40 LR
FF B (0 B8 BE R 55 B ko R A4 b A A (B3 2
(P<0.01); {HA5 LU AT B I A H (K2).
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A 45 - —&—Control B 45 —&— Control Nz AZE
—m— Met 40 —8— Met K e RAE R
—4&— DR —4A— DR HFRk, FEA—
—— COS-H 35 —{— NAG-H 0 IR e A
- —4—C0SM 5 39 —4— NAG-M HHEIE, T
= —o—C0SL 3 —O— NAG-L EISTac 25 S
g g 25 12, A F A5 e
= £ 2 T4 Sy b A ) 3
g = KE SR, @
15 B BLAh e
10 IR, B W
LA TR
° > Fo LR
00 1 2 0
t/h t/h

1 RERAIN-CEBSESRNBRAAR BRI EIR. A: ST B: N-ZBEE AR

DR EMB Ec Lbs Bs

Control 7.22+0.15° 7.88+0.05° 10.18 £0.08° 9.87+0.10°
Met 8.52 +0.31™ 9.40 +0.20™ 9.82 +0.05" 8.51+0.19°
DR 9.76 +0.5° 9.96 +0.16" 9.17 +0.03" 8.25+0.13"
COS-H 8.43 £0.48"™ 8.49 +0.36™ 9.69 +0.22° 9.17 +0.06™
COS-M 8.15+0.07™ 8.31+0.08° 9.55 +0.34° 9.03+0.13"
COS-L 8.86 + 0.06™ 7.87£0.16" 8.81+0.17° 9.01 +0.20™
NAG-H 7.91+0.11" 10.02 £ 0.15¢ 9.84 +0.05° 8.30 = 0.09¢
NAG-M 8.71+0.81™ 9.07 +0.80™ 9.49 +0.37° 8.34 +0.53"
NAG-L 8.92+0.11™ 8.83+0.12™ 9.17 +0.49° 8.14+0.16

°P<0.05, °P<0.01 vs EPIBFEFRFIERIL; P<0.05, P<0.01 vs IEEIIBA.

232 A, N-TBEAA LA DMK R hid A
BRAA L EREZILAB/EMAAFw Al
PRGN B2 75 A B Bl T v, i DR AR T A B
TR R R B, AR5 7R R L RIB/EME
<1, 5IEH A WRIA B2 7 @P<0.01). 5¢5F
5 7] B A0 R A B, IR B, IR
AW AR WAB/EMES A SCEER, S5
PR 2 Pl 22 57 B 35 (P<0.01); N- 2 ik
5 50 8 2H 0 7 A B R R A G, AR A
X DA B AR s, B IR LR
e .35 75 5 (P<0.05), -5 20 PRAEU A 1 5 21
B2 LU RTB/BAE I A 23, s R R B 1
B iGN GR3).

3 17iE

DAFE PP 24 0 1 e IR A ), A 0 SR R =
JIE I B (fasting plasma glucose, FPG)EZ[EA LI
B, SR 25852 A7 3, AHIX P& B AN REELIE
S WATLAA ) I 7K 1. B Y b A i e T
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FPGI1) e BR A S AU, 2 bt
(oralglucosetolerancetest, OGTT), OGTT & —#f
T ATRE ORI, FH LT AL A4 T 25 0 ) R
WA, — A DA RS W PR 1) b v
M52 h PG bl IR 8P IF ARORE (A 57 v A
ES S U/ L i Rl A I NS R
AR, AR A S SR BE LR K BRL60 dT
JE 252 h PG AR EE M BRAR, 7o sem 7
HAL(500 mg/kg) (1 B R R0 HE B i, T A
R 4216.14 mmol/L, FEHE % 447.481%, HFITEXS
WA EL AT (3 3 25 57 (P<0.01). 56 S 45 UK i
H L TR (AUC) AR, 55 BT A b sy
A W E 2 (P<0.01), A R B, Ak
68.694%. ¢ TN ¥ B B 1 H 55 e S0 v] LA
N 1) 1 BT A 3 T B 0 R R RO
PECSIL R REAT AV 30 8% 40 P P 1, (i3t
2451 I 5 A1 H 1 e A TRIAT DR AT 5 4
R, N- LT 2 e opl & 4t ) A ] i B
IRAUC. M- IR UM B T 50, 535505 - 41650.5
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[ BAGK 4

1 &% E
(OGTT) X % :
OGTT#& %% —
Gill=y & N
ks, AT R
AR H
e )G o b ¥R
fe 1. @ OGTT
RI, TAEIE
MAERM T, T
B W A SR A,

2 Wil AL B
FHOUT, i
kAT AR
A, EFART
H MR B 4
HAFE TR —
BRI, )
B N (&AW
A A E )R
SN RO B B R
RSN /B &N
AW, bk £
T T HiE
N AN EE
A,

Payich Aerobe (log CFU) Anaerobe (log CFU)  Anaerobe/Aerobe B/E

Control 16.11+0.17° 20.06 £0.17° 1.33+0.03° 1.37+0.04°
Met 17.93 + 0.45"™ 18.3£0.22" 1.02 +0.03"™ 0.99 + 0.05"™
DR 19.36 + 0.20° 17.24 +0.33° 0.89 +0.02° 0.86 +0.02°
COS-H 16.89+0.18™ 18.97 +0.2™ 1.12+0.02™ 1.15+0.07*
COS-M 16.47 +0.14" 18.568 +0.3™ 1.13+0.02" 1.11£0.01™
COS-L 16.74 +0.18" 17.82 +0.35° 1.06 £0.01" 1.02 £0.02*
NAG-H 17.93 +0.25"™ 18.48 + 0.49"™ 1.03 £0.02" 1.09 +0.06™
NAG-M 17.78 +1.38™ 17.83+0.84° 1.00+0.03™ 0.96 +0.05™
NAG-L 17.75+0.22" 17.31 +0.65° 0.97 +0.04™ 0.91 +0.03"

°P<0.01 vs BAFEIRIFIBAIA; P<0.01 vs [EBWIRAE.

h PG, 1 h PG, 2 h PG B RFEEFK. 1MIN-&
Pk 2 L BB XT0.5 h PGIYTCRRARAEH], XS 1 h
PG, 2 h PGIH N L P, $E7R-N- L2
AN SE SRR 1) B LR T AR

B PR R H TR B B2 A R B, R 3
T B KA B ) R BN BR IR ™, 8U% A 4
BB R & R 3R L, S WO AT LA % JE W 4 RN
Tt ORI R, Y YA R BRI, e 2
SR T TR 380 A AT R i T E s AL A
T1 RO bR s T R0 D s 5835 1) o VA AT R
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Abstract

AIM: To investigate the inductive effect of tumor
necrosis factor-o. (TNF-a) on the expression of
matrix metalloproteinase-2 (MMP-2) and matrix
metalloproteinase-9 (MMP-9) in gastric cancer
cells.

METHODS: Gastric cancer cells were stimu-
lated by exogenous TNF-o and the cells without
stimulation served as controls. The contents of
MMP-2 and MMP-9 in the supernatant fluid of
gastric cancer cells were measured by enzyme-
linked immunosorbnent assay (ELISA). The
expression of MMP-2 and MMP-9 mRNA were
detected by reverse transcription-polymerase
chain reaction (RT-PCR). Western blot was used
to detect the expression of MMP-2 and MMP-9
protein in gastric cancer cells.

RESULTS: Following stimulation with 1, 10 and
100 pg/L TNF-qa, the contents of MMP-2 (8.24 +
1.36, 23.65 + 3.45, 14.83 + 2.54 ng/L) and MMP-9

(1247 + 2.66, 34.12 + 6.78, 23.31 + 445 ng/L) in
the supernatant fluid of gastric cancer cells were
increased significantly as compared with those
in the control group (MMP-2: 1.56 + 0.23 ng/L;
5.25 + 0.89 ng/L; all P < 0.01). After 16 hours of
stimulation with TNF-q, the contents of MMP-2
and MMP-9 in the supernatant fluid reached the
peak values, which were 23.65 £ 3.45 and 34.12 +
6.78 ng/L, respectively. MMP-2 and MMP-9 ex-
pression were up-regulated both at mRNA and
protein level.

CONCLUSION: TNF-o can up-regulate the ex-
pression of MMP-2 and MMP-9 in gastric cancer
cells.

Key Words: Gastric cancer; Tumor necrosis factor-
a; Matrix metalloproteinase-2; Matrix metallopro-
teinase-9; Enzyme-linked immunosorbnent assay;
Reverse transcription-polymerase chain reaction;
Western blot

Wang J, Guo DY. Induction of matrix metalloproteinase-2
and matrix metalloproteinase-9 expression in gastric
cancer cells by tumor necrosis factor-o. Shijie Huaren
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fik 2

B9 3R B 258 B T o(TNF-0) 4+ B % 2w
R A 8B G B 2(MMP-2) A £ R 4 8 & &
BF9(MMP-9) £ ik 69 % S-AE 7.

Fik: VAINRETNF-ofE A T BE@mA. K&
TNF-atk 7 69 B 5 20 J Ak 4 s BR. R A ELISA
EA o F JE m AR SR LiE R PMMP-24
MMP-9% & #94=. KR JART-PCR&N § % 4w
MMP-2 mRNAFMMP-9 mRNA# & ik 4k
JL. KA Western blot#sein) B J& 2m it i MMP-2
HaMMP-9% & 4.

SR RERA(, 1042100 pg/L)# TNF-atf
A F )G, B s L iE iR P MMP-24)
SF N A8241+1.36, 23.65+3.454214.83 +
2.54ng/L, ¥ B %FH T E4(1.56+£0.23 ng/L,
P<0.01); MMP-98) 4% 4 4] 412.4712.66,
34.12+6.784223.31+4.45 ng/L, " AL

www.wjgnet.com



Fl2, . TNF-o N BBEIEMMP-2FIMMP-9RABNES/ER 1209
T AF PR 4H(5.25+0.89 ng/L, P<0.01), H + 410 [ R A

ug/L TNF-aff A B 7+ & 3% 4 2% TNF-aff A
B EMmA16 ha, ki PMMP-242MMP-9
SFHFEM, 5 R A23.65+3.45F034.12+
6.78 ng/L. B J& %1 JEMMP-2 mRNAF=MMP-9
mRNA &L B3R, § 5% 20 AMMP-24=
MMP-9% & % ik 7R0 238 %

£ TNF-o LA § & @ JAMMP-2 4w
MMP-9 £ ik .

KA. B MEIEE Fo, EREEE A
B &8 E A0, BRek RE W iR, S R-R
A EERE R, R T

TR, FEE. TNF-oWBEMBIEMMP-2FIMMP-972AB8%E
SYEA. R AMILZE 2007;15(11):1208-1212
http://www.wjgnet.com/1009-3079/15/1208.asp

0315

B AE I NI W IR 22—, i Wiad
RANUZ IR AR, B E 1S aEfE R
%, BRI IIAET R, JE 54 s 5K A i (MMPs)
KGR 52 T MM P-9 FIMM P-2 G646 %L 43 fift
LI ML) B AT VIS R AR A, P I
FIEH TR BN AR 220 . k2
MR s, TNF-aZ 5 1860 B 0k 4
R R, R 1 112 2R 5 B e ) HLAT A
St TR AP S TN F-ou i 38 7 i 4 i, [
X MM P-2 FIMM P-93% 3k 185 Gl b AT A I, 04
TNE-o%} 5 98 41 s MMP-2 FIMMP-9 4% 32 [ 5% 11,
PAFRIS TNF-oufE 5 i ik e A2 v g 4 1.

1 MRRTSE

1.1 A AN BE A ARSGC-7901 i+ [ B F
R IRt o I 2. 4 % 5% T RPMI1640%%
FEH, P EA100 mL/LIKA- i, #%8F %
(100 TU/mL) X 5% 2(100 mg/L). TNF-aJtJ 3T
2 [H Sigma s 7). MMP-2HIMMP-9 ELISAA 7 £x
I 5 % [E Biotrak Amersham/A#]. RNA PCR3.0
k5 & M TRIzo IR A4 H T TaKaRaA #]. AT
AR 4R,

1.2 7%

1.2.1 RNASRIR KA TRIzolik, HAKJ 34 L4
AT

1.2.2 %3 F R A B4k RS (RT-PCR) U1 ug
SFRP1 RNA, KBTI ¥ MAM Vil 5%
M & icDNA. 44+ 4: 30°C, 10 min; 42°C,
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TNF-alpg/L) MMP-2 MMP-9

oA 1.66+0.23 5.25 +0.89
1 8.24 +1.36° 12.47 +2.66°
10 23.65 +3.45" 3412 +6.78"
100 14.83 +2.54° 23.31 +4.45"

°P<0.01 vs WR.

25 min; 99°C, 5 min; 5°C, 5 min, JL1MEIR.
MMP-2[{IPCREIWIFH) 30 BiifS'-GTGCC
AAGGTGGAAATCAGAG-3'; Fif5-AAGGTT
GAAGGAAACGAGCGA-3". fEH 44+ N 94°C,
2 min, 1MIEEF. 94°C, 30 s; 60°C, 30 s; 72°C, 2
min, JE30MEFR. MMP-9RIPCR I T 4153 5
g E3i5-GTCTTCCCCTTCGTCTTCCT-3', Nt
5-ACCCCACTTCTTGTCAGCGT-3". i 41
4: 94°C, 2 min, 1M, 94°C, 30 s; 60°C, 30 s;
72°C, 2 min, F£30MEHE.
1.2.3 ELISAM & 37~ B & 4 fiL_E 7 'F MMP-2 4w
MMP-9% & 4943 H A3 I3 B 1507
1.2.4 % & ¥p i (Western blot) B K 120 pg, 100 g/L
SDS-PAGE#EHLIK, H AN, INHtMMP-2,
MMP-9[#) 2 FE PR & 1000), 4'CRER G, M
BRI A DB AR 2 R BT TTHT(L ¢ 1000). T
S RIS BB SR o BT RGO AT

Beit bR HISPSSI1.048 i W fFdk4T )7 2
vtz ot oR

2 BR

2.1 REVRETNF-atE R T B &0 e £ iFik P
MMP-24=MMP-94% Z 4L 435K A1, 1051100
ng/L TNF-a ] B 40 i, RZTNF-ofF ] 141

Jitg_E3E WP MMP-2RIMMP-9 [ & . &5 5 R,
TEAN R FE R TNE-afEH R, B i i s
MMP-2HIMMP-9% & 32 1 2 14 J(P<0.01), H
H1EA10 pg/L TNF-off H B 40 fuif, MMP-271
MMP-938 i dse A i 2% (3K 1).

2.2 TNF-ofF A T R F B 1A § % 40 B £ ik
MMP-24/2MMP-94-% £ 4 LA10 ug/LITNF-a
VEFE A, 761, 4, 165124 hJg 2wl -
. RHELISAV EiE# ' MMP-2FIMMP-9
TR, 4R BOR, TNF-ofEH )G, BEE
IS 7] (R HERS, MMP-2FHIM M P-9 F) 5 5 184 it 25

A X H R 5 H
T TNF-a3 § %&
@ MMP -2 o
MMP-9 %k ik 8
Yo, R A,
TNF-o %t % LA
MMP-2#=MMP-9
Ak, #FTNF-a
ERRAEAE. £
R P AR E
R,
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KA T TNF-
ax § & @ e
MMP-2#MMP-9
%\liiéﬁ HFE R 5 MMP-2 MMP-9 B;j—I‘E—!J(hl MMP=2 MMP=9
AR, ST 1 2.21+0.46 3.76+0.88
13, H—Z KM B-actin B-actin B IR
. 4 11.33£1.78 18.55 +3.26
16 23.65 +3.45° 34.12+£6.78°
L2 B TNF-a LI 24 14.44 +1.67° 20.57 + 4.46"

b

MMP-2, MMP-95B—actinf5> €

MMP-2 MMP-9

1 INF-o X BEMIEMMP-2 mRNAFIMMP-9 mRNA
FRIEMEZIA. A: TNF-olfMMP—2 mRNAZIK [ 5401; B:
TNE-o i MMP—9 mRNAZEHIEN; C: MMP—2, MMP—9
5 —actinfROMIEEEEL(E; 1: TNE—ofF A BSR4, 2: R
B tP<0.01 vs A,

S s MMP2 SR e MMP-O

(1}

7r B TNF-a
b

O X

RSN SR
w

0
MMP-2 MMP-9
B 2 INF-o XN BEMIRMMP-2EBFIMMP-9ZHRIAH

220@. A: TNF—odMMP—2%8 [ F A5, B: TNF—atf
MMP—9%E [ F R RSN, C: MMP—2RIMMP—9FR /MR
B2 mfIRRN; 1: TNF-ofEFH SR, 2: IR B Eaamit;

(P<0.01), Ty HBLAEL6 h).

2.3 TNF-o%} B % @ EMMP-2 mRNAF=MMP-9
mRNAF A 69 #% 00 KHRE 10 ug/LITNF-o
EHF H 4, +16 b fcEl fiu R HRT-
PCRXMMP-2 mRNAFIMMP-9 mRNA#KIA
AR, IR, 6 R TNF-afE S 9 40 i

°P<0.01 vs 1 h4A.

MMP-2 mRNAFIMMP-9 mRNAZHATK I, LLAE
ot B Gz BRI 4G oy BT R GEEAT 2 E R4y
#1, AMMP-2, MMP-9-5 B-actin 1) &7 F 40 W
J EU A £ 7RMMP-2 mRNAFIMMP-9 mRNAH]
FIEAF. SRR, STNF-a/EH G, B 41
MMP-2 mRNAFIMMP-9 mRN A% 4] 1
s ().

2.4 TNF-ax § %% 1 JRMMP-24MMP-9%& & %
K Fon K HKEAN10 pg/LITNF-aff HF
B4, T-16 h)jm AR 41 it K H Western blot
HMMP-2 5 [ FIMMP-9 2 (4 R A FEA TR, [A]
IS, 6F R TNF-ofk FH ) e 40 fIMM P-2 £ 1
FIMMP-9 8 FIREATALI, DAVE Jy 5 . e i i
IY BT RGN 4l BEAT AR OB BE A3 b, AR 4y
W' 5 2% iy T AR P e ARG B 1 IR HEAT =58
BoMr. g EoR, 2TNF-aff )5, B
JEIMM P-2 25 [ FIMM P-9 25 [ 7 1A %4 1 5L 38 ot
(K2).

3 11E

H AT, B8R (1) E 8 2 7R 0 S N A2 R &
AR AR R N T 2R80ER,
Bl | BT B U 5 B 0 P 2RE W DA Ay o
FERBMEERNZ —. I EESE
PRI TNF-a K IA 1 251 5 24l 45 2 il
MR 43t D (R T 1 IBAT B AR K, 38
RAEM KA. RS TNF-a i\ BN S 80U &
A ILPESRAE, SR 22 HEYE A 2R, TNF-a
TEACHEIIRT A AR R (3 A v ke 38 EE A .
filhn, fEZhPscse b, I J R TPASE i 5 3
228 I TNF-o & R IA R ', TNF-aA
G2 — MRS S 7, b fe 75 $BALB/3T34H
Ji I e A1), A IR SEBGIE W, TNF-a
B N BT R T PASE 15 5 140 /0N BRURZ Ik 8 i
P, I B g 3R B, TNF-o2 e 3E 15 9 &
ey R — AN E A0 R T
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Abstract

AIM: To investigate the effect of Ruanmailing
in preventing nonalcoholic fatty liver disease
(NAFLD) in rats.

METHODS: Rat models of NAFLD were es-
tablished by high-fat diet. A total of 90 male
Sprague Dawley rats were randomly divided
into group A, B and C, fed with high-fat diet,
high-fat diet plus Ruanmailing (ig), and normal
basic food. Ten rats of each group were sacri-
ficed at the 8" 12" and 16™ week, and mean-
while, the liver index, biochemical indicators in
serum and liver tissues and the hepatic patho-
logical changes were observed.

RESULTS: At the 16" week in group B, the
liver index was decreased significantly in com-
parison with that in group A (F = 51.626, P =
0.000); the serum levels of cholesterol (CHOL),

www. wjgnet.com

triglyceride (TG), low-density lipoprotein cho-
lesterol (LDL-C), alanine aminotransferase (ALT)
and aspartate aminotransferase (AST) were
reduced markedly (2.27 = 0.38 mmol/L vs 3.09
+ 0.45 mmol/L; 0.83 + 0.13 mmol/L vs 1.03 *
0.18 mmol/L; 0.41 + 0.06 mmol/L vs 1.09 £+ 0.27
mmol/L; 52.0 + 6.50 U/L vs 79.0 £ 4.72 U/L;
1829 + 26.43 U/L vs 326.5 £ 28.21 U/L; all P <
0.01), while the level of high-density lipoprotein
cholesteror (HDL-C) was elevated (0.76 + 0.17
mmol/L vs 0.55 £ 0.11 mmol/L, P < 0.01); the
tissue content of malondialdehyde (MDA) was
decreased evidently (167.2 + 14.00 mmol/g vs
263.6 £ 26.84 mmol/g, P < 0.01), while the activi-
ty of superoxide dismutase (SOD) was enhanced
notably (9.95 £ 0.33 U/g vs 4.36 £ 0.46 U/g, P
< 0.01); the degree of fatty degeneration (y° =
19.828-20.470, all P = 0.000) and inflammation (F
=10.170, P = 0.000) were relieved dramatically.

CONCLUSION: Ruanmailing is effective in pre-
venting NAFLD in rats.

Key Words: Ruanmailing; Nonalcoholic fatty liver
disease; Liver index; Pathological examination;
Blood biochemistry; Antioxidants
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JiE S R R B G
I3, HE LB RE
AP R
s+ g W IR —
FIAER. AL
AR LTS
g REA S ) B K
g B B AL A 04
b, LT %S
H B g by I B
RAAE R

e [2] B2 (LDL-c), &8 4% 2B ALT) &5 4%
R HE(AST)K-F A 2 %4%(2.2740.38 mmol/L
vs 3.09+0.45 mmol/L; 0.83+0.13 mmol/L vs
1.03£0.18 mmol/L; 0.4120.06 mmol/L vs
1.09+0.27 mmol/L; 52.0£6.50 U/L vs 79.0+
472 U/L; 182.9+26.43 U/L vs 326.5+28.21
U/L; 35P<0.01), 12 3% & 55 A5 & & f2 ) B
(HDL-c)7Kk-F4% %(0.76 £0.17 mmol/L vs 0.55
+0.11 mmol/L, P<0.01); Af £82% ¥ —B5(MDA)
KT EAKBA 2.(167.24+14.00 mmol/g vs 263.6
+26.84 mmol/g, P<0.01), # ALY B ALE
(SOD) & 138 /m 2 2(9.954+0.33 U/g vs 4.36
+0.46 Ulg, P<0.01), AT LR M5 T AR B (y
= 19.828-20.470, 3P = 0.000)7F= X & 7& 3h & (F
=10.170, 2 = 0.000) %A 2 % 2%.

L Bk R B AT K R AR AR MRS By b
FFomegE .
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NE Wi FF(fatty liver) &9 W2 —, Biidg AT
TR 45K 1 4028 DA BB A5 A A 1 3 K, H R
I KK R g BT R AR AR T S
JH D fg, AEHAREERE IS 2, S ahA ., haE it
MR RRAR. SCRRHR S, AW 2 I 25 440 Sl
AT HT I AR, SLRF AR 4R R A R 51825%, 2
1.5%-8.0% [ i 2 n JE i o0 I aigk, 5 2L 3800 1A
TREEAEH, Sy B et — P R A
JF R et Rk, BRI A 9A T RE i T
X BELLE P P s ) e M 5 Wi LA T
SRAT I EWE R, B R T R DA
¥ VE N 05 £ % (nonalcoholic fatty liver disease,
NAFLD)# J& 257 g fihE &N AFLDE 2 1)
Fi &2 ) NAFLD A A W0 58 45 20
ZIaIT T &, PAMER R T ORI, 3
W 2505 S R R IR T AR Z R RN,
FCETHNK R R EA AN . s, 3
SR I, 32 O I A s A,
2SI N W R W %52 R B A% 24 6 g i TF A — 5
TIER . AT B Aol i W g o m g s =
O BTG 07 TS R ()5 i, #87R HL/ENAFLD

1 #RR7E
1.1 A4 SPFZ & SDAR90 R, MRt b ifg sk
s iedt, flibe-8 wk, 145 E#140-160 g.
JIE ] e D) ) QW 32 AR e R IR WD 5 ik
RN A B BT 2 Mh A PR 2 ] S AR 1 345 e A
W T L B AR A A I s R R A
U AR ) TR ST
1.2 Fr % 90 HUOR B BEAL 4 B34, BE4130 4. FY
AR m e e s, 2y dl m gt e s, [\
I T 3 R T 5 3 ) R 4R i il ) e
7%, AL TS, 12, 16 wkFAbsE10 . s g bkl
i J7: 880 g/LAEEATAEI+100 g/LA# i+20 g/LIH
. 541 E ROk f

Bk R 385 e A7 M LA 2 108 K A B 3 Jig I AT
F. e S e K B B, d A i T SO R
ghya. WKW IARE147.7 g, tFERIKR
FH 2 KR N H 50 10 mL, IR3VK/d; mg/ke-
mg/m* WK 7N 8 36.9, KB A 5.8MY; A
R LL60 kgil; W30 mL/60 kgX36.9/5.8 =
3.1810 mL/kg, 3.1810 mL/kg X 0.1477 kg = 0.4698
mL, #%0.5 mL/d#E .

ARHTRE A PRI BT BRIV o 1 25
S U R L AR T TS5 EE O IR 1 o 5
MRS R AR A B A [RRA 21 211.0 g,
A CHWFEE T 5100 g/LIM L5 35K; BUF A
[E R AT L2 1 H, 40 g/L M R AR I
1.2.1 AFpEag a8 $ LU R A R FR 2 = I
5T /A5 X 100%.
1.2.2 AACIg AR MFE LS 2.0, B, il
F 4 A 3 A4k 2 B 0T s 23 N TR B
(ALT). BEHEEF(AST). HEEL(CHOL). H
M=NR(TG) % BENR & A M E B (HDL-C) Al
%25 FE IR 25 1 I [ BE(LDL-C) 2545 bk HF4H 25
FFARFNEITVEN E N —BE(MDA) i M4
B AL (SOD) ).
1.23 REFE KAEFRALAT WIS, HAH
SUR G D) R AT IR ARG AT Gt (HE G () Jo 5 ik
R Y (VG YL ), HEGL (o8 N AL I 4 i i
JU AR PERE FE S SIETE B L, 1AL T 40
O o AR S A R AT TR (B0, <173, <
2/3F1>2/353 K (-)-(++H)A%k, i F++E L EFie
Wt Ay R A AU, TS B A U 4y I X R E
(P)s /NN RAEL) S FEATE(PN) IR
TE(BN)AZL, Wt A 1-458, DR 8 FESRZE AN
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PrRe IR I B 5 Fim ELARA G, 1y 2500 NiAZE

P+LA+2PN+2BN'". VG R Je (a5 NS AT
ISR

et b3 R HISPSSI3.08 M HE T 4i 112
AbER, TF ORI AR £ AR dE RN, Z AR L
BT RN i) 7 2290 M7, 4LIR) 2 F L I LS Dy
2 SFHIRMT IS ER R

2 BR

SEIG IR A SR e i, RS 48l IR
I, B B A OPE, AR RN E K
N2 R B — A AR B L s B 2 K B B A
NEJRE, PR BVEL, RithZ e, IRz, & m i
PR R B A K 3 2 e B Rk e, A
R K RAELS wki515 wkSAET21 2, i R B0
JE T C IR, BARTEIRR B, HoA KRR A 46
RorHT.

2.1 BFREE 3 AR s I8 1) 7 200 0T, W
INN[AVZH T4 25 572(8 wk, F = 45.578, P = 0.000;
12 wk, F = 52.602, P = 0.000; 16 wk, F = 51.626,
P =0.000). Z&HLSD L% &4l it 2 HE ik
B, 45 R BRI 8 wk SR8 wkZE R T
FPEP>0.05), 577 FI0 A8 wke AT i Mk
(P<0.01); 25212 wkH5HERIA112 wk 25 (0]
WA 12 wk22 3 B PE(FP<0.01); 294l
16 wk 5 B2 16 wk J2 25 0 AL 16 w2 73
H B FIEIP<0.01) (K1),

2.2 AALIEAR

2.2.1 f i ALIRAF APAIMECHOL, TG,
LDL-C, ALT X AST/K K TR 4 (P<0.01),
HHCHOL, ALT, ASTi T4 A X M4
(P<0.01-0.05); HDL-C/K V-4 (P<0.01 vs H
B, P<0.05 vs 25X 4], BIAL4ICHOL,
TG, LDL-C, ALT X AST/K -4 (At 4
(P<0.01), HDL-C/K~¥- 15 2% 150 B4 UG 78 7 (KR 2).
2.2.2 ALK AAIE R BRI KR AT AN
MDA 5 B Tt SODIE ) & 3% 4% (P<0.01
vs A0 HAL); 29 AIMD AZKT ik A% AR
HI(P<0.01), & T25 16 I ZH (P<0.01-0.05); 2
Y SODE J) Jm T B 40 5 % [ %) L4 2 1)
(P<0.01 vs BLAIL, 2% (1% AL ) (3).

2.3 JREF LR WIRMEL, X AT 2L
o, JAGHR, R DG, B AR BB G AR
F) 38, JPEAE AR GO, SR, Bt i
B, VYT 9P AT AR 2 1 ox) B 4 4
K, AE R B R AR A W B . e T, 4
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FFAE1EER
8 wk 12 wk 16 wk
ERZH 10 3.28+0.12 3.40+0.04 354+0.14
AMPE  10° 3.30+0.12¢ 3.26+0.18™ 3.25+0.09™
NWHBZH 10 2.89+0.08 2.91+0.056 2.92+0.15
Fa - 45578 52.602 51.626
PE = 0.000 0.000 0.000

°P<0.01 vs #AUH: °P<0.01 vs ZENIBLA; © W16 wk, n
=8.

WA K U AL A IEH . HER BB, X
TUZH K BUH2H 23 B b - B B PR R 7 A8 vk, JHE4
JRLJIRHC, RANANES), ST BRI AN — ) T i,
P A% DA e S e ik [ s ok W A D M A R B
TSI F) LE KT I EE. 2 A AL A R R T
AN, HFWIRDIi D, 8 A, S AR
AR LS, 2 AN BSTREAR I IESEAT S, T
Kruskal-Wallis H/7 7550 #r, 22 57A W& PE@R wk:
¥’ = 19.828, P = 0.000; 12 wk: x° = 20.470, P =
0.000; 16 wk: y*=20.264, P = 0.000)(£4).

HEE AR A 2 28 ] LR AN A8 PR A X 90
SN RAE, DB BRI X AR M R RO ER
T, A WIRFEE Rl G N oIk, JOE 4 i 3 %
DLFRAZ A0 kgt ok =, A —Lerp bk
AN, SENENE 2 B RIS AR IS [R) S AT N 2454
Y AF ARV DX JRE BN N RE, AR WL JH
A KRR E SIRTE, JOREAN BB . K
2 UP+L+2PN+2BN v 5 - 20 1 2 i 3 2 JE AR
g, AT T 2200 WY, WoRAS R AL 2 e B
PE(F = 10.170, P = 0.000). Z:LSD J5 47 %4010
Z F L, BEAA112 wk 28 R R 112 wkEER
ZEFAT FEP<0.01); BEALA 16 w575 Xt
M 16 wkibi 2 A W& PE(P<0.01); 244
16 wk 52116 wk J 75 A0 HEAL 16 wk L3 2%
S BETEP<0.01)(3KS).

VGHET T, #4116 wkfi2 KRR
LA S I A0 52 ) 2T Ak, AR 2R K BRI 4R
U (KS).

3L

NAFLDJE M i, 548 e 2 SR OO
REWiA% . JE Wi PE R % (nonalcoholic steatohepati-
tis, NASH). JT£F4EAb F T RgAb 44N AN ] 195 2
BB AR Z, E R AR 259, A

AR R 2Rk A
BREARGY, T
BENNERALIN, SR
A TS e R
S, ILT 5
T3k 0 A AR B
A 69 TR, 3t —F
AR % F
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R B AT B o6 F K
HERX BRI,
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| PR L . xR 2 KRBRIBEEIER
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B e AR AR
’ij*@; i’%iff Py} n CHOL (mmol/) TG (mmol/l) HDL-C (mmol/L) LDL-C (mmol/)  ALT (U/L) AST (U/L)

eR.
7% %ﬂgﬁﬁ * fEAZAs wk 10 2.37+0.36° 0.95+0.20° 0.62+0.06 0.59+0.06" 58.6+6.52" 193.0+21.59°
BEFHAE, 3l AWPA8wWk 10 1.73+£0.26™ 085+0.17° 0.65+0.07° 0.50+0.08° 52.4+7.85 158.1+16.21"
MM &R gy@MEswk 10 1.08+0.13  047£007  056+0.07 030:006 41.4:622  107.315.70
f’; géfg’ﬂﬂ}?f BRZE12wk 10 252+0.22  1.06+0.10° 0.62+0.06  0.80+0.08° 635+5.95° 233.0+19.24°
=x, — R
TE7 B AWPEI2wk 10 2.11+0.19" 081008 076+0.08° 0.46+0.06™ 50.1+4.73 180.8+13.39"
%, it $ AR WRA12wk 10 1.21+0.10  0.53+0.04 0.59+0.05 0.32+0.03 395+3.34 116.7 +11.06
- > 4 L,
gﬁgf] zﬂ;;‘f;’; fEAsH16wk 8 3.09+045° 1.03+0.18° 055+0.11 1.09+0.27° 79.0+4.72° 326.5+28.21°
S, " /N

SEME e, 2x  DWAI6wk 10 227:038° 083:x0.13° 076+0.17° 0.41:006° 520£6.50" 182.9+26.43"
R fm B33 45« RS WIBH16wk 10 1.29+028 0.68+0.17 0.56+0.12 0.37+0.10  40.1+6.42 121.5+15.01

AT K BT AR
R, A “H ik
r&” .

°P<0.05, °P<0.01 vs EHIZH; °P<0.05, %P<0.01 vs EIIRLA.

® 3 ABAARPELIER

" BRI YA =ENRA
MDA (mmol/g) SOD (U/g) MDA (mmol/g) SOD (U/g) MDA (mmol/g) SOD (U/g)
8 wk 10 204.4+18.62° 574+023" 1787+16.48™ 828+044™  1504+14.94 11.31+0.55
12wk 10 229.2+19.21° 518+043" 175.4+16.38"  9.40+052™ 152.44+13.93  10.87+0.10
16wk  10° 263.6+26.84° 436+046° 167.2+14.00° 9.95+0.33" 14802543  11.09+0.41

°P<0.01 vs EHUZE; P<0.05, P<0.01 vs ZENIBRA; *AWPZH16 wk, n = 8.

& 4 KREAFMEEIHEEEE

&
=
K&
HF
i
i
A

DR n Mean rank
- + ++ +++
1EHUZA8 wk 10 0 4 5 1 24.05
788 wk 10 5 4 1 0 14.45
WIRZES wk 10 10 0 0 0 8.00
fEAIZH12 wk 10 0 2 5 3 22.45
2WPZE12 wk 10 4 4 1 18.05
NHIB2E12 wk 10 10 0 0 0 6.00
TEHUZH16 wk 8 0 1 2 5 21.63
77816 wk 10 0 3 5 2 17.60
IRZA16 wk 10 9 1 0 0 5.70

RS AL SR R 2, IR R B SRR IR
3 A e IR ISR AE DG 1R DR 261 R AL A 2,
S A R, FARIRT M AN S8 400 2,
— RN S IR AR S WE R B
R AN UL AR
PE N IR AR ST O 19984 Day et alt'”
P TRETHSY ) IRk CA R AN
S — UCHT il by % ol i DS S5 S0 IR U IR 0 R
JF AR AR s 5 IR i by % P R R Bk Ay
A REG 2, 5 IR O A LA i PR 1

N E AR AN, 51 R AESR A,

e A OB A U £ DU 5 0 1D R A, 3
Tk 22 B . 38 A7 3 ST 4 PR AR A N RN T
T S S R g, I AORE A 4 P € 3R
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Abstract
AIM: To establish a rapid rat model of non-
alcoholic fatty liver.

METHODS: Twenty-four male Sprague Dawley
rats were averagely and randomly divide into
group A, B and C, fed with normal diet, rou-
tine high-fat diet and routine high-fat diet plus
sucrose, propylthiouracil, and sodium cholate,
respectively. The general conditions and weight
changes were dynamically observed for 5 weeks,
and then all the rats were killed. The pathologi-
cal changes of liver tissues were observed by HE
staining, and Sudan IV staining and electron mi-
croscopy were used to investigate the presence
status of cytoplasmic lipid droplets in liver cells.
The following indexes were compared between
the three groups, including serum levels of tri-
glyceride (TG), total cholesterol (TC), alanine
aminotransferase (ALT), aspartate aminotrans-
ferase (AST), malondialdehyde (MDA), and su-
peroxide dismutase (SOD), and tissue contents
of TG and TC.

RESULTS: Starting from the fourth week, the

weights of rats were significantly decreased in
group A and C as compared with those in group

www. wjgnet.com

B (249.63 + 34.25, 241.88 + 20.75 vs 275.38 * 6.59,
P < 0.05), but there was no marked difference
between group A and C (P > 0.05). In the fifth
week, light microscopy showed a great number
of fatty vacuoles in liver cells, and electron mi-
croscopy confirmed the presence of abundant
lipid droplets. Different degrees of hepatic fatty
degeneration (+~+++) was observed in group C
(H=13.36, P = 0.0003), but not in group A and B.
The serum levels of TG, TC, ALT and MDA were
markedly higher in group C than those in group
A and B (TG: 1.28 £ 0.61 mmol/L vs 0.72 £ 0.12,
0.76 £ 0.04 mmol/L; TC: 12.78 + 1.47 mmol/L vs
1.71 £ 0.03, 2.31 £ 0.49 mmol/L; ALT: 1518.64 +
186.04 nkat/L vs 1181.57 + 37.84, 1262.92 + 159.20
nkat/L; MDA: 13.40 + 4.24 pmol/L vs 5.89 £ 1.05,
7.23 £1.15 umol/L; all P < 0.05), but the activity
of SOD was lower in group C (5.21 * 0.81 nkat/
mL vs 11.91 £ 2.69, 11.19 % 0.78 nkat/mL, P <
0.05). There were no notable differences between
group A and B (P > 0.05). The tissue contents
of TG and TC were dramatically higher both in
group B and C than those in group A (TG: 2.14 =
0.26, 5.83 £ 1.42 mmol/L vs 1.20 + 0.16 mmol/L,
P <0.05; TC: 3.19 # 0.23, 9.63 = 1.12 mmol/L vs
213 £0.16 mmol/L, P < 0.05), and there was also
statistical difference between group B and C (P <
0.05).

CONCLUSION: The rat model of non-alcoholic
fatty liver can be successfully established within
five weeks by the improved method, which
needs less time and cost during the construction,
and basically simulating the occurrence and pro-
gression of non-alcoholic fatty liver in human
beings.

Key Words: Non-alcoholic fatty liver; Animal model;
Propylthiouracil; Rat

Wang Q, Guan XQ. Improvement of induction method
of non-alcoholic fatty liver model in rats. Shijie Huaren
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RIRHLH, i3 0S5 FvE T N 7 I B R 2,
U2 I LH, a1 E AR AR
R SR S B Hr, H A
e J ek g 37 K R A RS R IR D P AR 2 1) O
VU EARAT R, A LRI AT, (B
RIS [A]G, JAR TR, SEH0 AR A8 IR ik . I
AT Y Rk, WZou et al™ RIS
& SDRFES, 6 wk/m FEAR LD, IX 7 A
I [A) S L, AL A R HE T 8 i HAR AN ]
SRS BIET:. Leclercq et al'™'% & Wistar
KGR R 2 d s T4 B TR D A7 AR Pk, (R 5%
A, AFFAENFBHREWIEDL. Dela et al'
Ota et al'”, Uto et al" 45T /)N il = IH 24 1R -H
B AL IR 724 wk i HR IR I AR M, 8 wkHZH 23
W I RRE AR, 12 wkm il IR 2R 4ifh, X
TNk BN AL, HHARSG NERE i, H
BNART R = (18 S0 E e T AL A g 1)
o, (BRI IEAN S IHARAR AR, Wt S Asi Ay
5N AR G LR AR AR 2, AN E T R
BLEIE ST, A fE A T 2508k, Cheung
et al™% TWistar 8 KL NS CCLORHERE,
Natarajan et al™" 4 4L5 d%5T K U A VE 5T A
SRR B T B H 4 i 5 AR, X P A B
AR PR s, (MR B, Joi i
R, KA AL AR RERH S AL
NEW AR 225, Hah b aedbr:. Tkejima
et al”", Fulop et al™”, Rhee et al™ X Fifa/fak
i, ob/ob/N i, SBHEK Bl S545 AR A 1 Tk
B R I A DG (1 0 5 JHE . R 3 SR Tk e
FARA B KR, HIEB TR %,
A B 5, S PR FR.

AT EUHER A BB R SHIV SR
. MVEEIRPR . ILFSODFIMDA. 4141
TGHITCH F AT A A oK B AR RS By R WL I 45
br; 5 IEEEM L, 2k K AR
TR PR 0 RS RN 7 5wk A% 1 i) K B
JUa G B R AR o R 2 AL 2R IS AR A TR
PRITC, TGH sy T IET AR AL, SR
I35 SO DI 7 bl 1F i 4 A AR 41 A7 B s FAIG
MDA % 2 LU IE B 2R R4 A B 1 v AN
B VR T g r — /N ERAR I S B R (1) 4 4%
JE I (1) 5 NP RFAEARL, )T E K
JEid e, Q)R s, SET AR, TR (4)
TR AT, AR TRk oI A RERE,
A SN A D7 R A R A T G IR A s i,
It H 24 18 T m iy, NADPHAER 7843, il k4
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4R TG (mmol/L) TC (mmol/L)
EBH 1.20+£0.16° 2.13+0.16°
EAAE 2.14+0.26 3.19+0.23°
A= 5.83+1.42% 9.63+1.12°

°P<0.05 vs [ER4H; °P<0.05 vs BHIA.

Tl A A5l P UL ] T A 18 420, el o o 2>
SR AR S, T 10 AR R ] PO,
TN PR R 400 1) 247 DA 356 4 W e (L% 2 A %2
AR, AN EUFREE)PY, R Ak m g
REPN L AAAE L (DI AL,
AT FFUBR T P AN RE AR RS L (2) 40761
MITHIDITE 4 T3, TAFFNHIT45648 4T3, 1
FFODR MR 25 1) (R g R ] 2 2 7 A R
IEAE I N A BB A s e i, HOR IR R X —1EH
RS, AT A FET P JIE ] . DAL, 5
REVARE LG, 0N RERHE L P AR S i N H R SR
S A R SRR, A P R [ HE R IR
JU3 I AR S v, SR K R AL R T A4k
s TC, TGEH BB m T IEEl, JFEI
TCHRIFmMARFE, X MBS SR
RFrFOI N TR LB SR L IR Y 1 b FE ] I P
U EEPS

FH e 7 3 g S AR RS e ol v A I H K
BB, R, ZET R, AR, ARG
BN ARG D, T A o R 7V
A2, (HAHET .

4 B

1 Anstee QM, Goldin RD. Mouse models in non-
alcoholic fatty liver disease and steatohepatitis
research. Int | Exp Pathol 2006; 87: 1-16

2 Ai ], Wang N, Yang M, Du ZM, Zhang YC, Yang
BF. Development of Wistar rat model of insulin
resistance. World | Gastroenterol 2005; 11: 3675-3679

3 Feldstein AE, Canbay A, Guicciardi ME, Higuchi
H, Bronk SF, Gores GJ. Diet associated hepatic
steatosis sensitizes to Fas mediated liver injury in
mice. | Hepatol 2003; 39: 978-983

4 Li Z, Oben JA, Yang S, Lin H, Stafford EA, Soloski
M], Thomas SA, Diehl AM. Norepinephrine
regulates hepatic innate immune system in leptin-
deficient mice with nonalcoholic steatohepatitis.
Hepatology 2004; 40: 434-441

5 Lanni A, Moreno M, Lombardi A, de Lange P,
Silvestri E, Ragni M, Farina P, Baccari GC, Fallahi
P, Antonelli A, Goglia F. 3,5-diiodo-L-thyronine
powerfully reduces adiposity in rats by increasing
the burning of fats. FASEB ] 2005; 19: 1552-1554

| PR L

Ak B M B AT
J% (non-alcoholic
fatty liver disease):
A —F T FR
B ST 5w e
g W %M A g R
= ARy 45 A 6 G
R BB LR AAE, S
T LA A2 04 it
AR —, 03
340 g W AT
fe s AT X0 Bg
W BT 4 e AL Fm
Vi &ion



1224 ISSN 1009-3079  CN 14-1260/R WL BURE 20078431880 156 2118
W@ 53U 6 Jeong WI, Jeong DH, Do SH, Kim YK, Park HY, choline-deficient, I-amino acid-defined diet. Hepatol
AXLHEH#ET KA Kwon OD, Kim TH, Jeong KS. Mild hepatic fibrosis Res 2005; 32: 235-242
Ak B MV IS B AT in cholesterol and sodium cholate diet-fed rats. ] 19  Cheung PY, Zhang Q, Zhang YO, Bai GR, Lin MC,
WAk, A Vet Med Sci 2005; 67: 235-242 Chan B, Fong CC, Shi L, Shi YF, Chun J, Kung HF,
— 8y &) # B A Ahmed MH, Saad RA, Osman MM. Ezetimibe: Yang M. Effect of WeiJia on carbon tetrachloride
AR A A1 effective and safe treatment for dyslipidaemia induced chronic liver injury. World | Gastroenterol

associated with nonalcoholic fatty liver disease. 2006; 12: 1912-1917
Response to: Toth PP, Davidson MH: simvastatin 20  Natarajan SK, Eapen CE, Pullimood AB, Balasubra-
and ezetimibe: combination therapy for the manian KA. Oxidative stress in experimental liver
management of dyslipidaemia. Expert Opin. microvesicular steatosis: role of mitochondria
Pharmacother. (2005) 6(1):131-139. Expert Opin Drug and peroxisomes. | Gastroenterol Hepatol 2006; 21:
Saf 2006; 5: 487-488 1240-1249
8 Brookes MJ, Cooper BT. Hypertension and fatty 21  Ikejima K, Okumura K, Lang T, Honda H, Abe W,
liver: guilty by association? | Hum Hypertens 2007; Yamashina S, Enomoto N, Takei Y, Sato N. The role
21: 264-270 of leptin in progression of non-alcoholic fatty liver
9 Benjaminov O, Beglaibter N, Gindy L, Spivak H, disease. Hepatol Res 2005; 33: 151-154
Singer P, Wienberg M, Stark A, Rubin M. The effect 22 Fulop P, Derdak Z, Sheets A, Sabo E, Berthiaume
of a low-carbohydrate diet on the nonalcoholic fatty EP, Resnick MB, Wands JR, Paragh G, Baffy G. Lack
liver in morbidly obese patients before bariatric of UCP2 reduces Fas-mediated liver injury in ob/ob
surgery. Surg Endosc 2007 mice and reveals importance of cell-specific UCP2
10  Cavanilles Walker E, Solar Boga A, Garcia Alonso L, expression. Hepatology 2006; 44: 592-601
Lorenzo Patino MJ. Effectiveness of weight loss in 23 Rhee YS, Burnham K, Stoecker BJ, Lucas E. Effects
the treatment of non-alcoholic steatohepatitis in an of chromium and copper depletion on lymphocyte
obese adolescent. An Pediatr (Barc) 2007; 66: 184-187 reactivity to mitogens in diabetes-prone BHE/cdb
11  Yoneda M, Iwasaki T, Fujita K, Kirikoshi H, rats. Nutrition 2004; 20: 274-279
Inamori M, Nozaki Y, Maeyama S, Wada K, Saito 24 Li Z, Soloski MJ, Diehl AM. Dietary factors alter
S, Terauchi Y, Nakajima A. Hypoadiponectinemia hepatic innate immune system in mice with
plays a crucial role in the development of nonalco- nonalcoholic fatty liver disease. Hepatology 2005; 42:
holic Fatty liver disease in patients with type 2 880-885
diabetes mellitus independent of visceral adipose 25  Dentin R, Girard J, Postic C. Carbohydrate respon-
tissue. Alcohol Clin Exp Res 2007; 31: S15-21 sive element binding protein (ChREBP) and sterol
12 Grieco A, Forgione A, Miele L, Vero V, Greco AV, regulatory element binding protein-1c (SREBP-1c):
Gasbarrini A, Gasbarrini G. Fatty liver and drugs. two key regulators of glucose metabolism and lipid
Eur Rev Med Pharmacol Sci 2005; 9: 261-263 synthesis in liver. Biochimie 2005; 87: 81-86
13  Fan JG, Xu ZJ, Wang GL. Effect of lactulose on 26 Vergnes L, Phan J, Strauss M, Tafuri S, Reue
establishment of a rat non-alcoholic steatohepatitis K. Cholesterol and cholate components of an
model. World | Gastroenterol 2005; 11: 5053-5056 atherogenic diet induce distinct stages of hepatic
14 ZouY, Li], Lu C, Wang ], Ge ], Huang Y, Zhang inflammatory gene expression. | Biol Chem 2003;
L, Wang Y. High-fat emulsion-induced rat model 278: 42774-42784
of nonalcoholic steatohepatitis. Life Sci 2006; 79: 27  Kokkona M, Kallinteri P, Fatouros D, Antimisiaris
1100-1107 SG. Stability of SUV liposomes in the presence of
15 Leclercql, Horsmans Y, Desager JP, Delzenne cholate salts and pancreatic lipases: effect of lipid
N, Geubel AP. Reduction in hepatic cytochrome composition. Eur | Pharm Sci 2000; 9: 245-252
P-450 is correlated to the degree of liver fat content 28 Rambaldi A, Gluud C. Propylthiouracil for
in animal models of steatosis in the absence of alcoholic liver disease. Cochrane Database Syst Rev
inflammation. | Hepatol 1998; 28: 410-416 2005; CD002800
16 Dela Pena A, Leclercq I, Field ], George ], Jones B, 29  Varghese S, Shameena B, Sudhakaran PR, Oommen
Farrell G. NF-kappaB activation, rather than TNF, OV. Short-term effects of thyroid hormones on
mediates hepatic inflammation in a murine dietary lipogenic enzymes and 14C-acetate incorporation
model of steatohepatitis. Gastroenterology 2005; 129: into various lipid classes: in vivo and in vitro studies.
1663-1674 Indian ] Exp Biol 2001; 39: 431-435
17  Ota T, Takamura T, Kurita S, Matsuzawa N, Kita 30 Hapon MB, Varas SM, Jahn GA, Gimenez MS.
Y, Uno M, Akahori H, Misu H, Sakurai M, Zen Effects of hypothyroidism on mammary and liver
Y, Nakanuma Y, Kaneko S. Insulin resistance lipid metabolism in virgin and late-pregnant rats. |
accelerates a dietary rat model of nonalcoholic Lipid Res 2005; 46: 1320-1330
steatohepatitis. Gastroenterology 2007; 132: 282-293 31 Berti JA, Amaral ME, Boschero AC, Nunes VS,
18  Uto H, Nakanishi C, Ido A, Hasuike S, Kusumoto Harada LM, Castilho LN, Oliveira HC. Thyroid

K, Abe H, Numata M, Nagata K, Hayashi K,
Tsubouchi H. The peroxisome proliferator-activated
receptor-gamma agonist, pioglitazone, inhibits fat
accumulation and fibrosis in the livers of rats fed a

hormone increases plasma cholesteryl ester
transfer protein activity and plasma high-density
lipoprotein removal rate in transgenic mice.
Metabolism 2001; 50: 530-536

w4 R A EWeH

www. wjgnet.com



¥R AR RL®
wcjd@wijgnet.com

9

UL A LAY 2007524H188; 15(11): 1225-1231
ISSN 1009-3079 CN 14-1260/R

L #h#7F 52 BASIC RESEARCH

VEGFE X E#ZEFHEBRXEEEMMVEGF, Flti-1XKDR
MRNAXRIEZFIVEGFE A4 i8I 21

FiBE, BER, BRI - LXR

TEE RER, BN - TXIR, B EHXFHEMN
9 B R AT RE Ak A #7384 & & K 5 830011

DBE, 2005FIT KZESRESE T, BIZUR, BIEEEIM,
FEZ MBI BRIPBOE SIGRAR.

BRAEE: BIEE, 830011, Ha2EARFTHILREES30S, #
BENAZHEINBERITBEYMY. hjun3408@163.com
E31&: 0991-7819111 {EH: 0991-7819096

RS EER: 2006-12-26 #2ZHHA: 2007-01-27

Effects of vascular endothelial
growth factor antisense
oligodeoxynucleotide on the
mRNA expression of vascular
endothelial growth factor,
fms-like tyrosine kinase-1

and kinase insert domain-
containing receptor and
vascular endothelial growth
factor protein excretion of
gallbladder carcinoma GBC-SD
cells in vitro

Hai-Jun Li, Zuo-Liang Pang, Mao-La-Ai-Sha Mai-Mai-Ti

Hai-Jun Li, Zuo-Liang Pang, Mao-La-Ai-Sha Mai-Mai-Ti,
Department of Hepatobiliary and Pancreatic Surgery, Tumor
Hospital Affiliated to Xinjiang Medical University, Urumqi
830011, Xinjiang Uygur Autonomous Region, China
Correspondence to: Zuo-Liang Pang, Department of Hep-
atobiliary and Pancreatic Surgery, Tumor Hospital Affiliated
to Xinjiang Medical University, Urumqi 830011, Xinjiang
Uygur Autonomous Region, China. 1hjun3408@163.com
Received: 2006-12-26 Accepted: 2007-01-27

Abstract

AIM: To investigate the effect of oligofectamine-
mediated vascular endothelial growth factor
(VEGF) antisense oligodeoxynucleotide
(ASODN) transfection on the mRNA expression
of VEGF, fms-like tyrosine kinase-1 (Flt-1) and
kinase insert domain-containing receptor (KDR)
as well as VEGF protein excretion of gallbladder
carcinoma GBC-SD cells in vitro.

METHODS: Gallbladder carcinoma GBC-SD
cells were transfected with VEGF ASODN and
scrambled oligodeoxynucleotide (SODN) by Oli-

www. wjgnet.com

gofectamine mediation. The mRNA expression
of VEGEF, Flt-1 and KDR in GBC-SD cells of each
group were detected by semi-quantitive reverse
transcription-polymerase chain reaction (RT-
PCR) and the excretion of VEGF protein was
measured by enzyme-linked immunosorbent as-
say (ELISA).

RESULTS: Semi-quantitive RT-PCR revealed
that VEGF, Flt-1 and KDR mRNA expression in
groups of ASODN (VEGF165: 0.686 + 0.033, 0.569
£ 0.049, 0.489 + 0.036, 0.716 + 0.017; VEGF165:
0.462 + 0.046, 0.338 + 0.034, 0.219 £ 0.022, 0.471 +
0.038; Flt-1: 0.694 + 0.019, 0.562 + 0.045, 0.435 +
0.042, 0.724 + 0.026; KDR: 0.667 + 0.063, 0.490 +
0.033, 0.301 + 0.029, 0.665 + 0.068) and ASODN +
Oligofectamine (VEGF165: 0.601 + 0.021, 0.465 *
0.042, 0.416 + 0.023, 0.662 + 0.035; VEGF121: 0.408
+0.014, 0.286 £ 0.019, 0.157 £ 0.021, 0.418 £ 0.037;
Flt-1: 0.609 £ 0.018, 0.442 + 0.049, 0.314 * 0.015,
0.614 = 0.029; KDR: 0.523 + 0.048, 0.432 + 0.027,
0.218 £ 0.036, 0.524 £ 0.037) were significantly in-
hibited 24, 48, 72 and 96 hours after transfection
in comparison with those in the control group
(P < 0.05), and the inhibitory effect of ASODN +
Oligofectamine was stronger (P > 0.05). ELISA
results discovered that VEGF protein excretion
was markedly decreased in the culture media of
ASODN (281.26 + 18.62, 526.44 + 34.95, 791.13
* 20.99) and ASODN + Oligofectamine (250.7 *
14.57, 506.09 + 19.14, 711.79 £ 19.91) group (P <
0.05) as compared with that in the control group,
and ASODN + Oligofectamine was more effi-
cient (P > 0.05).

CONCLUSION: VEGF ASODN can inhibit
VEGF, Flt-1 and KDR mRNA expression and
VEGEF protein excretion of GBC-SD cells, and the
effect may be strengthened by Oligofectamine
mediation.

Key Words: Gallbladder carcinoma cell line GBC-
SD; Vascular endothelial growth factor; Fms-like
tyrosine kinase-1; Kinase insert domain-containing
receptor; Antisense oligodeoxynucleotide; Semi-
quantitive reverse transcription-polymerase chain
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on the mRNA expression of vascular endothelial growth
factor, fms-like tyrosine kinase-1 and kinase insert
domain-containing receptor and vascular endothelial
growth factor protein excretion of gallbladder carcinoma
GBC-SD cells in vitro. Shijie Huaren Xiaohua Zazhi
2007;15(11):1225-1231

D
BHEY: R R Oligofectamine -+ 4 VEGF
B X3 A4% 3 B (antisense oligodeoxynucleotide,
ASODN)#% 4= 3¢ A2 4 5 GBC-SD 48 it VEGF,
Flt-1%A KDR mRNA & ix fe VEGF%& & 4k 64
.

Fik: i AOligofectamine~F+# VEGF
BB H B (ASODN) Fo 4% SUE 4% 3 B2
(Scrambled Oligodeoxynucleotide, SODN)4%
A2 mILGBC-SD, ¥ 2 2RT-PCR#&
M 5 4 )5 B4 4m o R B BY A1 89 VEGF, Flt-1%
KDR mRNA% ik T4, ELISAM T 45 4 )5 &
28 4w 3% fx £ R VEGF & & IR B

R ¥ZFRT-PCRAIASODNA L
ASODN+OligofectamineZ824, 48, 72, 96
h VEGF (ASODN#4VEGF165: 0.686 %
0.033, 0.569%0.049, 0.489%0.036, 0.716 %
0.017; ASODNZEVEGF121: 0.462£0.046,
0.338+£0.034, 0.219£0.022, 0.471%0.038;
ASODN+OligofectamineZEVEGF165: 0.601
+0.021, 0.465%0.042, 0.416+0.023, 0.662+
0.035; ASODN+Oligofectamine2EVEGF121:
0.408+0.014, 0.286+0.019, 0.157%0.021,
0.418%£0.037). Flt-1 (ASODN#: 0.694+
0.019, 0.562+0.045, 0.4354+0.042, 0.724
+0.026; ASODN+Oligofectamine4a: 0.609
+0.018, 0.442+0.049, 0.3144+0.015, 0.614
+0.029)%KDR (ASODNZL: 0.667+0.063,
0.490£0.033, 0.301£0.029, 0.665+0.068;
ASODN+Oligofectaminezi: 0.523+0.048,
0.432£0.027, 0.218%+0.036, 0.524%0.037)
mRNA# & A 2 F1& T Control£L(P<0.05),
HASODN+Oligofectamine#d 37 4| 45 A tt
ASODN#(P>0.05). ELISAM % % % % =
ASODN#1(281.26£18.62, 526.44+34.95,
791.13£20.99) %A ASODN+Oligofectamine
41(250.7+14.57, 506.09£19.14, 711.79
+19.91) 24, 48, 72 h VEGF& G ¥4 ikik
E 3 2 %K T Control#a(394.23+16.26,
711.6£26.21, 933.85+£28.65)(P<0.05), H

ASODN+Oligofectamine#J 47 4] 4F A tt
ASODN%(P>0.05).

#5i2: Oligofectamine/™~-F#J VEGF ASODN#E
#7%4|GBC-SD %1 o VEGF, Flt-1 AKDR mRNA
kA FVEGF%& @ 9k,

H425: JEFEEMMGBC-SD; M MK A K E T,
fsHBER B &REEAX 2K L UER
B, ¥ FBRT-PCR; BHéE %5 1% MiHR TS

TRE, RIFR B0 - LXR. VEGFRNYEZERNE
EERMIBVEGF, Flt-1KKDR mRNAZRIAFIVEGFES NSV,
0A. HREAHKRE 2007;15(11):1225-1231
http://www.wjgnet.com/1009-3079/15/1225.asp

03I

VEGF 2 i FE4 5Pk 10 17 P R i i A 42 5y 34
DRI 7, 0 T8 0 2B R RN 7% b SR . )
VEGF J H 52 AR5 5 1 308 B R AT AT — AN ER T,
AT bR Ik e . ASODNH & — %
FI) SR AL T IR, R S B T L R ) 52
il s R, WTERE R EIVEGFI 43
W, ORIz T st FURER
Ji i R R A 2 b g . A s A dhis
HOligofectamine/r'FHJVEGF ASODN# 4 A
JH 35 41 fuGBC-SD, il RT-PCRAIELISA I &2
VEGF ASODNX}GBC-SD4 i VEGF M H: 52 14
Flt- I FIKDRAEMRNAJKF (1R L, HAIGBC-
SDANVEGFE [143 1, Mo T /K V%5 VEGF
ASODNHIHIH )% 41 B GBC-SDAE K iR 1A
TR SER.

1 SRIASE

1.1 A NJIHFEJE 4 R GB C-SD (B
b A AR S ST, RPMI1640%: 5%
H, 2.5 g/LIEE AR (FEDTA)Gibcos 1),
Oligofectamine ™ Reagent(20 pmol/L) (Invitrogen
Aw)), VEGF R LR . VEGFRE UL 1
%, VEGF, Flt-1, KDR 5 B-acting | #)(_bifg 4 T2k
Yy TREAT)).

1.2 7 % AJH3EEEGBC-SDAH i T4 100 mL/L/)
- M35 FRPMIT64035 72 (& 5 7 = Bk R &2
%100 mg/L), 37°C, 50 mL/L CO 7= M 1555, 4%
20 K RS 70%-80% IR 2.5 /LI (5502
g/L EDTA)HAALAR, 3-4 dFLAR 1R, 1648 )5 24-48
hik THRECE K4l i o5 S5 . difize4 g/L
GG, FEG%>95%.
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0.7 r —&— control B Z;E%ZESODN*D .ﬁ]'fﬁ'ﬁ«r
06 L —®— SODN(2.5 pmol/L) OligofectamineXGBC-SD A LAFZ T VEGF
L —aA— SODN(5 pmol/L) 2 B SUE B m
. g'i | —¢— SODN(10 pmol/L) BRI o flz g; Z; H;:
= 0-3 I —%— SODN(Q0 pmol/L) VEGF, Flt-1%
. —e— Oligo(0.5 uL) KDR mRNA £ i
0.2 —+— Oligo(1 pL) m o \‘j
01l —— Oligo(2 uL) 5“V,EGF & fi’ﬂ ks
0 ‘ ‘ ‘ , —— Oligo(4 pL) e, XFLA
12 24 48 72 — A
t/h B # b A T iR b
B BT 09 R e K,
B AT A2 5% 5 e R
Fo 3K B AT R0 2R,
b/ o
2R Yl S|4¥RE5l BNARIKE
VEGF  forward: 5'-CGAAGTGGTGAAGTTCATGGATG-3' 403 bp (VEGF165)
reverse: 5'=TTCTGTATCAGTCTTTCCTGGTGAG-3"' 535 bp (VEGF121)
Flt-1 forward: 5'-CAAGTGGCCAGA GGCATGGAGTT-3" 498 bp
reverse: 5'-GATGTAGTCTTTACCATCCTGTTG-3'
KDR forward: 5'-TATAGATGGTGTAACCCGGA-3' 555 bp
reverse: 5'-TTTGTCACTGAGACAGCTTGG-3'
B-actin forward: 5'-=CTTCTACAATGAGCTGCGTG-3' 305 bp

reverse: 5'-TCATGAGGTAGTCAGTCAGG-3'

1.2.1 B84 s VEGFE I SUHAZ R KA X
SR P4 S MOCHR[10], VEGF i LS H
2(ASODN)F%1 4: 5'-TGGCTTGAAGATGTAC
TCGAT-3', VEGF4 X H M (SODN)F 41 Jy:
5-TACGTAGTATGGTGTACGATC-3', £fift1&
T, ARAFT--70°CH5 1. Oligofectamine™ /1 1) 5
AT IR Y 2 I Oligofectamine ™ Reagentii ]
TR SR SCHR[11-14]HE4T

1.2.2 v ¥ A A R4 EMTT) 40 SODNFI
Oligofectamine ™ ¥ GBC-SD4I i i) & Pk i 46 5
v 4l 2.5, 5, 10120 umol/L SODN4]
0.5, 1, 2114 uL OligofectamineZ. GBC-SDZl
fi37°C, 50 mL/L CO,JE ;74159724 his, &
MERPMI16404 3, JF43 51l I AS ODN( £k
JE42.5, 5, 108120 umol/L)F10.5, 1, 214 pL
Oligofectamine. 12, 24, 48172 h &, FIMTTiLEAS
DA TG 7, T 2225 2 40 P P A o 2.

1.2.3 Oligofectamine ™' /5-44 Az 3 Bk 4 4 R
B K WIGBC-SDAI MY, LAS X 10°/LAH 5 i 452
Fho6fLA . ¥R 45 uL Oligofectamine 110 pL 20
pmol/L SODNEL10 pL 20 pmol/L ASODN, %
BTG LS 7 G4, AN, $5974 hia, W
FEEEYLIR, NN /I I B SR AR SR 77,
40 hit.

1.2.4 RT-PCR % #: M GBC-SD 1 ft. VEGF, Flt-1%
KDR mRNA %A 69 AL SEIG B 4. SODN
241, Oligofectamine+SODNZ]. ASODNZLFI
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Oligofectamine+ASODNZ. Oligofectamine"™
ST R R AT TR, 0 TR G5
24, 48, 72196 hZIARNA, Wik )5, PCRY™
HEE H R B Y B IRT-PCR™ 4520 g/L
T T B ek 12 rL DK A I, TS 1000458 i £ v il 5
A, K HMagnitec Ltd./A F]Band Leader
Applacation 3.0EG 0 BTk 444 70 BT HL 9K 557 2K
J¥, 43 HTGBC-SD4H fu VEGF, Flt-1 %, KDR mRNA
A, GRS HN R
1.2.5 ELISA#MVEGF#% & 4wy T A 43 IR
LK2124, 48F172 hIMRT IR L, RN
DELISAMEA L (I VEGF & (143 ik, FAKTT
EAZELISATR ) & 15 W15 30T

Syt 3R S B T UE R OR Dlmean +
SD# IR, 2T RHO G 24K 50 R F U 2 53,
- BRI AH B LA K Student-Newman-
keulsik, BT GEvh 2410 56 1 K FH 40 v 2 B
SPSS11.03:47, P<0.05 447 i #PE 2 5.

2 BR

2.1 MTT#% M % #SODNA=Oligofectamine ™%
GBC-SD%s oy F12 X3 7£12, 24, 487172 h 4
ANVEFIR A AL, XHBAL, 2.5, 5, 10f120 pmol/L
SODNZ /0.5, 1, 2F14 pL OligofectamineZi
GBC-SDAH g A= K Jo B {2 % 5 (P>0.05), w] .
ERIGIR Ve N, SODNAIOligofectamineX
GBC-SDAH M3 R W BB, #4140 iy A K



1228 ISSN 1009-3079 CN 14-1260/R HFRENBIHRE 200748188 $15% H118
A m 12 —&— control El 2 % gﬁ Z{ Ia H?j- flf—ll
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cé 06t ASODN+Oligo VEGF165; B: VEGF121; C:
0 Flt—1; D: KDR.
20451
=
go02r
>
0 ‘ ‘
24 48 72 96
t/h
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o 0.8 — i —8— SODN
£ 07 —4— SODN+Oligo
; 0.6 —— ASODN
~ 0.5 —%— ASODN+Oligo
Eoal
403
59
o 0.2
53]
> 0.1
0 L L
24 48 72 96
t/h
C 1.2 —&— control
1 —8— SODN
kel [ — & - i —4— SODN+Oligo
é 08l —x— ASODN
< —%— ASODN+Oligo
Z 0.6t \/
z o
TH 0.4 r \\X/
=02t
0 ‘ ‘
24 48 72 96
t/h
D 1.2 —&— control
—8— SODN
m 1 . & —— ¢ —4— SODN+Oligo
3?7; 0.8 —x— ASODN
< % ASODN+Oligo
Z 06! ¢
El
~ 047
a
X 021
0 ‘ ‘
24 48 72 96
t/h
_ o8y —e— VEGF165 3 VEGF ASODNELIEIERG
L % gz - — ‘FflﬁﬁFm REEHEVEGF165, VEGF121, Flt-1
- o —4&— Fle= 1 EEY
S £ sl KDR FOKDR mRNAZRIXIE)T.
G Z: 04
> E 03[
€8 02r
RO L
g = 0
>
24 48 72 96
t/h
& an =1 . W BA% T control4l(P<0.05). ASODNZ }

2.2 &-41GBC-SD#%4 i VEGF, Flt-1% KDR mRNA
K &K OL RT-PCRY 7 My 1 48 Wk,
DNAZF Fhr&brE, Hilh HIVZcTT. 24, 48, 72
196 h GBC-SDZH iU VEGF, Flt-1.KDR mRNA
[12IEKF-{ESODN4.. SODN+Oligofectamine
HHMcontroldl LM & 2% M (P>0.05), 1M
ASODNZ X ASODN+Oligofectamine4i Jli

ASODN+OligofectamineZ1 VEGF, Flt-1
KDR mRNATE [/ 41 A [a] 15 [8] 4 F 5110 K55
KA AEAE 225, 48172 he (3B R i b 2%
3 F24 h41(P<0.05), 196 h4l524 hdl 2 [H]
I R (P>0.05), "] WWEGF ASODN }%
ASODN+Oligofectaminefll | VEGF, Flt-1 & KDR
mRN AR IE FIAFE I AE24-72 W22 A7 BB 145, 7
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T . 0.8 —e— VEGF165 4 Oligofectamine T &8
= g —®— VEGFI21 VEGF ASODN#: 5 RE6[E
=2 06 —&— Flt—1
a = VEGF165, VEGF121, Flt-1F0KDR
57 —%— KDR e
S Z o4 '\,\/ MRNAZSAE R,
> E
€% 02
oo
> 0 24 48 72
t/h
= 1200 —&— control 5 %ZHGBS—SDZBHE%%K
5 1000 - " SODN IEVEGRRE.
g —4— SODN+Oligo
c 800 —— ASODN
% 600 | —%— ASODN+Oligo
400 -
{5 200 +
]
g 0 I I
24 48 72
t/h

72 hIMHIE Bk, AET72 )5 PR O 4R
%59, HASODN+Oligofectamineft i 4/E H Lk
ASODNAIH W], BARMAAEG T L7
FHA L P>0.05)(F2-4).

2.3 ELISA# M VEGF4 st % ELISA
Ky 25 B o, 24, 48172 h GBC-SD4i
MR LW P VEGFE KL ESODN
2. SODN+Oligofectamine#] flcontrol
0T B2 R (P>0.05), TTASODNY4] K&
ASODN+OligofectamineZ U B &A% F-control4
(P<0.05), HASODN+OligofectamineH [{/VEGF
HEAWEEILASODNAUK, B ES 7
(122 5 A 12 (P>0.05)(J15).

3 11E

VEGFRA 3F0 & T 28 1R 5 11 ¥l 52 /4 (receptor
tyrosine kinases, RTKs)#H %%, v 44 A VEGFR-1
(F1t-1), VEGFR-2(KDR/F1k-1), VEGFR-3
(F1t-4). F1t-4%0 A 0k 8 N B2 40 1, Flt-1F1
KDR/F 1k- 1) 3= BE7E M55 Py 5z 40 i Py 22580,
KDR/F1k- 1335 fi G648 B 40 il 55 0% P48 o, {2
HEN R g B 2k AT TF L e- L0 5 nl e ik
PR 40 o A L, R BS) RTF Le-1 5 5 L 1
A RE RN RS R A L IR RSB R, X ak
ZARRIEACHARAK, K2 HA 2 A RERI
(ALERT S DL, a0 SR R 45, Hn AR SLR
AL A PN B 4 RS B 52 4 v AR A LAE I
W FCUE IRV 2 N AR MR H 2P A7 (EVEGF At
HZ AR e H L B RE ", VEGF mRNATE %
M RIS, N A RARIEVEGF, (AR N
Fe 40 it FE K IAF1t-1l mRNAFIKDR mRNA, i3t
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HHVEGF 3= B2 5% 3. {HiEE X AIDS-Kaposi
PR FOIF S8 B, VE G RS2 A 26 3 [k il 45 Y
AN LT I 4 i, FIVEGF ASODNAJ
S PHAIVEGF & [ 7= A, JF T ALK A 75
NIRRT A0 AR K. IXHERVEGFRTRELL H 4
Wh 55 3w A P g S g A B A L A
ERATR W T, FEFH MR AR, BB
FEr, VEGF#RIA M m e ih2h K %, VEGFilL
5 S SZ AR (VEGFR) 45 45, 51— R A IS
TS, BB R AN N TS A K R,
B AN P S R R, (R AR L AR, AE
e ) AR R S ol R . MHIVEGFR
5T W (W AT AT AN IR, BT B b R
[ 3E R SR . IR (¥ A= R B Ml T 9 2B
LA T R, T A= I3 1) T j 52 5 1 S R
il 52 AR (RTK ) &5 A 1R 7 1 AR TR 1 4.
VEGFR-1(F1t-1)VEGFR-2(KDR)# J& 4il }fl %
[ AIRTKSs, &5 5 4 Sl i 10 = B2 1T, g ma g
M A b REFE S TR AR, R 20t
FHLRF1t-1FIK DRI 5 2 15 5 56 5 9006 =
AT, KDRA W BAL A 225y 2Rk 2%tk
SR, R LA P S v R L AR R ke
T AR, MR- 178 00482 b g 15 78 T rT R
SJURTT O S A IR AR L P R A P e A
FH LA B Py B2 40 i (3 R A 121,

ASODNZ fig 57 € [IDNABRN A LU
TLAMNECS T A G, JFBH b L SRR R
FAZIR A B, S H i R R 108 16 2 KA
I7 29457, BH B T i i (cationic liposomes)
5 OR AT AR U AW, s Al
JfLxF ASODN 4N, 3 A= PR B2, ()i w7
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—E R b BARAL IR et I B AR, AR L RG
I AT AR ) B A2, Oligofectamine &
—FE AL B T T S A T R A G R BH 5 1 I
JHAR, HACK = 1l I Lipofectamine.

Y HRT-PCRE R 278, VEGF ASODN
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W, BARAELS I LN E R A RE
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B, & ie A 55 i Jr =K, E
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Abstract

AIM: To evaluate the clinical effects of
autologous HBsAg-loaded dendritic cells (DCs)
combined with anti-viral treatment on patients
with chronic hepatitis B virus (HBV) infection.

METHODS: A total of 41 chronic HBV infected
subjects were treated with single interferon-a-
2b for 6 months before the trial, and the treat-
ment was stopped for the irresponsive cases. Six
months later, the irresponsive cases received the
combined therapy of interferon-a-2b and autolo-
gous HBsAg-loaded DCs for another 6 months
(one course containing twice of re-transfusion).
The changes of virology, serology and biochem-
istry indexes were observed one month after the
end of treatment.

RESULTS: DCs were cultured in vitro. After
proliferation for 6 days, DCs were incubated
with HBsAg for 1 day to prepare the specific
DCs vaccine. The levels of alanine aminotrans-
ferase (ALT) and aspartate aminotransferase
(AST) were significant decreased after the com-
bined therapy as compared with those before
(t=2976, P <0.01; t = 2.049, P < 0.05). The re-
sponse rate of HBV DNA was 53.7%, and the
decrease of HBV DNA copies was greater than
or equal to 2logl0. Neither the injection times of
DCs nor the HBV-carrying time had a correla-
tion with the virological responses (r = 0.048, P >
0.05; r =0.137, P > 0.05).

CONCLUSION: Combined treatment of au-
tologous DCs vaccine and interferon-a-2b has
a favorable effect on patients with chronic HBV
infection.

Key Words: Dendritic cell; Hepatitis B virus; Com-
bined treatment; Anti-virus

Tong LX, Liu SX, Guo LH, Duan W, Chen BL, Wang HF,
Liu LP, Shen W, Wang SY. Clinical effects of autologous
dendritic cells combined with anti-virus therapy on
chronic hepatitis B virus infection. Shijie Huaren Xiaohua
Zazhi 2007;15(11):1232-1236
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= 2.049, P<0.05). HBV DNA & & % #53.7%, WA &

DNA# N # F % =>2logl0. DC® 4k #5 9%
o BB R A AR = 0.048, P>0.05),
HBV 3 77 B 18] 55 05 & 57 0 4 B 78 & A A8 %
@ = 0.137, P>0.05).
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F £ 45IFN-0-2b7& 75 .
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S5 AERMHB VS MG F 4145, gk
772241, 18Pk LB 9 (CHB) 1941, 12 Wibrik
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B EBME(Olympus, HA), it 4l fuf(Coulter,
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% % SRR, ARDCIRIH IR EL S0 25 2
RV RBTCHEAH K KR, 1EEDA K =
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Abstract

Hepatotropism is a prominent feature of hepati-
tis B virus (HBV). Cell lines of nonhepatic origin
do not independently support HBV replication.
In this review, we show that the nuclear hor-
mone receptors, hepatocyte nuclear factor 4 and
retinoid X receptor plus peroxisome proliferator-
activated receptor, support HBV replication in
nonhepatic cells by controlling pregenomic RNA
synthesis, indicating that these liver-enriched
transcription factors control a unique molecu-
lar switch restricting viral tropism. In contrast,
hepatocyte nuclear factor 3 antagonizes nuclear
hormone receptor-mediated viral replication,
demonstrating distinct regulatory roles for these
liver-enriched transcription factors.

Key Words: Hepatitis B virus; Transcription and
replication; Liver-enriched transcription factors
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LN, Z KRR B OB E) TR
ZARLGE L X (A1T64THIG1766A), %X 548
Wr T RXRo-PPARoSG %00 JA Bl 1% 35 52 Ak 4
SERIR, R AR SE R /N A L, SRAR R
FER/NEUIFIEA2.1 kb HBV RNAFI3.5 kb HBV
RNAG B, o 85 52 B8R . DA,
1% 1% 2% % AR (HNF4FIRXRo-PPAR o) W HBV i 3£
KIZHRNA G A w5 i pras i, B4k
PR SR AE T R R 7, S0 TR S )
PoERFEZ —.

2 FFBRRZERS3(HNF3)

HNF3ZK K FEHNF3 o, HNF3BFIHNF3y 34
BB, HAT — m EORSE DN A 45 4 X Bl 3 i
(wingedhelix)* I LA IE N4 5. 1 T-1XDNA
Sl X5 S XK (forkhead)FE PRIAT W [X 3 iy
JE ) R HN 3 o, 3B 3y F 4 i i [
M NFoxal, Foxa2 flFoxa3. HNF34%% i 5 [ &,
R i 1R e AR 3 A7 1 R 29 1007 24 HE TR 11 15
FEfRAY, Z 5HE300EEH. HNF3o, HNF3BAI
HNF3yLAAS[H] (26 A 5 AH [RIDN AP 41 45 4
ANASUAE JH- 440 PR ok 2 70 A T 11 R 45 4
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WKWK EE SR S HIGEXEHBVE
SR 9T 2ok, HNF3 P2 R i 3 s
35 DO H A HIHB VA 16 D gt R Y,
T P 356 A i P e i BORE [X X Z DN A 1 I
R, HNF3U T HB VAL A I 1 Th REX AL T
FIERRILIE 1) 1-10241103-15201%1¢17,

F R S FER 5 (reporter gene assay)
BoRU HNF3p ] LA S HB V%L A 8l 1 FIPS1
JAE TR, B THBVETHRE4IRNAEHBYV
DNAS HIFBAR, SLiEE R C a8 74, Bt
P HEN, HNF3MY i RE1S s HB VT ALK ZHRNA
ek MIDNAR A (HXTHBYV 3.5 kb mRNA H 4
JEICMV A )1 #E I KL, HNF3#IHHBV
ALK ZHRNAFDR S DNA A k. [, AR E
JFF 4 440 e P 2 44 4 ONTH3 T35 5 52 il 14 3=
s R B, HNF3XTHNF4fIRXRo/PPAR o
I3 S B S A IENE . HNF3o il
HNE3B#E1#3.5 kb HBV RNAKE /K R [#%2-3
%, HNF3offHB V& il 0] & T 4845, HNF3p
fEHB VR HilH AR 2565, 10 A% 5% 52 1k
JLHYLHNF LN, R W7 HOHB VS s sl il
YR . $27RHNF3REk/>3.5 kb HBV RNA
Bk, W R PRCHBV & i Hp fa) 44,

Banks et al'''7E 3 iIXHNF3BHBV # 5E K]/
BRI REAIE B, 3o P R IAHNF3 B ] B 8 9 /b o5 75
S AR IR, A RIEHNE3B L 4% L K]
B IIK6-231i%. 3.5, 2.4812.1 kb HBV RNAKES% 4
L350 B LA BRI 2-445%. DRI, HNF34IHIHB VI
BRI, S — AN R R . R RERER
WU HB VLR AL AT 7AHNF34E A £, H
HRAEBE T U/X A 3 F(Enh /X p)RIC ) 2 F-(Cp)
X &AT24N, 2 E ML X (PORF). PS1pAHISplX
FAT 1A, BT, HNE3XHBV (1) 55 FH A 1 1
Tl ERE B R, RN EHBVE HIA R,
. 47HBsAg, HBeAg, HBXA g% #7115,
PRI T N F 341, 1] R ok s 53 2 1 7 420 [ 42 40 i)
HBV 152 .

3 HitFfE&E®RRF

AT 41 ja#% A 7 1(hepatocyte nuclear factor 1,
HNF1)% AHNF1oFTHNF1p# W%, HNFlofE
5 RREERNmAED. BagEsED R,

o - DU F SRR I S SR i e iR A A, %
HNF Lo % R E HATGGTTAATIX —fR~F
FEAN, ABATT IR S 0 4 2 S B AR L i 2 A T
W A G RN AR B R, WFE R, ZEHB VA
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YR TIPUR S A WA R 30 1-Sp T AiSp T
U1 Hoh, Sp I & W TATA &7 41, 150
bpAb WHNF145 A4 A7 M, % 4E 4407 S EHB VL
S5y MHEHTHBY DNAK L]
/N R GEH BV 1) SRR R SR W, 3R
[P 3 B A I AEAN ] R 4L 2 R A, i R T
USRI R e R, X — 25 AR
RIMPLE R A I BAG R, Sp 1 7EIT
PRIk il s EEAEH. Chang e a/™ il it
I FH R I G« AL TR OR A 73 BT e R 55 7 100
XIS IS AT T 09T, 4558 Bos, HNFLS
Sp | 454l fESE T2 5 K. Raney et al” 45 5
DA/ BB, IR RIS BE R IAHNF 1A 4% L DR /)N
fi, X%2.4 kb HBV RNAXL LW 1K 22 51, EA
FILKHNF 3L RN RICHB V52 i o R 408
FIEHNF I RE RN B 2-445. AN RIAHNF1
(R FE /N B, LRl e T ccc DN AR R X,
I 7E I HNF 1 3 3L DR 2 B0 4 e b e %
ik, R, HTHNFIFZRIEE, KPR KE
FIRIL T B, i 5 BOABE AT, 5T fficccDN AT
BRI AT k. IR, HNF LW R PR A
RIE KA EZ I REAER. 2 — P STHNF1
SEX A B T IREVE ], Zheng et a5
KL, HNF U B A MR AZ 58 )8 2 1 JeAE . AHAE
HBeAg(-)/#it-HBc(+) H AR A MIHBV (1E4% )4 5))
TR B B2 AR XR a/PPAR o2 A7 1 AT P
MEIF R EHALT6AT, G1T66A)IN, KX FhRL
S HRANHI AT ORN AR 5%, (HA1% THNF 145
AIX. Tang et al'7E3T340 L4 YpHBYV 4.1 kb
MG AMHNF 1158 FORL & B, HNF 1RSI
H41m3.5 kb RNAF ¢ 5 . SR IR HAR
53 BTHNF LREEE S 775 1 2 R A RN AR A% O
RNA L, HARSG T AT ALK ZHRNA. P iy 3
I T 9 EE S IR KSR, PR AT A% O RN A5
f(\JHBeAg/KF-. Cai et al"™ BN, FiHeladt Jifg &2 5
LI EE, fEMARBIFFIHNFL, & 30 25 1
hn2sf%. A & BhB1FATHNF U645 1 114 P
A0S AR H, S P R B IR

M2, HBVEGAE ARG Tz AT, 12
HB Vg F wiik3. 510 N2 % . HBVEGEA
I ar g2tk Bk ER AT, B S
oy BRI R AR B DIAI O, J2 e N g
B ISR 20, I S S X HB VI
e S RS ) LA S S Y L R g i AR
P B AR B SR DR (R ek RUAH S KSR, A )
e 20w 28 I AE R, X8 F-4PTHBV

miZA2E

BN RN E &
HBERFARA
A F#—FEF
HBYV #j =& A L6,
By F 4R T At
49 3 9% A e A5 H
PRI BIRIE.
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Abstract

MicroRNA (miRNA) is a kind of small non-cod-
ing RNA containin 21 to 23 nucleotides in length
that down-regulates gene expression during
various crucial cell processes such as develop-
ment, proliferation, differentiation and apopto-
sis. Recent studies supported an important role
of miRNA in the initiation and progression of
human malignancies. Some miRNAs may func-
tion as oncogenes or tumor suppressors. It is
found that several miRNAs are directly involved
in human cancers of digestive organs, including
liver, colon, stomach, pancreas and bile duct. In
addition, miRNA expression profiling of tumors
in digestive organs has identified signatures as-
sociated with diagnosis, staging, progression,
prognosis and response to treatment. Profiling
has also been exploited to identify miRNA genes
that might represent downstream targets of ac-

www. wjgnet.com

tivated oncogenic pathways, or target protein
coding genes involved in cancer. Moveover,
miRNA-mediated therapy may be a powerful
tool for cancer prevention and therapy.

Key Words: MicroRNA; Expression profile; Tumor;
Digestive organ

Li X, Li XQ, Huang SA. MicroRNA profiles and initiation,
diagnosis and treatment of cancers in digestive organs.
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ik 2

microRNA (miRNA) & —#F X /N £521-234~
Ak, ER G R ELE 5 FRNA, TR
AEHF S ERMBEH(LIELT . .
oA, BT R RK. LB AR A,
MiRNAZEM B Z AF X R PREEEY
VB, miRNAR A R A B Fo dip 55 2K ) 69 4F 7.
CEINEFmiRNALEAL HLEF (LI
B 8. MR B ReE)IFBe R Ef L
B, miRNAF A5 540 BB M5 6957 1

ﬁﬁA% W6 R, RmBERE . TG Fo

BT R R P AR £ . miRNA KA 35T L%
iﬁ%a‘fﬁ%l HEA BRI T RERAER
TEMBAAEREREA XGEE %zﬂ;%ﬁl #
miRNA3X H, miRNAMNF8 THE
T I J& e TR s Fo il 77 .

XH213: microRNA; Fikit; Mg, HILERE

TR, TS, ELTEB. microRNARIKESBILESEINBEIA
£ 2WTRRT. BRENBHZYE 2007,15(11):1241-1245
http://www.wjgnet.com/1009-3079/15/1241.asp

03I

microRNAs (miRNAs) e s 4+ 3 K 20 G )
FIZEBISIRNAR] . — MR /NA21-23 Mg AR 1) 9
B AN FRNA, A2 HAT &gty
R 2970-904 Bl AL K /N 1) B FER N A T A4 22 1k
Dicerfifin T J& 4= 5, ik 55 FE R 3 9 S 1k
FHELAE F SRR 15 B KR IA 7P, miRNAsFRIAHL
LA AR AT PE RS FEE, 32 RmiRNAsH

| L )

BB TG (6
a‘é}ﬂ" L. M
M. B RREAE
Fﬁ/ﬁi‘/\ﬁhi
RO RER
E R IE. RNT
EmiRNAs & L5 74
BB BE A
Fo KR AL, K
HYFTHELEE
iR I oY
. FHL .
R YA
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magAa WS SRR ST, NI, 45 miRNARISEF: miR-200b
m%;wzga@;z TR XY miRNAsS 5EMERE PRI 21, -23a, -141, -27a, $#RIXLEmiRN AL G
AR S R, AR IRT, AL O W SHGTR RIE; RIS miR-125,

AN T

. 3 AR %S
YERayitaE, A4
i A B A dp R A
B AL T izt fe,
B A & A 5
K, A B Fedp
5% & B % miRNAs
W B AE . AR R
LREZ A A VI
Bt 5 H B e dp
S B o 1E R A
H A B AR
miRNAs & i 1
BEME P&
ik, W B AR A
miRNAsiAz T,
S A B A g
B AEHBKEEL
& Ao X R AR
AU,

To. Rt MR, E W RIS 8L, AN IH
B IR A AN ]2 RIS 5 I miRN AR
L, PR MR miRN AZRIE TS B A 42305 5k
bR mi RN AL A i 5 DRURI S S PR AR AR D 22
A miRNAL R A S B g0 IR 73],
LRER E NS & RN AT EST e
T A%, BURIE A RmiRN AL 51 1L
8 EY IR (AR ST ST e A — 2.

1 mMRNAFRIKIE RS A7k

G5 H s (0 R AR RN R e LA b R — R —
MW B ZHNTBR R LR, APC, ps3,
DCC, K-ras%Z 5 i, 1R SEE R 7 26 2 5 117
TR AT 1 B2 LI, A7 28 0 22 B iy 2L A 1
B ST R B, miRNALE 45 i v it &k
HARMING. L T miRNATE 1SRN &5 5 40
WA VRRIES NS5 dn i &, 45 Bl K 048
AR AR Ik G, KIL13 P miRNAK)#
54 2251 miR-133b, -145, -129, -124a, -30-3p,
-328, -19a, -20, -21, -183, -96, -31, -135b; JLrh
miR-133b, -145, -183, -96, -31, -135b&iA 1) 2 5+
PEB ], miR-133bMI1-145 35K P, JL
RAPMMIRNAMN R LK THE. miR-317E N4
TR AR 45 ELW e FE AR 1) Rk K s TR
L2, miR-317E IV # 45 B i 1 R 1A K7 5
T 1A 4 H . 8 N &5 g AN 45 i 4 i
AP TR BUE AT (i let-73R1%, Flet-Ta- 177
PAmiRNAFE Y NDLD-1 A % iz 4 bk 4 i, v]
G B F AN AR KADHIE L, let-7a- 1 /5B 3
KB B AMHIC-myc, RASHE AR, 45 H
W7 g R0 LA 25 Mo 8 4 L eh R A W B miR- 143,
145 PR RIES. Milet-75RASZ A P47 4 521
(IR 5 g 2 A 0 g A= A A 2P,

2 MiRNARIKIEFIBERE"

TEIBRRYRAN [A] B IR A S 40 L 2% . AR A i o8g R
B AN M R HO69 4 i 5 b 2k 35 - i (B PR AR
ImiRNAF: let-7a-1, -7c, -7f-2, miR-21, -320,
-16-1(=klet-7b, miR-326, -351, -373, -150). X4k
A ZURE S miR N A W] AE Ay JIHE 41 i 2R 41 (1) b5
. T LA EARRAE R R AN F], BRI 3
miRNAFRLEREA A [FAL, A AR L. 5H69
41 Hfy R AH LA, miRNATE3 40 M R 187K

-31, -95. XL ZURE e EmiRNAW AT GEH T2
W43 BT, miR-21, -200bid v] REIH I i 151k 97 254
5 IR T 3 UM R A T 24 k. R T
DL 3 miRNAXS % B P R 45 H.

3 MIRNARIKIEROfRAR RS

L T 201 M miRNAFT A #2221 miRNA)TE
O N B s 240 I 22 . 2849 JE s . 15461 A
eI AL AItg B R LR b I RIE, K
A2 miRNAFALIE 8. ERIE w1
22007 1 R IETHE I miRNART 44 : miR-221,
-424, -301, -100, -376a, -125b-1, -021, -016-1,
-181a, ¢, -092-1, -015b, -155, -212, -107, -024-1,
2, let-7f-1, let-7d, KA miRNAFAA
miR-345, -142-p, -139"". 1% 4% B 5 Voliniaff) 45 5
FIEEE DM, (HLuff 45 R 48R, miRNAZE B
H (1 2 1 B, 5 M g R AR DG
iy WLIRT S IR SR (P S & K-ras ey clin
D1 MM 3L R JEpS3, p21, pl6, p27FISMAD4/
DPCAM™, BAT NRIL T — L6 55 o i 3 DG IR 8T
FEPRU H i X 2 P 5 3L Y miRN ALE
B JIER 0 A AL A R T

4 mIRNARIRIE D L FOAPRB 3£

H AT, JERUSF AR T2 N T ot .
IS FH 356 DR ES B AR AT R I -5 R A K IR 2 A
XF IR BEAT 43 8, S AT IR 2 W UM L 2
PERE RN 5 I R AT (A DG, w1 g e 5
A7 miRNAS BRI T4 DN A
FIRNAS AR 6k A ofhds B (LR 45
Jifis BEIE . HUABRAN ) SLS 40 FEAR (3634
JIREAE AR/ 177/ FH Y. (1) 1E 3 AL 2 A) [ miRN A
FIKWEHEAT T o0 b, BT RS el A 2284
miRNA", 45 R 4278, 471374(60%) miRNA
TEITI0%IFEA A7 ik, 431 miRNAFKIL
22 S (R AAH AR I 1) 1E H LR, Hoh26
miRNAFRIAK T 5, 170 miRNAFFRIAK
P FEAS; miRNATLE S5 1 (e A &30 1 I &
AL T/ FEAC A A 21/1 . B K39/6.
B 422/6. miRNATELL B MIR AR IA T
(94 miR-21, 7ESF IR o R IATH = miR-
17-5p, -191, FE4FP IR R IA TH & 1 mir-
29b-2, 223, 3R TR IL T+ = 1A miR-
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i) miR-21, -17-5p, =191, -29b-2, -223, -128b, —-24-1, -24-2, —155, -20a, -107, -32, -30c, —221, —106a

FERAR miR-21, -17-bp, =191, -29b-2, -2283, -128b, —199a-1, -24-1, -24-2, -146, -181b-1, —20a, -107,
-32, -92-2, -214, -30c, -25, -221, —106a

B miR-21, =191, -228, -24-1, -107, -92-2, -214, -25, -221

128b, -199a-1, -24-1, -24-2, -146, -155, -181b,
20a, -107, -32, -92-2, -214, -30c, -25, -221, -106a;
/D AE3FR IR b KA TH R I miRNAY 3K 1.

5 miIRNAZRIXIEFIFTRE

JHFJae 9 A 5 22 A e ok DR 5 40980 6 DS B G 7= )
()2 IE S 45 0 e A O, 5 I A DK 1 s 2 TR
HC-myc, N-ras, IGF-1I, C-erbB2, C-fos, Bcl-2,
C-ets2%%, 55 fHm A KM 5L R4 ps3, Rb, pl6
INK4, DCC, MCC, APC%s. 5 A i)yt
AT ) B0 o P A A P DB 0 B, i TR 11
WO e 2 MR 4 AL Ko 1 C-my oo
HF IR R A H AR DG, IR BB KiGC-myc
BE 056 T i A il AR AR R BImiRNA
7 0 R IE AT i, 5 I B 1 1E H LR
FHEGES, miRNATE 412 RIEKFT =i
i miR-18, pre-miR-18, miR-224, KiEk/K [
K45 : miR-199a*, -199a, -195, -125a, -200a.
miR-92, -20, -18, pre-miR- 1841 /KF-7E 731k
R L (0 P 2 2 eI, 78 0 A 2 1 T 40
2l i TTmiR-199aff R IA K1 5 43 (b L 5
& IEAHSE. miR-18, -20, pre-miR-184EiTHE 4141
WA A KT T AR IR B AR [, B
T 12401 P 98 5 1480 47 4E 46 I miRN A
AR R, miRNAYE T & RIE AP A
miR-182, -224, -156, pre-miR-199b; 7£ )5 # #ik
KPR AT . miR-28, -342, -126, -199a, -145b,
-434, -368, pre-miR-372; iX 10 miRNAFI2/ i
AmiRN A 5 YR ET dEAb AR I HRE . 2
FF PIRT R #FmiRN AR RIE KT T 27 B
FAEE TR T MR R A R AT
SR, T AR R i R T T A s 2 W AL
7EUE, miR-199aff) 3k K75 I 5 H 4L 2 85
B FERR TR PR ERF AR A
e A 2R A%, HmiR-199a/) ik K5
IMERERE IEAI MY, I mRNA—FE, KZH11
miRNAFKIEHAG ALk, ALmiRNATE
FAA L, X SMAITER ALK E
WO — B IMVEHIAT K. 4hFisher/)s RUR & it

www.wjgnet.com

= MM EY(FMD)36 wkii, Fisher/) BUH I
HELEE AR AR; M54 wk)n, Fisher/)s BRUITFAE H
Iy, 5IEF AL, fEFisher /) BUH
HEFH459 M miRNA (miR-101b-2, -130, -130a,
-172a-2, -219-1, -23a, -23b, -24, -328-1) 1K iL/K
SETHE, A3 miRNA(mIR-122, -123, -215)f1#%
ARG, /D BUTHE R AR . 50% A JHH i
FEAR(10/20) NI/ U 48 1L & P, miR-130,
23FIEACETHE, miR-12218 kKT AR,
EFMDiF 3 (1) /N U 1, c-my ) R IE TR T
. miR-12202 — NI R &1 “ R
PEmiRNA” . {22 kGO0 E NN 5125 dRIAT
R 3 F 58 R IE AT/ B AR IL 27 &
W, 8 AR Ja DR AR 4 218 1t 07 X0, R
miR-1223E 2 5 5 I A 7346, I HmiR-122
(1 S SCRESR AT IR J, HFWE D) Be a2 401, JIH [ i
FBEAG, $R7RmiR-1227F 4ERE I IE 3+ D g ik
5 F A Y. miR-122: 1 5 P T B L R 41
S-SR E DXAH LA FH R R B R IA Y
miR-1228% K&, 0 28 52 1 S H R B A B
B,
miRNAsHIMY CI¥ 315 B4 I 45 5 % 1k
R, AT FEBA ST, MY CH] LLF 3
E2F 1 FlmiR-17-92 FE AR 1) % 5%, 11 iX £4miR-
NAsH DLAHIE2F 1B 3. Bk, ZEMY CAE4E
FITE 5L, miR-17-923E DK 7% o ffimi RN A s
TE2F 3% 1, 85 FHWTMY CHIE2F 11 1E % 5
PEFRHISS T MY CXF 140 9 58 1) s . fRiX—
BRI, miR-17-925E PR 7% ATk IR/ FH 2 9 o
DVE MY, X S He R I A B 1™ ik —
B — 3 (1) 02, 70 P A S i mir-17-9211)
13q3 147 ;U 22k, SR, SR E2F AT DU 4
JOBE 5, {H & ME2F 1 R IE K VB — 52 1 1
i, AL W PAG I T, AL 0T, miRNAsKT
FE2F 1 (1) 4% 1T 66 /& 1k BH T E2F 11415 5
PTG, (EAEMYCA SR s 5, S8 T
Hed H B DL BRI IR TMYC, miR-
199a, miR-122F1mir-17-923 PR % AE 18P 25

WA #H S 5

AXLEZEET
miRNA & & i
L5 g w g
kB RH
b byam T 4
B . R
BB IR MR
* F FmiRNA
A, REME
miRNA & ik 3 £
AR 2
miRNA £ A & &
APWERKET
B RAGAGE .
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AL A48T
miRNA & & & 5
HAL R G B E
AR E, W
o 457 & 3L

mi R-17-925E DRI 1R 009 25 DR R DR ) 22
T R T R R A I R R M FImiRN A s i
PEFE R R IE MR Rk, X gt b S e i s A
ImiRNA R LA VT 2 AAH G FEEE R, 53K
LT DA S 40 R RN 40 B A S5 R S 1) 4
T 3. miR-17-923E D] % 0 A5 DR R R (1)
5 AT AR AT 261K IX Hemi RN A [ 41 g S L A
K452 B I mRN A AL T (1 20 ZURF S P Ak
FESPS

6 INGS

6.1 miRNA &A% 5 b & AU g 27
ZMANABURERN ZIEH T 2R, &2
AR R AE 1. mi RN ALE MR & 2B w0 4 FH b
. FE TR R AN miRNATERE A
2 JOAH N BB 1 ¥ 212X 1) 2 S Pt RS2 43 A
miRNARIE G LA, 22 R R IA T w3 s
FEIPEmMIRNA, 22 1t Rk B ALk e 2 A
PEmiRNA. > MM P EmiRN A&
LB, T BUREEDIEOE, KR IA M let-75 R
FIEMIRAS, miR-15a, -16-1 5BCL-2; — A k%
AN ERIPEMIRN A R AA Ty, 5 80l S
A, WERIAMmiR-221, -222 HRFIA MK t.
PE7R S I miRN AR IL 7T 5E - 8040 1 25 701k,
51 R & A2, miRN A I DA PR AR BAE FAS
ST miRN AT — AL PR s — AN
FEHNZ —AmiRNART. NHAEDE B2
ARSI AE 5 53 I B P K, — A miRN AR i
A A FEIER, — AL D 2 A B A
miRNA 1115 (& 3% http://microrna.sanger.ac.uk/
cgi-bin/targets/v4/{http://www.microrna.org); %/l
KR K I hsa-miR-50975 56 1 MR FL A, Hop
(LI R SMAD2 %2 34/ miRNAs [/ i 5. X Fhff:
FRE SRR A 2, WA SR HAr s
FEEPESP miRNASTEN L35 B & A2
BRI R IE, A KmiRN AL HO6 I S EE (A
YEH R R FUIRTE A EOA 2. A miRNAK] L)
RE 2 BT (HD miR N A H] T 8™ sl g Ak PR
B A 7 LA (RAIE TR R

6.2 miRNA K & # T 46 45 85 A 5 4wy U2
miRN AR IR AERE ] Koo I HEAT 9025, A
SRR TR IR miRN AR A i HAT 42Uk
etk XA BT RZ W, JCHA TR
2 IR SRR AN B (1 iR 1) 2 . i
HImiRNAE TR 740 R P11, 684 i

miRN AL 751760 73 A B R AT T 12
Wr, A ECR 12/17; T4 afi 516 00044
fith 85 (3L I mRN A T T 1% 1761 00K
BRI, LK1 43 SR IE A I B Al 1/17.
PL B3 7mmiRN A 76 IR 2 W b i A
mRNA Y, FERERA 2 B Le ] DL SR AL TH 15 1)
miRNA.

6.3 miRNAF &5 % 457 27 miRNAA
SRR iR 5L DR T AN 51N (kno ck-in) #5E
FERPEmMiRNA, F% (knock-out) sl mfki(knock-
down)E LRI PEMIRNA. Kk, 51N 5 B A
RS P miRN A B AME & R SRR (L
miRNAZE R RR, AMOs) ] 45 % K3 s
H I ImiRNAs, $EZZ LK. i Hantagomirs(5H
[i] BEEA IEC K AM O )i 5 /> BRUG 1T LAZEAS 7] 8 B
HRANHIMiR-16, miR-122, miR-192FImiR-194
(s, DRI T ek — Bl A A5 BRI R YT 254
I PR b, AT DL I 28 1) B RS (1)2'-0- FE O
B B 8 R (LN A) B 1) e L SE Mo
FR 45 A miRN ARG, X 61 {3 19 SEA% 7 1R
BRaE, WA F B AR, AR, o
FOL T B A R L 5 4 F MmiRNAs, W1
let-7 5t ] LA 136 7 3 L6k 52 1 . Al
FH 9 75 503 i A IR 3 TE R 48 mT AR I 5N K
FEmiRNAs. XEEH AT PULRIEAE S 2L ] ZURE ¢
PERA ) P62 T, Rikpre-miRNA X H Pl
FE, I FLR A Y5 I miRNA DN T, 7242 1E A
ImiRNA, FHIRr e B R k. SR, A Il
FAAF T IR 69T IRIsiRN As ik, S [ v
A RES RAFImiIRN A RUZ %, miRNARIT M
S0 = B RN 1k R, 0 T — 20 1)
REIX LTk, e HE DA P mi RN A B S R
miRN AT R BRAN 77 5 A7 (5807 ) Bk
A I K RESE s BRI T K.
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Abstract

Hepatitis B virus (HBV) infection is a major
global health problem. A complex combination
of environment and virus, especially host genet-
ic factors, play a critical role in determining both
susceptibility to HBV persistence and different
clinical outcomes after HBV infection. In this
review, we summarized the main relevant genes
such as human leukocyte antigen (HLA), tumor
necrosis factor (TNF), interleukins (ILs), inter-
ferons (IFNs), etc. However, in order to identify
all the relevant polymorphisms that affect the
outcome of HBV infection, alternative strategies
such as genome-wide association studies with
large sample sizes are required to define the ma-
jority of the related genes.

Key Words: Genetic factors; Hepatitis B virus; Ad-
vance
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HB VIS AH G . 2B 5 140 R 0 Ik
TSR R RN S SR R R
A 53t L DR AL 25 ) IRBE IR (o
e AT REAR PARDL . B W RR DL S5 A1 %
Ob, 48 EAR G, JUH I St AL R S R4 T A
EE R Y, o B 0 B B ek
(B JRE ) AH DG L R 1) 2 A5 PEAEAR KRR B b ke
T HIRYEHB VG s 5 1 Jg X 45 ). 1 Se Ay [
P ARRE T R SRS T — o R, (R A7
FE S ) B, R TR LRI IR R A R i
fE—2Rik.
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ERT, & SOAMSRSRAERNZRABNERNATHRE 1247
leucocyte antigen, HLAJER ARG LI AP anE  Bo”", HBVIFF SRR AN S DQA1*0501, WA A4 i

Hoe. AR LE AR A Y
ok RN IE RGED, A1 T 6T Ytk
B (6p21.31), £3.6 Mb. EE HHLA- [ 283L[K
(HLA-A, B, C, E, F, G, H, J&). I KEE A (HLA-
DR, DP, DQ, DM, DO%%) IR LRI (HLA-c2,
Bf, c4A, cABZH)4IK, HATHUEUS 2 JE kit
WY TN EIL NPT VG VR ) S Y VA
PTIERAL LR R 3004, HAT m e isifE £ 25
PE, X 06 22 25 M AT RS I A g N 2 R BT SR IR
Sk, T IE LA G D BEARAS 1R 2 S 1
HB V& G4 5 2Pk 0993 2538 B 5 WU S 1R e 1k
Y N A DA C, DRI, HL AZE 3 K 2 254k
LT HBVHRAL B Kt b ok P DA K.

1.1.1 HLA-T £ F HLA- [ 289 7 LB R
JER ) Z AR T NG R 41 R 1, s bl
M. FF 7 HECTLs(cytotoxic T lymphocytes, CTLs)
WA R M SHLASE & MHUR 2 kR, @
T SR SR TR AR R R G R BT Al . E
N5 5T 20 i A AN 358 BRA A i R IBHL A-
[ K9yF, £ A EHB VIR YL FHi-HBs I P
PEF RIS BRI, AR R TEHB VG
KRR 2], $&n18EHB VIE S (WHLA-
[ 254> T RIL T REFIHB VNG B AT . X
Qatarianff A\ [F/MEATF SRR, DTEERFE &
T JFF 98 995 55 1) 2 L DAL, 1 D2 35k PR ) L AT KT
PEHI®; A*030159 B2 [1E BR 1T 0%, B*08, B*44,
Cy*0501, Cy*1601 LA S48 1 2H B 11 AR AU B*44-
Cy*1601, B*44-Cy*0501, B*44-DRB1*0701,
B*44-Cy*1601-DRB1*0701, A*0101-B*08-
DQA1*0501-DQB1*0201-DRB1*0301 5% #:£F
BRI AT G 1) 45 1 WA ] i g AN BE IR AR A
WFFC R RIS v A [ DX A FLE ST
BoR, B*S4UHIB*35 2 5 # (K35 bk, 1MiB*55,
B*71, B*74 Je A*02U" I 22 1595 53 [ J G (H G
TB*35[0 1 HIEN AN G 755 43 DO N
gE PATAEN Y 4224 BB R RREA
BHTHESE, 13 HB*35 595 53 IR S UIAHC, 7~
A TX RIS DR S5 R A B R A AR 1 A
CE BN

1.1.2 HLA-TT 24 B ik FilkEEAaZihm
FRA R, S5 /MNEMEPUR 2, 5CD4'T
MR 5. HFESEHB VIR LL, 2tk
HB V&L 5, CD4 TN M 3G & WY B B, 3¢
RHLA- 11 264> T 5HB VI 4L 5 1 45 J5 2 1) A
K. (HDHLA-DQ. XFAEPH/ANEA ) 56 [ L e b5

www. wjgnet.com

DQB1*0301 % PIAH G, 1M H 5 34 W i i
#HHIDQA1*0501-DQB1*0301, DQA1*0501-
DQB1*0301-DRB1*1102 % {2 2 IFAH 2K (P<0.01).
1 & S 55 ] P ok R R BTG S 24814 M 2 TR 98
B 300 Zk OB A R R 10641 il B
st B R o — 8, JF BLE # ESTE R I
DQA1*0301 518 £ T 4 1) 5y Jdk 1tk 5 4 A
0%, IR P A mT e RO L 2 A5 1 R
S MHLAS> 1 HUSURIT A I 52 4 2 T6] 1) AH
LRV NNITECE ORI R R IR <)
HEHBVEY A HHLA-DQBI1 A7 JE K £
APESHBVIE G2 (7] 8 R 05K, HLA-
DQB1*0402. DQB1*0604 %5 {7 3 P& X i [1] A
A2 HEHB VIR G AT (R EHI™. DQA1*0102,
DQB1*0602 /ZHB V4Pt LK, MDQA1*0201,
DQA1*0302, DQB1*0302, DQB1*0305,
DQBI1*0501 X HB VI E Y BEAE R, X Eh
SXoF e ] 44 i XN TR 9 45 AR S5 (2)HLA-
DR. HLA-DRB*1301/1302 5 HB VI [ [ &
B L, X 5EH Thursz ef al' %} X LT\ B
IR I, Bl X — 45 sk W e,
o 0 2R PR B N B A 9 i 4 4 IR
52, ARSI R, FTHL A-DR 1374 AH
tt, HLA-DR13 ™M C D4 Tk L 40 6 & T
i FEHB A g A8 TSR ¥ S e N2, X PP I % n]
AE/EHLA-DRI34F 7 A 5 AR NP2 &
fitJ), B EHLA-DR13 55 Hmax il F A s 11
PR R AT I AT . HLA-DRI3 W REM T
AMER I PTG RE ), SR1M, HLA-DRI3TEAR
Ji N o3 A AR b AR AR R, X
BV AR T N B 5 S g M S R IR R R 22—
EHLA-DRBI1#F5T Hd K L, DRB1*0301,
DRB1*06, DRB1*07, DRB1*08%% ¢ I #HBV
&Y, MDRB1*0403, DRB1*12, DRB1*15%1
REFFEHUER. bW AAfe— 282 5% Wliang
et al""F5¢ B~, HLA-DRB1*1101/1104FIHBV
THERAT G, Lo0b 5 B NI BIF 9T 4 2R S, X Rl
MG — D PR FE A TR T NIRRT 7 5
i)™ (3)HLA-DP. HLA-DP[F#EJEHLA- 11 23k
PRI P 1R B A S oy, BT e B 2 A, HH AT
[ P At SEARAE B /b T M L X 2 R A R
BT RBY, T X HBV &4t S HLA-DPB1
ToARYE. X —45 v REJEDP S HBsA ghiJii vk
SE R38R0, BUEDPHZ ATEXTHBsA gt
Ji ke A A 3ok S TG S

HHE R, SRR
AR S EMLF
FHBVE # 5 &
HRIERE S @
0 B — A A
&, FRGER LT
Mg eHLA( T
XAl £). @
Je. B F (4= TNF,
IL-10%)#= 3k 2%
& (AGT, CTLA4,
TAP, MxA¥ )% #
AR5k gE A8 K
e PN R
i@ ¥ (pathway) &
oy QR PN
AR,
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;ﬁii@ﬁ , 1.2 s A -F N 502 &R0 f 20 i B IRN)FIRIHB VI HP Y 1L-2(-330T/G)AHBV
F i AT

Frik. HREKR
ANNEEF-ET S 40
ZHFE. R
FERR RS
BZAFE R ER
FERA, ARG
WRR—%, X
stHLA- |, HLA-
Il ## TNF-o ® #F
TP AR A AR K IR
i, B LRI
L5mEintRE
KA R B 14
HARBRFIRE
HeR AR

AP RIR SR Sk S N2 L Pk
P S HRIEFRE/N TR EA. B
FER I, AN TR . I X U )
(1) 22 5Pk T 5 48 i A7 () 308 K D g

1.2.1 JFJ& 3738 B -F (tumor necrosis factor, TNF)
TNF2&—FME % 7, BAN5 20 R0 VA
RN T, 6 B TNF-oufE 4E R LR P 31385
Fa g LS AHRPUA AU AR N AR R A .
HBVIEGL G, TNF—J7 H#EHLA- 11285111
i BEPL RS AR R, O 7 1 ) B e i
NF-x Bifl # A HB V Fe AR 1) s 4 P i 4 fIHB V
DNA (A A8 (4 3355, TNF-odE H A7 T A 2%
FoT Y ARAHL A-TIIZEFE A % N (6p21.3), Hb
BT IXAFAES AN SR B A% 2 2 5 1 (SN Ps),
I3 E-1031T/C, -863C/A, -857C/T, -308G/A,
-238G/A, IXLESNPs ] fie 10 ok 57 i 4% S P v A7
HERIEACE AR, o 4 A TNF-0)i3 81
X 2 &M R, 238 TR A R (G
BHA) SHB VIR RS A G, e H A N
HRRIE TR [T 057 B0 A R I A O, X BT
S BH T A 8 B IR I S N T B 0 9] - 5 LA
WA RIS S4b, T8I 5 [ R A S A i
RISNPs{ A5 7, TNF-0-30847 £ AZEA
B DR A7 7 -8 63407 1 A 5 7 366 DR 1) e 2 A1 e
HBV[K AT, X 0T BEFITNF-0-308(G % 4 i
AJE) S Gy RV sk IR - B 45 G RS E GRE
P EER ] SR R E A AR, AR
P TNF-o(-857T/T, -1031C/C)f7 5 LA K 154
SNPs{ i 41 ¥ AR TS TNF-a( GG TAT), TNF-a,
(GGCAT)FI LI 98 (G B VA %, $ER7E
T B R R, AU SNPs, A7
15 JEN[FRE 52 M0 A6 09 TR R AR R e

1.2.2 & A% (interleukin, IL) ILJ&—Fh£ 1)
AE G0 5 PRV DR, A S A ) R TR AL
8 R G 2 1R Y S R R R TR AR LA
FLA N HE A X A 52T L- 103 K ) 3 1-1082,
-819H1-5924 i 2 A PE L R R IR, 34N A4
J T ATA AR T AR TORERH B VA5 417 2 21 vh 1R 4
K (77%) W 8 = 120k 4 98 20.(65%) Fl A
RAL(61%), 73 HTL-10)3 ) T F A7 A2 &4
HLBE R R BIHB VYL 5 195 15 7 A B i
X s LR o (6] PR N R A N, L [R145 Hh: TL-10(-
592 A)FI(-592C)JE K7 fi T HB VI G 43 i) i
HERMIHIE 0, BRIL-104b, G 09T R BLIL-
1B-511(C/C) S F 4l L v 32 - 1 Z A& B = PRI (TL-

G B 3R DY W g rp A B P A R
Park et al®SHL-63EK-572 G/CHER ALAEM 1 20
JH i 5 AL i o 2 R), DL HB VI L i 350
() JFF9 5502 1 HB VB 1) A e S5 2 1) 3 A
BTG, TR RIS+

1.2.3 F##F-y(interferon-y, IFN-y) IFN-y L 4E
IR YETT I R H 259, TFN-yiliid 28t
fITAK-STATR A4, 22 24 J5 B0 (1 4K 1 B
(mitogen-activated protein kinase, MAPK)i% %"
DL S W G I L -3 i (phosphatidyl-inositol
3-kinase, PI-3K)i& 217, Jhilym & & ) 5 7 H%,
IR BT IR G2 R 15 Ty R (38 5 G 1) JFF 4
it 9 5 4 TR EEL 0 i R P B 1 s, A BT 40 e
U 3L 1) 40 I 55 ) R AR BUw 2 E . TFN=y
FE AT 6 2 A AT i, T8I U e s IR 7 45
BN AT RE WA T N-y 1k, 1 17 5% e 2L 50 24
. Hrf, Ben-Ari et al™MASNSL BOR, FEIFN-y
B T X874 A H5 T A/ AT FE R A
&, TEN-y/K-VAUIS, 25 R A Mg I HB VG, 1X
1 Fk 22 TRIE T o 4 UE S (7 282 R Y
HBVIEGA7 %), 1y H, XTFN-y/a 31X (-183G/
T)F(-155A/G)A7 15 % AP (3 6741k &
L, TFN-yJ2 )1 (-183T) 2547 i A (R A7 A, it
HBV/EYL(OR = 4.5, P<0.01), Mij H.BEZESEHS 11138
K, ORHIE K.

1.2.4 A X B BHRER, MHEMEZE-o
(ESR-a))!**129 T/TIE A M4 2 AbF—A
29CEEAT IE P AN AH LE, HBVRFS2IER YL I 2%
BIN(P<0.001); HALAEK I FRI(TGFRDINJE 3
1--509(C/C), A ANNIEHBVIERYE, 115 T 55 1047
B AR S 5 S G R TR e 0 ) 2 A
PE(codon10T/C)FEH], A SMIFFUAT AR I
SE, PR TRATHE— 0 R R A R K T,
B RO [ C AL 4 3 (M BL)AE A — Bl i K
ARG IR B AL T AR, HAEERS2, 54
BB (5748, EHLARHB VIS &5 AT,
XAE I A B Ay R R A
(LMP)3E R FHLA- 1T 283 KX, 4 fid (I LMP2
FLMP7H A L = RARTE AT B IOK AR, 2
HHLA- 1128 7 PR 53, fER T LMP2 A
LMP74: N £ & VE 5 HBVIE G 5 AL 1K) AT
e RILMP7-Codonl14547 /5 2 A MEAE IE
W NFE S HB VI 2 0 (1) 3 AT 22 5 A 40
TR, Fon 2 AT BEFRE] T LMP 1 IE 5
YEH, TMAEHB VR I G2 WAL, SOflikge k.
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WAFk, HHBVIEGLAH K 1) 3 AL s AN W
I, ASAH RV A, A3 BN R 200 JE 1) 45
R.ATRER R A (DFEACSKIEANE. AR
DAl 22 25 M R A5 A ik DR 3 1) 20 A B ML A
W ARG SR VIR, Bt iidm e, BIFFTIN
I ] e HE PR X e 2 PR 3R T, R e A
FEARWIF I T 2 3 QAR IIEE. WF5
HNREACEE S N R DR 22 A P AT Hdds 1)
R, W FEGE Y LIRS, IEH AH:1000
ANIREE AT —NSNPs, FEARHIEF LR &K
PR Ja5 (B) T 4LRS A ) e vt &
B IEGEIN HIAEBE (90% %2 LT . 20%-50% )L
AL 5%-10% B NG 2 I S D R AT 98) A1
P (P TR R R R, B P L M 5 I
HBV)2x S HEUA R S5 R, TR SCIAIE 78 X
FRATIIL$E, N2 RBAERE . MBI, JUH 2
X} d 2R BR T HB VIR I [] B Jk G g 4% 1 48 1l
(HRBEGEEHEMEFE R, MRS EE
FHE 564, AR TS0, JFAEIRSL 0 R HE A FT;
(5) DR 43 BUITVEAN R, ANF] ) 43 B 7 VAR 45T
B8 2 AR A L. H o, W IR T7
A 2 SR SN - AR S M S A TR S
(polymerase chain reaction-sequence specific oli-
gonucleotide probing, PCR-SSOE{PCR-SSOP).
R HE R N -7 5RE S P (polymerase
chain reaction-sequence specific primer, PCR-
SSP). % 5 MHE SO - BRI Bl 2 A
(polymerase chain reaction-restriction fragment
length polymorphism, PCR-RFLP)*4%. 3 [R5 F 1
Tl A3, Joim Qe5Rs L, AERE R
o R SEAER; (6) 4 PR 1~ ik BT 22 Ak 1) S0 T
AR B . BRI WA TR K, A
A0 B 2RISR I SR A 2.

B, GRS KRR B
WAL SR AH HAE IR 5 2R it A 2 B R ==
5, B Z AN SOFA RIS R AEAE R, T
TEATAE — 7 A AESCHE, IX A SR IE R 2R I A P
[F) RS 4T, FA AR D 2 B i (R AR, AT b P Y
HIIF 7 B BE 4 s SNPs L5 500 2 S ) SR IEE. H T,
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Abstract

RNA interference (RNAI) is a new gene-silenc-
ing technique, which is a post-transcriptional
gene silencing mediated by double-stranded
RNA, resulting in the sequence-specific silence
of target gene. RNAi technique has been applied
widely in the research of various tumors, and
most of the results have shown that it could spe-
cifically inhibited the expression of oncogenes,
cancer-related genes and mutant genes, so as
to suppress the occurrence and development of
tumors. Meanwhile, explorations have also been
performed on the therapy of gastric cancer, and
some significant advances have been obtained.
RNAIi technique can not only act on the target
genes directly, but also treat gastric cancer indi-
rectly by restraining the angiogenesis. Further-
more, RNAI technique can be used to resist the
multi-drug resistance during chemotherapy.

Key Words: RNA interference; Gastric cancer; Gene
therapy
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AR HE DA () 32, XML R G RN AT, DA
DRI R IN 5 R AR AR 2 s Ja 7K, WOURR b B sk
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JEFE R TER (post-transcriptional gene silencing,
PTGS). RNAIFE ARG R, @l PRk,

BEPE/NGERE A, AT R S A e A DG 2
PRIy ek B2 s, AT IA 24T 1) H 1. H A,
RNA A O T2 (19 8 FH T8 A i I8 (0 BF 5
tp, Ok JRR BR RS DRIV T Al OB B A L B A A
KRN ATEARAE B i ¥0 97 77 11 10 508 A —

1 RNA#EA

1.1 RNAi#9 45 & 19984F, Fire et al" ¥ IE L RNA
R XRNARL K —BE 5 H (12 841 [R5 )
N RNAFIFRRN AL IR K5 I XEERN A%
SN BN Z BRI, S5 RN, 1 RUEERN AT
B IR0 BR % Ll B e S 1) IE RN A B X
RNAZ /D2 /N0 . A4 BT 58 21 X e
MG %0 “RNATHL” . RNATHIL S T
SE— RIVEM P AAAE, BT B,
O g™ g R L. RNATHET
2001 1200238452 aff (Science) ¥H M+ K
B —, IF3RA3 T 20064F B2 it DUR B 7
B RBEEFRATZ T AR RN A48 R 0 koK
(1 DG R B8, e AT T AR 5 D5 Ty e RAH G
TR T AT VR 245 2 7 v 025 L ARk s RN
Pt (V)RR E: RNALEAT ™0 (17 51
S, NS 2 P AU N 1 A R EmRN A, Xt
TR RE T HAE-, Bk, T H T A
WP IR S AR Ry ik iy ) maierk: B
R I dsRINA G5 sl o] A7 8400 o s DA 1) 3
%, HA A S5 ER(Knock-out) IRUR, %k FE
DAL O 205 ™y By bE: dsRN Ak
N5 10 minBla] P2 4EsiRNAF, 30 miny
HAIMRNA K] R BE3045 22471, (4)yn] 1%
Pt RANT-HCEAT G0 M IR] Ff) s 280 1, ml it
0 i SRR, 7 SR 4 e T LA 4 A [
FEFEY); Song et al"E S U R ML VEN B AE
“YTER” FasH:KIsiRNA, K ILA 90% T 41
LA AR X FIRN A 15 (5) Al gL 1t 50K
B, dsSRNAJEANZ dPE G, A il 7 1R
FEM SRS, UEIARN AT AT Al g 4%
P (6)ATPAKAME: 7E LBRATPIIFE S HRNA
TG AR K, BRRNAT L NATPAK
A RN, (KB WA . E AR
A5,

1.2 RNAi#g4E R ALH AP FEE R dsRNA
SNEDEN, —FEEEKR A KdsRNA
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SN, SRR DNABINR 51N 2040 N s
W 10 )7 s 7 AEdsRN AL H AT A4 1)
RNAEHBLEIR: (DEBIFTE: MdsRNATFA
MM S, B — P dsRNARE R A% P D) i
Dicer(—FFRNaselll#£ I, L334 X ak: 12 g
X . dsDNAZE A X FIPAZX YA, 1)% K
$921-23 bp(base pairs)J XU EE /N T-HRNA(small
interfering RNA, siRNA), &N F BLIf3 i 45
P 5 RIS R A Y, X — i T AR
M ATPRE e, ()R BL: siRNAFITAN —
LeRg (R ARZIR N VI ANUIBE . i el ) 45
B RNAYE PR E 59" (RN A-induced
silencing complex, RISC)E{RN A 3 1) 55 3
RV ER A A 5 A )" (RN A-induced initiation of
transcriptional gene silencing complex, RITS). 7F
RNAf#ERGHIER T, HATPEALAEEL, sIRNA
e fiAt e RS I SCBEAN S SCRE, B S, & siRNA
S FRISCHIAH N 78 FImRNAKF 45 5, J

{fif5 Argonaut 27K V) Br#EEmRN AP, 7] W 8
LKL AEER s i RN AR 3" S 25 12> Bl i 1) 47
P E mRNARE— 25 B AR, 5 2% BH I AH Y
SN RIE; )Y I Be: siRN AR S SCHESS
2 HMmRNAJG, AMUF FRISCRH %% A 2
AP BEAR, TR I B RN A KA TER N A ZR 4 i
(RNA-dependent RNA polymerase, RdRp)/IF
(I LLsiRNA S SCHEN 5140 #EmRN A BEAR (1)
dsRNA A . Hr & I dsRNA PR # Dicert)]
E, PR KR IR YSIRNA, #EA R —PRNAI)
FEIR, 1% — I FERR I RN AR50,

2 RNARARTE BB PAINF

2.1 RNAIABAEA T B e sem kB HEHNK
Az 2 DA DR PR 55 g e A1 ) 2K 37 Ay
M2 008, Z M BUb B, S ast 4% R AT R A1
AR BISE R, i L ERE e, U A
C7 I S S SN o R AW G S U N1
P AR DR, R B B DR
P L DR 0 I sIRNAA A REAM I 5 e (1 R AR 1%
G L DR R« R SR IR FIA% g 55 2 DR VR 7 T
VAT AN T fi 56 4 00 1 300 4% e 4 e 1 2
MRNAHEAIASH], At G [F] 6] 2 AN AN R
(SR, T BAHIRCR A3 KRS 5T
S5 R, RNATEAR AR 5 (14 il 2 08, s
HH DR 35 R g 5 A4 5 DR ) dok o 3Rk, 49 Jie 95 1
KA RED, I nT R K B R H R,
FIT DA T A AE i 1R 525 BRIVR 7 B AT 6 B )

A7 B A 5

%37, RNATF 4
B & 7 P a9 A
RERLE P AEA
SR -E X NN
M G ST
B 37 ) Bk 98 04 %
B g |,
B R 6 Y 98 R
HRAE S AB K
&8 97 ZRNALE
B & &7 d Rk
AR 6 77 ).
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RNAF#HHFZ K&
ZERS T @R
T AR
SRk ag R AE, R
% B ATRNAI# R
Ve e B ]
AR TR %
&, A4 ol %,
A R KRR
BARBFFE
B IGEN A P

R 5. 9 AL 22 b ) p R 18 7R R Jigy 7
PIRRRAY. 5l 0 B A L, ki8R s A R
PR MR S, TR ZE. JET R m s
5P Jinawath er a/™ WS EY, B E G
NOLS8F} 57 PEsiRNAKL 4L ST-4, TMK-1FIMKN45
3 AN [) F 7k 3 280 R g A i, mT DA R BRI
ZIER ) RIE, H R FIX Sl g T PRk,
NOLSH e ph Rl B B a7 M i) — A

FHIE. XU et al* ¥ RhoCHE 5 1 sIRNAF) FLZ 26
IR Y B AGSAI T, 2 WesternEIZE 4347
I, RhoC-siRNAFE JL 4 il v ) RhoC I IA 7K
SRR R B, AT A HE— 2P AT A R ho CHY
P L IVR YT BT IU B E T el R AR K
SZAR(EGFR) Y5 B 98 1 05 FAE RS 400G, EGFR &
RIEPER TG 22, IR 5y & A= . EGFRIg#E
VEZ2 R R e, AHGG R BRI SZ A4 7
g o A7 4. RSV 2 HRIEIACVEGFRIFIX
Tl s QI 75 LA 20 35 RN 4 2 11 i (adlisinte g-
rin and metalloprotenase, ADAM)>K bt it EGFR 1]
HNINREX, (A EAANLHI M ANG 2. Tanida er a/®”
1ZHsiRNA{ADAMIOULER, KILADAMIO
BEAG BE W 298D TL-8 15 F IMEGF R S, A
M8 7R 1L-815 T IEGFR % 0 75 22 ADAM10
(T RESTIRER

2.2 @it IR B A HT A R S ST B R IR
P L6 2 2 T 40 T A3 LAAS TR 73 284 L AR
R I AN, 5 A ) AR sk B 6 40 i SR
AR, M N A K F(VEGF) 2 H Rk
(15 22 (8 ML AR R BRL - A s s i), 6 iR
AL A5 AR GRS ER Y 1A AR ) HL e S
(A T 0L P B 40 R A 22 53 284 D5, i e
(179K 2 485 0 T R A0 R 0L 65 110 S B, e il
VEGFFRIA & Y w0 M8 10085 A B ) Joe T 25
W& —. HRICAE et al®® N T VEGF-siRNAFE 4L 5
JE A S GC-7901, K ILMmRN A% 5% 3 8 1 )i
Fik, VEGFAHE I SAmh, [F e — e e
AW T SGC-7901 40 MU i . WFFTR W], Rho
FRE/ING TPEERI B4 S 3% I o8 1l 5 7%
DA, RaclFERho R ) — A EH R A,
Xue et alP" V4T T Racl [fIsiRN AR A A5
P REEAGSH L, ARSI T mRIA M Racl
FEN R A, Bk T AGSAI IR TS, [FN R B,
VEGFAIE 75 5 81 (hypoxia-inducible factor,
HIF)-lag&3is i, 1400 3 K p S3FH L4 B R
TR ¥ VHLER R B, 45 %0, Racl &l il iy

23 0L TV 1A D% DAL -1 PR 38 T A b 98 1L 7857 T Rl
HREAE ). Meng et al®? R B, Raf-1#RNAT
PG VEGERI(HIF)- lath A 5 T %, 76301
5 e LA A ) ) IR 2 T o A ) R
23 RNAIE BRI 4 Sahrmusra 5
HA AR —FF, 2 251 25 (multi-drug resis-
tance, MDR)J& 5 3 H i A y7 R MUK —A> 22
SRR A 25N R, DUREA B BE DR 43 204 Dy e fil
(a7 Kok B VA T 250 77 1Y, RN A
Xof Tk ERT PR v AR e 1k s T At 6 g A Rk
Je (A7 v 47 0 TR ) A 1. AT R MO = B
Ji BTS2 S e 4 B 3R AS 1IN 24 1k, S 2 1tk
FET R I 9eE A0 L0t 22 R 2 A AN [E] . VR FHBEALAS
5]« A 5 AN R ) B i e 24 1) 1 AT FR T,
FRA 2 25T 25(MDR). WF70R I, X P 257k 5
JIF 9 T P i 2 e PRAH G, 2 S i 24
At 2 24t 25 36 [N L (MDRU), G tis A% 40 1 5
54170 0001 %5 I50bE 2% 1 P-gp (P-glycoprotein),
i ek A R 40 i AT MDREY. IRl A
HAT R IMEH, 2L 0K 38 my 5 D) e e 5
SRINE, B8 LAKE RE I 7 2R e 4il B 3 1) 24540 2
H, IEK Bicaspases A Tk 42, A4l
e RELE e 4 JE 1) 29 ) BRI v A A 9L e i
FE RN AH] DAFMDR13E A 1) 7K > T 18 T 2t
— LR AN A PR 24 U B v I R T e n)
A7 B BURAE . 15 S8 M DRIV 4% 719 2 AE FHAE
P-gp/K¥, ROEAG. RIPERK. A T o iRix— s
fi, Stege et a5 XIMDRI1{siRN AL
S 41 M FKEPG85-257RDB, 3 241141 7 MDRI1
SN PR 40K B L RIE P M) (FERN AZKF A AR
KA AN % 1591%), {#EPG85-257RDBXY
T JRT 245 4) 2 2155 3R T 24 1 PR AIK 1 58%. &
W] e FlsiRN AT 1% 4 HATP-gp K FIMDRE 1Y
(00 S Jga FRT VR T, a8 I 4 v A TR T 24 A 1R
JEMERIE BVA ST IR ) H 1. Hao er a/®"FIH
RNAFHEHAR 05 8 40 1 1) 40 Jfw X175 5
T FH1%)-1(cytokine-induced apoptosis inhibitor
1, CIAPIN1)J5 KHLP-gp P, MDR-1FIMRP-1
KR, A0 R 24 1 DUDAH SRR A, iR S S A
(tumor susceptibility genel01, TSG101)15%43%
WP K, 752 25 25 1) B %1k i, Shen
et al® AR SMEG A RE S T TSG101MsiRNA
B A% R I8 B B G T 0 AR B B 24 (1) 1 e
SGC-7901 41 i J& & B, TSG101 /)% ik B3 R %,
H G0 T B A G 40 6 K2 W O BB R 4
KW, TSG101 1] BEAE W i (1) 2 2 i 24 Pl T
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Abstract

Inflammatory myofibroblastic tumor (IMT) is
a mesenchymal neoplasm composed of trans-
formed myofibroblastic spindle cells with infil-
tration of a large number of inflammatory cells
and/or lymphocytes. The etiology of IMT re-
mains unknown. IMT occurs at various sites and
often affects young adults and children. IMT of
the liver mostly arises in the right lobe of liver.
Biopsy, computed tomography (CT) and mag-
netic resonance imaging (MRI) are beneficial to
diagnosis and differential diagnosis. Vimentin,
smooth muscle actin (SMA), muscle-specific
actin (MSA) are often positive by immunohis-
tochemistry. The prognosis of most patients is
favorable after surgery. In this article, we re-
viewed the overseas and domestic literatures
and summarized the advancement of research
on the IMT of the liver about etiology, patho-
genesis, clinical presentations, imaging feature,
histological appearance, immunohistochemical
and electron microscopic feature, diagnosis, dif-
ferential diagnosis and therapy.

Key Words: Inflammatory myofibroblastic tumor;
Liver
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Abstract

Recent years, various new techniques, such
as bioartificial liver system, hepatocyte trans-
plantation and tissue engineering, were being
employed to fight against the liver diseases.
However, the shortage of liver cells has become
a prominent problem. This review focuses on
the current research progress of the liver cell dif-
ferentiation source, and it also discusses the ad-
vantages and disadvantages of various hepatic
stem cells and nonhepatic stem cells, expecting
to provide a reference for liver cell source selec-
tion during tissue engineering, an adequate and
suitable source for bioartificial liver and hepa-
tocyte transplantation and to help to treat liver
diseases.

Key Words: Hepatocyte; Stem cell; Cell differentiation
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WEALARVE T Jo, PRI w98 20 40 (] I 3 T
AL BR G LY Gt ks 55 vk O R R
LR RIS, RS AE IR IE o 0 23 40 i [ i
P MbR & S Y etk Oh er al"™ B 54
HGF R ] TA 4075 5 i T 40 10 3R 40 i 1
Ak, JHEE SRR P A IS T AFP. H
H[1. CK8HICKI8. c-metE T R4 LAIbrE,
VEITHGF al VE A PR 075 S i 1] J5T 140 1 10
R ALK S . Schwartz ef al'"'#RkiH,
BT 2 41 B 2E K IRl 1~(fibroblast growth factor-4,
FGF-4)MIHGF rJ DL HE A& AP 7 1) AF /N B
RS A N B 5 T 5140 L 1 JH 40 £
b, 1 T A0 O 2R AN A I I A2 B 4
JLAN 140 0 o TS ) A R (ER, AR
5 EAhIBCiT it e — P QU EERAE, BRAh, 40
HE 3 A0 e 2 BE AT A RS A G KB
IS%[ZO].

2.2 iy T am e WG E BE—FE, SRR TR
NEHITELBE, & — A 5 70 B SCRF R . Zuk
et al® VR I, 16 RG4S T AR AE AT T4l
i, T R LR R 2 A IR I 2 2R B 4 (pro-
cessed lipoaspirate cells, PLA cells), PLAZH g 7]
LA IR 5 A0 230h Kt o3 1, 3R I L AR 1 2
KRBT RE 1. 73 2 AP LA GNP B 50
B, RILIXLEH i BMSc—FF, A H I TH I
753 o0 AR & TR AL 2R RE Dy, 045 R Gl
Mo ARWG40AE . BCR 4iMe. LA, b Rzan i
SN TUESENR T A 235 T4, XPLAZH
REEAT T 20 T A EAL BT, K BLPLAAN ik —
L HBMSCsHI R IICDYL: #iACD13, CD29,
CD44, CD71, CD90, CD105, SH2HISH3, A3k
CD14, CDl16, CD31, CD34, CD45, CD56, CD62¢
ACD104, BLAh, PLAZH ML RILH A [ T-MSCs
(RHREAE, CLAG— LA A [ CDARIC MR R A, 4
PLAZ i i5CD49d, A3&iECD106, 5MSCsth
UFAH . PLAIE W] [ fh 2 40 Jf 4k, R B HIE A
AR oA s e, R G AR A 4 Bk IR T 1
41 g (adipose-derived stem cells, ADSCs). Seo
et al” FAHGFAOSM(IL-6 5 I Fi B3, 47 S T 41
AL AL E/NETE O B R E A
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HD RSN 3 I 5 5 4 ith AD S Cs [ JTF 2 41 i
G4k, I FIRT-P CRA 4 35 40 i Ak, 27 35 vl A ) 21
AFPHMIALBIZRIE, 7040 A St HXLD LA 73 i
PREZ TR, KrhADSCH A T-CCLAFH##3SCID
/N BRURSE R AAR Pt R IR G R oAk A0 . 224155
et al™ IR E A T 45 1 )i 5 el IR o 43 285 1 1
Afe, F& A HGFRIFGF-41A) 4 MHRG R 50K L
JFF40 R 40 W 15 52 204k, JFRITIRT-PCR A f i
GG ITVERLIN 2 T 7340 J5 B 40 o 3K T & 4
PR bR S HAT — s (0 H 4 L Dl .

2.3 B T gm e AT HTERR, Al R A A i
A 2 AL A, (HEMSCsHIAAAED IR
WA 8, Erices et al™ B .40 il (umbilical
cord blood cells, UBCs) /) & 55 775 #% 41 ffu, 1X
U AR A0 2 LT YE AN LR, >85% 14 g 4k T
Gy/G 1, I HA&ik —SMSCHILHiE: CD13,
CD29, CD49e, CD54, CD90, SH2, SH3, SH4#!
ASMA(a-smooth muscle actin)%, ~FKIACDI14,
CD34, CD45, CD49d, CD106FICD31%. X4
WA AT LA OB A0 0 . R i, I
A0 i EL AT A2 DA o 2 s I R 4 i
FEHIREY, PR AR IR I8 T UB Cs i) 5 A% 41 i
18] 78 i AH 41 g (mesenchymal progenitor cells,
MPQ). IIfiR_ I, UBCSHE AR ifl 2 585 &
L, WP e a3 3] Z A, B, UBCs
IR A HEARBMS Cs—HE, ik AL 40 i R .
Teramoto et al”™ ¥ KI5 T UBCs AT Z 40 FH &
HGF, FGF-1, FGF-2 5 7736 15 S B 77 1 wk
Ji, TLARINE] 8 AmRNA, 3 wk)n s de
R B ALBAICK19BH VA1 ML, #7340 g XU HE 4
ik, RUIFHAHA MR AEAE, R T O 4000, A
LA 438 g, Di Campli er a4 UBCs#HH T
SCID/) 28, A BLUBCs &35 41 g b
&Y, AL BRI AL SBT3 4 22% 67 %.

2.4 FERET ke MG T 41 fg(embryonic stem
cells, ESCs) &4 5 T 7L 3 W R I 4 o 7
IR i N AR S W (S N IR I E A T
BRI, &, AT, KB EKr
(iR BTG PEY . ESCs I 415 T o010 Ry %5 Fh 4l
2L, H 13N RIETT 10 AR g, 45 T bR
ML (IR Z); Biy 4, s A, P UL
JL, BRSO (IR Z); Fhdi i, BiIR b e 40
JI(AMER ). NESCs3ik b BUky 7 M IR it i
-3 (stage-specific embryonic antigen-3, SSEA-3),
SSEA-4%5HF - ft . WG T4 B 740 A 4 i
FEYH I O 1R 2418, Teramoto et a/* 8597
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)& SRR AN MRS AN @ BRI, 5204 U IE
BB S A et B, RIGJRAL 8T Y G
AR, AT LU M 2 1) 2k BH PR 1 40 L AE @ BUH
WARIE, PRI O IX B3R TA 4 A I 40 i i
At h & ESCs/MbINK. Kuai et al® 54t
FfiZ(retinoic acid, RA). HGF. #h& KK T
(B-nerve growth factor, B-NGF)JI A4l fu %5 75,
755 5 TR 20 R A AU 40 M, e 92 0 A 2 e
0 /RAFPRHPER L, RT-PCRE /R FIH
HURIE RS G5O HA e mEE. Hix
R 1--43%ik, XL i LU D Re ) 4 e 4 3%
k. S ESHK IS AT IR BRI AL 2L AR DR, 2
— MR R A BRI, H 2 o R N A 2
FIAE TR ] BB ], UCB(umbilical cord blood) K
PR BAAN 2 32 e, PRS2
IR R BEIT S, T H AR B 5

B, A R AR A H TR C A ROk
LRI IR, T T 2 A
B3 Re i, KON OR RS T M 2 1) A0 v
REr AL, DI A ARG I N i &, PR
2R AL B 2 I A KT, BRI R
— AR A B AL AN AR, ER AT A
IR I AN iR A O 248 BLSZ. Ogawa et al™
H4 B /N JH- 40 1 R = S 5T 4 A () 35 97 i 1 R A
J2 40 P RS T PHE 45475 A5 2R OK BRI R R L, I
B i Aaat — AN B A I = 4T AL 21, e JHEX
HE S R A A 00 A B A S W G 2 Ok
DA /NI AR 2R i, DRI, R AL I HY A T
RE M A2 R IR AN 2 AT wT g
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Abstract

Under the imbalance between generation of
reactive oxygen species and inadequate antioxi-
dant defense systems, oxidative stress can cause
cell damage either directly or indirectly through
altering signaling pathways. It is the etiopatho-
genisis and also the consequence of many dis-
eases. Oxidative injury plays an important role
not only in the pathogenesis of acute pancreati-
tis (AP) but also in pancreatitis-induced dam-
ages of other organs such as heart, liver, lung,
kidney, alimentary canal and so on. Oxidative
stress can produce a higher level of reactive oxy-
gen species (ROS) and reactive nitrogen species
(RNS), which induce inflammatory reaction and
microcirculation disturbance, and cell necrosis
or apoptosis, leading to pancreatic inflamma-
tion and multiple organ dysfunction syndromes.
The antioxidants can decrease the production of
oxygen free radicals (or directly scavenge them),
protect the antioxidant enzyme activity, rein-
force the antioxidative capacity of bodies, and
consequently play an obvious therapeutic effect
on AP.

Key Words: Acute pancreatitis, Oxidative stress

Wang YH, Feng Z], Hao X. Relationship between acute
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ik 2

BAL R AR A R R AR B
JRRHBORET, AR EE T2 54 FE %
FlA LA ARG, F S ERWIRE, B L
RS HRIBEE. BRHER FLEN, &
A BL A BV BRI K 0 R R P R AR E AR R,
T LMK BT, des AT M
B AL SR BGA FE A . AL R T
AR FWERAFERR, 71 KRR A K
VEER T AT 18 3L R F) & 42 5| A2 4m AL 3R 36 3% A
T, & RIEME B LA B AR AR R
3B, FBAK TR Y BB h A e T AR AR
PRAUIR = ARG 2B i AR, ST R ALIR A AL
e, At A MR X LA BT 6 AR R

KD BERRAR 58, SR

LT, JBEA, TR, RMRIRESEWNIE. BRENHEK
Z4i5 2007;15(11):1266-1272
http://www.wjgnet.com/1009-3079/15/1266.asp

0 512

AVEBR % (acute pancreatitis, AP)&H T2/
Ji DAL 5 1A PR JBE e 1 S AR e, P G S
JIf % (severe acute pancreatitis, SAP)H T3 & %
JUE S DR IE 0, o1 X R, O B R A
AN (oxidative stress) e AEALA A IE A
BTG BORABIRA T, 4 sl R 658
155 5 FIa B 5 R i, V28R
WL, A SORVFZ PR R A KBS, H
R FCER I, S8 A N BTE APIRY A s i R 15 o 22
YEH, 365 JHE IR 98 I JBR i A s B 1 2 45 A7 %
DI 2R B 2 SOl S A0 I 306 AP () 5% i 4
—ZRR.

1 |AREVEES
AN N RIS TS (reactive oxygen species,
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ROS)F17 1 & (reactive nitrogen species, RNS)H
KEAR, s A AR PE ST PR A e )R %
FHEHP AR SRR, fER 2 G EmR T,
WK ME . i AP SRR F B LA 1E
(acute respiratory distress syndrome, ARDS).
BLIR(AIDS) Kl 15, #iex HBIROS, RNSH
INRIFTAAARE S RS, ROS, RNSIH A& =4
AE AR 5 77 TS A B M. R IA K,
ROS, RNS/EAT 45, HUT K K HFFUHR ), 1X Lt
W)JFAE Ay SR A A 2 15 BRI A 061, At
AAZ Sl AR A 85 815 BT 3k e o
s S S, v el iz s 5K, B
e JAT KRR, Martin et a/™i@
TR, ROSHATREAEH, IG5 n] 520
AN AR A3k, TR A4 DNA, Bk
ROS e i 4 0 e R SS B AR, FH /7
ROSHIBEANN, HAF 51518 RGBT, HROS
WREIL S, X EYIR 7 FDNAL 5
Jig A5 A

IR I AT 2 ARG R, WA Y%
ROSHEBUR A NG B % 4k (lipid peroxidation),
I et 2R A i AN PR R T D7 TR 4 A e A 1) 5 S .
AR, BR8N IE. ZOR3A B R A
P R AR SE AR B B A2 22 b B E A, iR i A
H L, JE% B HIERNE A BIE. &M B~
A= ZFH/NGY ), WA ¥ (malondialdehyde,
MD A)AE, X ] LL | kS 22 7l 40 )i 1 e Fr 4
i, I HAMZ BB R AL KIEAHEVIRR,
P I E R R — A AR S, A
AR 0™ A ) R FER O ST 3 Ik AN [R) g A 1 A 4
WIS FE B T (1) 5 LR R T RE 2L, SRR R
SR B AR IS IR, ()B4l i JCa™ Y PR B )
Faset™, 5l Ca® %k, B kg R4
PRI AR ST S A 0 o, B VRS P MR B
Wk TS, PR, 40 AhCa® Py TRHE n F E A
BT (3 ) B0 AR M I A0 2 R A 1 1)
T AH DGR R Bax At A2 R p S 3 0 BRI 1k 2% 4
N ZR ORI (4)T A S AL S S BURK ) e e R 1
#%IX ¥--«cB(nuclear factor kappaB, NF-kB)"'*'*;
(5) W c-Jun2d H A i PR (TN K) M p38 42 i
AR B 1S (p38 mitogen-activated protein
kinase, p38MAPK)IH """, (6)#iGCDIS 1k,
P AP T2 (T T RIEN R

2 SIRCREAPDHIER
2.1 BAL AT A AR 2L 22 6 vl AP —Fh ROIE
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S5 T S0P M P e AR FH 45457 T 5K b R
I, - H AT LS SR A4 5 I R EN. SR A
FWHES A WkE . REH L, 354 SR ZE AL
P01 S R TR A R T AN R, 5 | e A AR v
S . J I T R, A T 1 I R S e Ak
B AR, 5 R RS AE ROV, RAEA BT A,
ZRZPERIAI . BRI, Ik T R O
RN 42 H H13E(oxygen free radicals, OFR).

L5 55 PR AN 58 I B A TR fEAPR JE
OF R HATHEMIAE Ry 531 Fed YA R i 25 )k
Ferp R B, Kbl e s By,

PR S (singlet oxygen)Aid il 41 i i
() F2 LR 3R, 326 vy B PR A 42 o vl i g s
P o AR A A FH A 35 PR 288 T TSR R % 3 It A M ik
N, OFRAJ OIS AMA, {2k 1 4 &G B S5 A0 AN
TR, Retig 50 i R 4 e it S B vk, 38 6 40
K= Bri By ' VBN K41 RS SRS o8 €1
RS, I BRI, IR A AR O F R
RGN P, LE IR APRIHERE R 5 41 P
TEAPIRJAE N R, B0 A1 AR A Y I
RAENFAE R, S0 A7 A N i e 3L 1]
M5~ A i E, 12 MAPKIINF-kB
i, SEUT ZIEMRIBEY 8. Urunuela et a/™
) g E A B 26 75 5 1)K A PR EAT T 05,
SiRRY], /EAPR], FRARIRIELOFR ™ 4 ] i 1
fn, TR iR AR S B B (glutathione, GSH)H & 94
b S S R N ARSI BH 266 hm B f2 4
o, KU PR E R 9. Ramudo
et al®"WF5C BoR, TR FL%E 56 hifign i
P TNF-au, SIS JBR R 2 A2 110 A0 A IV T8 Y e it
2, HBAPKAL2 hia, B4 /L TNF-a,
N A TNF-ous A PRI SR 7K1 38 048 5 1) 48 i
BRI, RefRE SEHAT 40 e SR A RS AL, 1S AL
[ 40 AT = A K OFR. PRk, 85048 IR 745
il & TN F-o A8 A0 R A P AR TRIAH ELAE T TE g
T AR, Keck er al?"WFFUR IR, 11
APAEAE A3 B RETT S a2 S 4t R 25 Bt 231~ 1
(ICAM-1)FRIX I8 N, 18k 4 [ b2 B =
FAF W (dimethylsulfoxide, DMSO)A Y7 )&, BERH
0 OGS R IR, 9D TICAM-1RIEHIBE S
FIAH UGB, 70K AP I B W g IR, Jige
[y DN Rt W 5 AN S ¥ R e 7K TN D )
R A% gLt TR A, A% I AE T, IR B0
PEBEAT ZHZ3 P MD AZKSF I3 N, LA S AL A
filj(catalase, CAT). EHEMNAEALE (superoxide
dismutase, SOD). &M H Ik LY EE (gluta-

| BN
RN RAC B i
ANF, B T#HS
ak B W I ay B R
B, %7 @ikt
S B g At
MR KK g7 P el
£ R ALH) F= R R
A A 2 LM
MR K89 08 7 A
A.
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m% fﬂf—i‘% i thione peroxidase, GPx)iif /) ML GSH/K V- F[#™.  Folch-Puy et al*Wi5t K, {EAPH LI TNF-o
B A7 x5 T & . s . - N IS
H,%;éé@ﬁi%;é AL ) WL, A R AP R i R, AKCESE I, TNF-oo mRNATEFE ™ 8 3R

FEETRETE
M E L (e
Ve & I7 2 i A A
Fik—FIiEE,
AT H A
EXCY Y SRR
RETRET —
AF04 BF

T30 5 AR DR AR AT LS IR g ) 7 A
JE. BEAE, Yoo et al™ i ) K UM 1k 41 4 e i
R THEAMTIDA-960 LHEAT AT 5 il LA H,
A I A A P 2T AR T IR 58 R h AR A
BEEH].

2.2 BACE HOT RN B % F e ¥ AP
W1 Jmy BRAE BRI, B A 0 1) A R vl 3 S50UR) AN
A B IR RRENY, T 2 BE 33 T BE 3 (multiple
organ dysfunction syndrome, MODS), HHHfi
AR RG FIROS A B2 P> F 22 () AT B . 301
7 A RS T IR SR A B R A
A dif)s, ROSZIZLEJAES AR, 7R
RAHLHIMODSH1, ROS H %1 e i f, JF
LR O =R R s A A STl = 1 R SN
MR 57 s N B D E B AG AL A B4 1) e B A
A5 ROSER T 52Ma 4 Jfa [a) (K115 5 4% 3 4h, 5%
Wi 201 JL PN PRI Dh RE, 0TS e s I NF-x B, AT
W RIE T I RIECY. AESAP, MR KR )
JiR IR 98 AH 1 7K (pancreatitis-associated ascitic
fluids, PAAF), {3 tH¥rh & A 2 il o S
FEA LG VE A B 5T, X L) T R
AL, O A% BRI R e, BT A R
i AL T, gDk A 5 g S N SRS A (s s-
temic inflammatory response syndrome, SIRS), Ff
Ak H IR L. ARDS, O IF. B, WiE
Dihebsta L ey, (D). SR 2 A A3 B
OFR[H “I1)77 , BEHE 7 A K 134 )5 GSH
RAEPUEAACAE . AP 2 I &40 T LUH451 5 &
ARERL L B L, THARTR I R AR AR A 2
PR P 5 T 98 05 5% (¥ 4 T 52 AP AR OB, LR
PRl 2 S S I A R A L AR L D e A
MR J) 25T R ZR B V). el 28, BT &
AR SR . OFR&EHI & S804l
JH AR P IR BN JHE /I A0 A e b L g A
IR, fEATPE B, BERRAGAEHISZFH, 3G i
JHE R 8 R 0 AR R 2 4 i o A T
REST . PR 5 v A 203K A48 N B g
(ALT). 25 B 5 (A ST) S 1) 388 s, T4 )
R i« AIG R A IRE I Ty e R g L
NI EER . Esrefoglu er al'IWF5T 1,
T 2 B 5T AP b, BRI 43405 5
HZHFMD AK BT R AMCAT, GPxif 77
FBRARAOC, IF AT LA 240 A2 1 i i Ay
WG M TR SDIRYT 9K LR MR .

ik, HAEANF-« BREGE, 0 57 A7 R,
TNF-ou )ik o 3R 32 A vh 70 HF 40, ) b
JI 9 AH O B A Ry — T B IR B I fEA P I
JERIE, WAL RO 5 S IFIFTNF-ak ik
S B G R TNF-a /K P38 0; ()i, ARDS
JESAPT WIFRAE, HoIE R I A IR IR A
M, ARDSH FUI H LI 0 PR 32 ubpps 3 35 U ik
PR, AR AU T SR A SAPIRIIEK L (N 7F
) IR SRR AMA, O AL A A
(S O O S TR =
— RHIA TR, L FGOFR. I FE FEA(TXA,)-

H =% I NGSALET(PAF). IL-2. TNF-a
SR ARG SS, T HUM L E R 40 A P 4
i, Forb 10 B4 fili v 40 Mo 7E AR D S - R 52 463,
S TR ) O ek D B D e B, 5 B
TR T 7K 1 v R R R B, R AR i K
Jif, IXJESAPZE S K AEARDSHINLE 2 —. BEAh,
JEE R (I 2 s T AT, TR TR K . AR ER
Sk L AR NGOG R, B B i B 4
AT, TT YNGR A, K f 2R T ARG A,
FEAG 2, B)E HPIMODS. Granell
et al® WM, APHLIARDSHI K A1 g
T A TORE TR %, EMil bz 40 i 15 3 P-1 46
F1(P-selectin)#ik, iXFhFRIA 5 10 i AF A 1) 3%
HEENA 44k B (xanthine oxidase, XO);=E B4k
Wy WA 5%, A 9256 U B OFR ] LA HE p PR Pk
ICAM-151k, APRF K BUIZHZ1C AM-14E Kk
JERIE, HE5APEF- Ak i 4 ()™ SR A
A H SRR, A RO R 1) 26 P DR 7 AR 9 RE 8 5k
SIS I N B A0 TR R B 43 1, nP-iE R R
(P-selectin) FIE-1E$% 25 (E-selectin), {3k PEkL
N IR, 3 R R Al A 245, — i,
ICAM-1 = 125 T b 255 k2 g J A0 i =6 40 160785 1.
T, BEINEA E EE Y, P4 L g
TRE, o TR R S0 R R A CT S — g i,
IC AM-1 5 1K ] 5 5 A PR 40 B 11 il ik 2 4,
SN, Osman er a/P38 15 B 0 AT
U150 o/LIG AR IR A 545 45 L5 T AP, et
PR KR IL-8, 30 min/i 4y TIL-8 mAb WS-4
REFR, 3-4 W), I3 PIL-8FITNF-o B i 1 [, Jlil
H1CD1IbAICD 18 4H Jifa £ 2 R vp Pk 4 v
T 5 k>, NN TL-87E A S APl 40 v 2 4%
HEBEMER; G)EIE. SAPHRIRSMN S B 4
HPEF T RE R AG (BE E) R AE H214%-43%, K
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JER AT RS S AR TR A T1%-84%.  F: BSR4 R C. 44 HE. HiEm:., wian

SAPF I 1) 3 B =R I N AN W FE B 1) '
AN b R AN AR AR AT N ERIA Ll
/NG B A B BTN A, DL R M R
W=, Gilgenast et al*'"WEFT R, 45730 g/LAI
50 g/LAFM IR AR AT i S5 S APJR,
WMDA SR T, Ui B A e S AP B i 3
HOREE T EEAER. BN E, ROSAE
Bl 2, MILAbES B —FF, BRI T
PrAL R D RE PR, IOl AL HERR, ROSA:
RSR[5 52 B0 3R . TNF-of/ESAPK JE it f2
o, aE SIL-1BFITL-6 1774, FE1EH W 241 i
A e 1f A4 1 5 25 A (thrombomodulin, TM)¥E 4 B
A, o O R RS Bt A, S A SO 4% i 40
F—% AL & (nitric oxide, NO)SOFRFE K, H 4%
R UL E, (4. AP T N
(AR, A PRI o o 55 T B2 2% B (1 1M it i R if
B>, TR PR, FEEEE.,. 288
T s 40 PRI S0 o, 80 M s i 4 i, e g e
Dife MR, gl E RO et . il =
BRI KRN F R, RAEMEMEBAL, ¥
KMODSHISIRS. /Ny Sy & A il i P 45203
F2 PR DAy /0N g L P B v 1R X O R g M el 2
(xanthine dehydrogenase, XD)ifi PELEAAR P 54 I £
o e 1, FRRETE I 5 P2 AR KR OFR, 18 i
B EACTES T (5) L. AP L B35 A
FROIRESE . DR RS, O
R DAL OIUEFESE, BT I A O 1
o, BRI MG Tz i, BT S8
fEE LA, KAL) REA BRI, ROSH]
Wbt Na’, K-ATPREEA & I H07 L AINa',
K'-ATPEg T AR 1) 5%, 3:3INa’, K'-ATP
RS ) Bl B 7= A TR OS T 5 |/ 11 4k
PR YR N6 Lo LA B T AR AR A
FE AR F™. OFR AT A 4 i i g ot 4204k
WO BRI 1M NDNARERT 2L, M
05 3 4, A e T R B el-2 - %
YT TSR I 4 PN R A A
45K, OFRATBel-2AE K 52 B, 1k — P A2k oL 40
RN/

3 MBIETS

AP NAR F L OF R A 18 AN A L g
Ik R 2528, PG AT s> OFR ™ A ol EL R
BB IOFR, JFHY ALK f HT4a L BE

3.1 AREpRE AR AACH] H T, W R ARBE DAL

www. wjgnet.com

N- LB = PR (N-acetylcysteine, NAC)SE. i
AT 8RB B N FH RE 92> AP R L I RE (1 4K
T2, PR A R, SRR, b
Jt A RN BUIR R 4 A R C R4 A4 ZEE
FBHBr PR, 2 TSR B
FALIRTT. NACYE ) —FhRE A7, 7EIRAR L
FEHTIRIT IR RGN, AR, TEAPSKE:
SN FHNACIRIY, v B0 i i R 21 21
i B L 4 G B e B, Sevillano et /'’
T BELWT B ) 4 APPIE T b, G RE I MDD AZK
7, KRIINACH LATE AP IR 70 G SHEEf#, Bl
IE RN ok S A B, PR RE AR 4N i Py Ca™
WA E, B R Hi;. NACIE nf LAl it
FIHIR O SAE R I HINF-x BYG ¥, 0 1 9 6 Jik
BEARAE™). Ramudo er /™38 it #8537 K AP
5%, R BRI AN W TNF-o = 2L W] B2, 6 h
JE AR 28 R Nk, RANAETBHZES hs, IEa o
P AEIL-10, MIENAC(50 mg/kg)ifayr 4, 4Er
A T AP IR 40 i = AETL- 101K B8 ), I3
BT AR AT 3545, Esrefoglu er al 5T
FW], Poskim R4k L ZCRINACHEA BT, WA
IR DR iz 3575 3 1 K Bl I R 8 i e i v 4
JHLFED 285 A6 RV 2 ZR B A A B P, B T Dk ok R
b3,

3.2 7k 23 % (melatonin, MLT) MLT & 44 H44
ORULIR R AT AR, RE RUE R R B
H3E, & H TR I BRI A RIS R, F
WSS UE B, MLTHS B2 B BRI EE ) s T
GSH. H&5EE, R SR [ RE T T4
EHE. MLTIG gl id 5% SOD GPxZEME 1,
P m N PUE AL BE 7. MLTA] BRI [ 3G
BR AP, ARG 4L 2 b vk 41 iR i
O el e R A (o R ) o2 o2 B R N
BUBE IR 28 16T . FEid B 2155 2 K AP, W
MAMLTIGYT A, Bk T JRiBP Gk, HoK
FHE LN T R, Esrefoglu er al® Wf5%
R, 4 TMLTIRYT A, Wk WG o 4 AE
N A A UL Y BE WSO D, CAT, GPx Al
GSHZK AL, A AMLT R A5 25 4 Joe g 45 4.
Munoz-Casares et al° W9t T MLTIE 3 59 5% ik
I P A 3405 3 K SRA PRS2 i, T 3o 0 2 4
BN e FR(SOD. CAT. GSH. g%k
S5) B RARS S W D Re (IR WG VE AR BEAE), A
IMLTRE BH 1148 A N0 AR R AL 2R 45147, {2
HERE IR REMK .

1 #& M A (reactive
oxygen species,
ROS): 24—
SR F R E
WA B A
H eyt adh, 0.4
SHRAEBA. A
SRS FRR
TRAY . BA
ECE Witk
2 &M f(reactive
nitrogen species,
RNS): iE % & #
F A — B AR
(NO)Feit & I 7§
BAR(ONOO-), B
> F PR RXA
AERRSTF,
N AR N A
AAREREL
3 MR K AR K
MK (pancreatitis-
associated ascitic
fluids, PAAF): ;2
& A Mk Bl 09 M
BB RPN
gl AR K R, §
BRBRAKEM
ERRE.
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W @ 75 4 3.3 sF B (lipoic acid, LA) LAZ P fifhsy  #EVR A, BRIAZIK. JhORTRE A B i S ot 4 e

AL @AEBT
FAL R A A,
5 A M IR K 6Y
* R At R,
Tk g, LR
Wr, Ak H, 5
B e MR AR K 64 BT
RAE—ZEHFE
L.

Yo, MRER R B, FA A -
lipoic acid, ALA)FIE 7 7Y (dihy-drolipoic acid,
DHLA). 31 KWF57 &I, LA A B8P E e
H, WL BHEFROFR, BT Fd 44k, LA
SFGSHIA L, WS a1 M A IE SR FRAS, kb4
A A A1 5%, LA P A A A I D A A i TR
TNF-xBRIE, MM A R 40 it fe. LAEA]
WL sk bROS, #0124 A3 R RUS AR 5 Tl
. Park er al™ SR FL R, 45 T ALA(1 mg/kg)
ipJE, AEfE W S I I e i o/ o i 75 T
JIi7 Bt AN o KT

3.4 BLAZJR%Z A-1(Thioredoxin-1, TRX-1)
TRX- 12— R A AR B 2R T, R PR
FIPLRAEH, 04t A R E . (i
TRX- 1K 0] LA B4 AL R BOR B, Ohashi
et al>Nl it iphH RN 48 Z 2R FAP, 45T HE
IhTRX-1VESR 5, REAE A0 b 4 R, 6k
T R BRI T 5 0, FREA% T AET IR

3.5 E-aBEdpm) A B R IM G132 0] LA
TG B R 2 B S e, TR B I A
fifh, 5 SRRV (7210314, Letoha et al™
7ERFAPIHE R TMG132(10 mg/kg) At FH,
ERMG 13208 S BRAG T M3 e R i
MR IR R A L (myeloperoxidase,
MPO) G B9 P 7 R B KB IR AH G H
Feik, BEIRAIMLIE P GSH, MDA, SOD#RE3] T
W03, BENS IH B ANHINF -« B T B B i Al
B 5 NF-«BIE AL, H90 T AR w8 17234004,

3.6 DA-9601 DA-9601 & —F AT BT & Fprsfb
VEHIAEAL 22 5. Yoo et alP3@ it [ L ipik
Bz %5 wkifs Gk RS M LT 44k i 4 R, I
25 TDA-9601 TR, 097 Ja 55X BALAH L,
MPOAIF 5 ] —4 L & & B (inducible nitric ox-
ide synthase, iNOS)ZKT- I {2 F#AIK, 40 f 4
FHIHR B (170, & @ 6 (A T s, o ek
SRR R B — e ia T /EH.

3.7 A4 AALE T (multiple antioxidant,
MAOX) FrAa AT AT LAAT 253 il i o ok 484k, A
(IR AR AR 7L TS i L= DN S E 2
PUANFIBEAVRTT, RS U (19AY74F . Hard-
man et al” "R HI(15 mg/kg). 4EE ZC(30 mg/kg)
FINAC(300 mg/kg) e &G YT L-FE AR 15 T AP,
SRR, APLLALZUKIIM . Hp PR i e 4240
I L 240 Y 50 RO R IOV i K T o A R R,
WL TMAOXIRYT REWS I /D I IEMPORI 3 < 4

AR, Ul R M A O XA 7 B REAT AL
DS J R AT A JE 453475
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Abstract

AIM: To study the effects of carbachol on the
H,0O,-oxidative injury of intestinal epithelial cells
(IEQ).

METHODS: IEC were cultured with the pres-
ence of H,0O, in vitro to induce the oxidative
injury. IEC were divided into 3 groups: control
group, H,0O, (2.5 mmol/L) group and carbachol
(100 pmol/L) group. The viability of IEC was
measured by MTT assay. The level of lactate
dehydrogenase (LDH) in culture media and the
malondialdehyde (MDA) content in IEC were
measured.

RESULTS: In compared with those in control
group, LDH level (7.40 £ 2.10 vs 0.81 £ 0.12, P <
0.01) and MDA content in H,O, group were sig-
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nificantly elevated, and the viability of IEC was
obviously decreased (37.25% * 0.80% vs 100% *
0.13%, P < 0.01). However, in carbachol group,
LDH level (4.64 +1.31 vs 7.40 £ 2.10, P < 0.01) and
MDA content were lower while IEC viability was
obviously higher than those in H,O, group (78.70%
+2.80% vs 37.25% +0.80%, P < 0.01).

CONCLUSION: Carbachol can protect rat IEC
from the oxidative injury.

Key Words: Carbachol; Intestinal epithelial cell;
Rat; MTT assay
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ARG AR LI TR, H,0,40(2.5
mmol/L). F B A2 (F e A2 100 pmol/L).
JA v AR Rk 3 (MTT) 5 et MIECH) A 75
F IRk P ] SLBR L A8 (LD H) Ao 2m e
F G —E5(MDA) 4 2.

R Hermaark, H,0,21LDH (7.40+2.10
vs 0.81+0.12, P<0.01). MDAK-F R %33
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(78.70%£2.80% vs 37.25%+0.80%, P<0.01).
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Abstract

AIM: To investigate the effects of interferon-o on
the early apoptosis of activated hepatic stellate
cells (HSCs), and to further explore the anti-
fibrosis mechanism of interferon-a (IFN-a.).

METHODS: Rat HSCs were cultured in vitro,
and then treated with different concentrations
of IFN-q for 24 hours. The viable cell count was
measured by MTT assay, and the early apoptosis
of HSCs was detected by flow cytometry using
AnnexinV /Pl-staining.

RESULTS: MTT assay showed a decrease of
HSCs after IFN-q. treatment, and the absorbency
was significantly different from that of the con-
trol cells when 1 x 10" and 1 x 10° U/L IFN-q.
was used (tf = 2.82, 5.44, both P < 0.05). Flow
cytometry demonstrated that the early apoptosis
rate of HSCs was increased with the elevation of
IFN-a concentration, and the apoptosis rate was
markedly different from that of the control cells
when IFN-o was adopted at the concentrations
of 1 x 10" and 1 x 10° U/L (t = 4.31, 5.07, both P
<0.05).

CONCLUSION: IFN-o can induce the early
apoptosis of HSCs, which is probably one of the

anti-fibrosis mechanism of interferon-a.

Key Words: Hepatic stellate cell; Interferon-a; Liver
fibrosis; Early apoptosis

Che L, Ma L, Wu D, Li ZW. Effect of interferon-o. on the
early apoptosis of activated hepatic stellate cells. Shijie
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paxil AlE

WiRA 0.493+0.0518
IFN-o 1% 10°U/L 0.4497 +0.0338
IFN-o 1x10°U/L 0.4273 +0.0566
IFN-a 1x 10" U/L 0.3657 + 0.0581
IFN-a 1x108U/L 0.2707 +0.0387

pap) SHRTE TR

SHRHE 0.0327 +0.001652 0.0653 +0.0108
IFN—a 1x 107 U/L 0.0553 +0.008921 0.0995 + 0.0093
IFN-a 1x 10°U/L 0.0915+0.0200 0.1513 +0.2396
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Abstract

AIM: To evaluate the efficiency of gastroscopic
epinephrine injection with heat probe coagula-
tion in the treatment of acute nonvariceal upper
gastrointestinal bleeding (ANVUGIB).

METHODS: Forty-two cases of ANVUGIB (in-
cluding 13 cases of gastric ulcer, 25 cases of duo-
denal ulcer, and 4 cases of Dieulafoy’ disease)
were treated with gastroscopic epinephrine in-
jection plus heat probe coagulation.

RESULTS: Bleeding was controlled in 38 (90.5%)
of 42 cases. The rebleeding rate was 23.7% (9/38),
and the surgery rate was 19.0% (8/42). No death
occurred.

CONCLUSION: Epinephrine injection plus heat
probe coagulation is an effective method for the
treatment of acute upper gastrointestinal non-

variceal bleeding.

Key Words: Emergent gastroscopy; Epinephrine;
Heat probe coagulation; Acute upper digestive tract
active bleeding

Liu H, Bai JY, Wang L, Zhang PB. Emergent gastroscopy in
the treatment of acute nonvariceal upper gastrointestinal
bleeding: an analysis of 42 cases. Shijie Huaren Xiaohua
Zazhi 2007;15(11):1280-1282

i 2
EE: RS N ST L
s b A AR ol TR AR AR AR S d 0 78 7 AR .

Frik: 426 LiEE E Sk e &
(1340 B 3 %, 2561+ =35 53035 5, 401
Dieulafoy'sy&)it 47 By 3R i 44 B LAz & AR
KEEE G 7

LR 40 B E 2B KRGS IE, F3841(90.5%)
& o 4% 0k (F A BT %35/38 Dieulafoy's
J53/4), Bk fF 423.7%(9/38). FREH
19.0%(8/42), Z it & %.

it B RS LA A RIR KRB E A
BT LY AE AE F kot R sk 2 b f 8 R 2 F
®.

KEEE): 1
L 18 H 1

SR B LRE, MERE Sk LH

BB R2ERIELH

??ﬁ)\/%%mu

XE, BB, £8, KWK,
318 3F B oK 5P B 1K 22 ﬁmmz@
2007;15(11):1280-1282
http://www.wjgnet.com/1009-3079/15/1280.asp

03515

T A T A R G L BORE . H G
IT J7 1 0 WRHR SFIT I S ANRFRE AR MY . T4
K, &WNE B AE B TS mAE R T
W2 FRATIXT 42451 b A T S A K i
S A S o R A AT T IS B R 3 R Sk
BERVATT, IR T AP IR, 4.

www.wjgnet.com



XHE, 5. RZBR26RIM DHEIEKER KRR EI42/)

1281

|

1 +TEBIRERETEIDSTSRIREN. A: + RPEETEZBEIHR I B: + REEEZ AT,
C: +IEERBE H HUIMESHATT TG, Hifs Lk, JREsa] L ADYF e,

*® 1 ARSI DEEIFB KRR

HIMERA n BREY3 LEIMm=E BHms= FAREK

B 13 84.6%(11/13) 27.3%(3/11) 23.1%(3/13)

+ B8RS RS 25 96.0%(24/25) 20.8%(5/24) 12.0%(3/25)

Dieulafoy'siFs 4 75.0%(3/4) 33.3%(1/3) 50.0% (2/4)
1 MRFEE 3 e

1.1 M 4201 8 E T, 533440, L8, g
18-54(°1-34126.5)% . Hrp H W7 1341, -+ 45/l
BREB725%1, Dieulafoy'sfigdfs]. ik ycms B
S PRI 1fi /s BT T k2, FEAT W BSRS A B, 9
AR QA M5 B AR A, BT A 3 B Pk
W AGTE AT ARV, DT E B
M8 E B AT T AZER, ARG,

1.2 7% M4 (NM-1K, Olympus)¥#1 :
10 0005 - JI i 7 HA ik Jo Bl s ol Ak i3k AT
Z S, B ATES0.5-1 mL, A g L (E
1). B0 R E S B R Z6-15 mL, 739 mL. 7
Sk s, AR (CD-202, Olympus)£E H I
RALEAT HEE VR YT, HL25-30 W, ¥68772-3IX.
2 LRI RIS 5, B H 4T B AE IS € 5040
mgEHi, 43 d, JEBUhI&FE 20 mglH k. &
WESIRIT ILILIRYT o, 47 B A B SR YT
SUTTR]F- O HE B I A () R, A T R D
JEFF AL, WAT 28 RN B R RIT. A4 ikkk
RS AR LI, SRS RIA T JE R I
RATFARIGIT.

2 R
4200 o 48 BT R, A138491(90.5%) I 45
1EOHAYEB%35/38, Dieulafoy'sii3/4), Fi i
HH23.7%(9/38). FARFHN19%(8/42), TLIETK
A (D).

www.wjgnet.com

AT, 6T ol e e 240 B4k a i it =
PRIT T BOARE N RHR SR LT ARBIT. X
R IE L, 2N RHMRSTIRIT IS, 5 1/3 5%
HREL2L TR, mE S N BT R
ALY, AT R b R i A I
AAEREIR], BRARSET R B iR IT AR K
i 7k Al B LS A 2 B, RS A
i VESHT IR KM JEVES, kT L A BN
FH PR S e G, 25 B 7 v ek A v, AR
UG ] i B9 R, A Tk A B A
B bR 2 At it i A T ok e R4 i s
F bl R, X iR vk, AN TR
FLAT W B (A7 RO, E 2 &5 4 I A A L
ANTEVEE AP, H iR B L4 R I 7
Do B VRS B b 3R R e vk
B R R 1 1 10 000, T At A
Fp kA A T 5, J0 e G A A K
(=3 ol 1= T S (TSt = 1
RO, B PR HA L2, 85 03 S 1 il 5 SR —
A 8 e A L T A, B T R I
B2 —. Chung et al"™ RIS EIRE L
M5, 0P AR [ 367 T A5 74 1 AL, ks>
Tl KA B ), BEAR T FRZ. fEARLLA
7, T IR 423.7%, A S SCHR IR B A 2.
Dieulafoy'sJii f7 A3 JE 5 K ith 7k A 22
iR 1%-5.8%", H s FH TP BE T B

WA R
A5 IE R By 3R
EHEEREA
HAR K BB %7,
BAF T 34T 09 57
%, 5 Esed A
FIREA—H. &
Tk LR BT
2. MABIK RS
&, RBHF B
AL 38 JE F Rk 7K
B T
B T k.



1282

ISSN 1009-3079  CN 14-1260/R

BRENBHAE

2007FE4818H 2158 1185

FLFETT B F R B R AR | I R e
EIRFANEEI VA EREE I = i S WS Y JE PR =P
(K4l i v, OREE, TARRILS50%. 5 H M
697 _EARACIE AT, AR A BTG TS B
P SWENINA T VAN ek LU TR IS 1 g
We, B B I N pHAE, WA 2FAE R, et il
TR <& SN G REARR N RN R R WSS RV
I,

BT RS B B R E AR VR VR T
PO I 2 1 AR K it KA 2R it A R ROR,
AN 55 2 AR BE k20 PR Hh il $
AT RUR.

4  BEVE

1 Laine L. Endoscopic therapy for bleeding ulcers:
room for improvement? Gastrointest Endosc 2003;
57: 557-560

2 Cook DJ, Guyatt GH, Salena BJ, Laine LA.
Endoscopic therapy for acute nonvariceal upper
gastrointestinal hemorrhage: a meta-analysis.
Gastroenterology 1992; 102: 139-148

3 Non-variceal upper gastrointestinal haemorrhage:
guidelines. Gut 2002; 51 Suppl 4: iv1-6

4 Chua TS, Fock KM, Ng TM, Teo EK, Tan JY,
Ang TL. Epinephrine injection therapy versus
a combination of epinephrine injection and
endoscopic hemoclip in the treatment of bleeding
ulcers. World | Gastroenterol 2005; 11: 1044-1047

5 Leontiadis GI, Sharma VK, Howden CW. Systematic
review and meta-analysis: proton-pump inhibitor
treatment for ulcer bleeding reduces transfusion
requirements and hospital stay-results from the
Cochrane Collaboration. Aliment Pharmacol Ther
2005; 22: 169-174

6 Andriulli A, Annese V, Caruso N, Pilotto A, Accadia
L, Niro AG, Quitadamo M, Merla A, Fiorella S,
Leandro G. Proton-pump inhibitors and outcome of
endoscopic hemostasis in bleeding peptic ulcers: a
series of meta-analyses. Am | Gastroenterol 2005; 100:
207-219

7 EdE, KRR, ERE, IMNAT. S E RS
BT RGBT 326, HFRIEATH

10

11

12

13

14

15

16

17

7% 2005; 13: 1924-1925

Cipolletta L, Bianco MA, Marmo R, Rotondano G,
Piscopo R, Vingiani AM, Meucci C. Endoclips versus
heater probe in preventing early recurrent bleeding
from peptic ulcer: a prospective and randomized
trial. Gastrointest Endosc 2001; 53: 147-151

Lin HJ, Tseng GY, Perng CL, Lee FY, Chang FY, Lee
SD. Comparison of adrenaline injection and bipolar
electrocoagulation for the arrest of peptic ulcer
bleeding. Gut 1999; 44: 715-719

Cipolletta L, Bianco MA, Rotondano G, Piscopo R,
Prisco A, Garofano ML. Prospective comparison
of argon plasma coagulator and heater probe in
the endoscopic treatment of major peptic ulcer
bleeding. Gastrointest Endosc 1998; 48: 191-195
Gevers AM, De Goede E, Simoens M, Hiele M,
Rutgeerts P. A randomized trial comparing
injection therapy with hemoclip and with injection
combined with hemoclip for bleeding ulcers.
Gastrointest Endosc 2002; 55: 466-469

Barkun A, Bardou M, Marshall JK. Consensus
recommendations for managing patients with
nonvariceal upper gastrointestinal bleeding. Ann
Intern Med 2003; 139: 843-857

Chau CH, Siu WT, Law BK, Tang CN, Kwok SY,
Luk YW, Lao WC, Li MK. Randomized controlled
trial comparing epinephrine injection plus heat
probe coagulation versus epinephrine injection
plus argon plasma coagulation for bleeding peptic
ulcers. Gastrointest Endosc 2003; 57: 455-461

Chung SS, Lau JY, Sung JJ, Chan AC, Lai CW,
Ng EK, Chan FK, Yung MY, Li AK. Randomised
comparison between adrenaline injection alone and
adrenaline injection plus heat probe treatment for
actively bleeding ulcers. BM] 1997; 314: 1307-1311
Walmsley RS, Lee YT, Sung JJ. Dieulafoy's lesion:
a case series study. World | Gastroenterol 2005; 11:
3574-3577

Lau JY, Sung J], Lee KK, Yung MY, Wong SK, Wu
JC, Chan FK, Ng EK, You JH, Lee CW, Chan AC,
Chung SC. Effect of intravenous omeprazole on
recurrent bleeding after endoscopic treatment of
bleeding peptic ulcers. N Engl | Med 2000; 343:
310-316

Khuroo MS, Khuroo MS, Farahat KL, Kagevi IE.
Treatment with proton pump inhibitors in acute
non-variceal upper gastrointestinal bleeding: a
meta-analysis. | Gastroenterol Hepatol 2005; 20: 11-25

W RE R R Z

www. wjgnet.com



L L S LI A
wcjd@wijgnet.com

9

UL A SHLAYRS 20070F4F185; 15(11): 1283-1287
ISSN 1009-3079 CN 14-1260/R

& Jk 2.5 CLINICAL PRACTICE

B ERunx3EFE R R EL

WK, AR

g, BE, PREHKRZWES — BRI BIM LT
B YL 110001

R A ARFFALFBME, No. 30271477, 30572162
HERGZOBARA LS ALTA A, No. 2002-247
AN “SEFREEFHEERAMHLL” FYRA,
No. 20050159001

BIREE: BB, 110001, STEWLEH, PEERKSHE
E—ERTAPEBIIM. daidg63@163.com

E835: 024-83283560

RS EHEE: 2006-10-27 #Z2HHA: 2007-02-08

Methylation status of Runx3
gene in human gastric cancer

Shao-Hui Yang, Dong-Qiu Dai

Shao-Hui Yang, Dong-Qiu Dai, Department of Oncologi-
cal Surgery, the First Affiliated Hospital of China Medical
University, Shenyang 110001, Liaoning Province, China
Supported by National Natural Science Foundation of Chi-
na, No. 30271477, No. 30572162; the Scientific Research
Foundation for the Returned Overseas Chinese Scholars,
State Education Ministry, No. 2002-247; and the Special
Scientific Research Foundation for High School Doctor
Subject, State Education Ministry, No. 20050159001
Correspondence to: Dr. Dong-Qiu Dai, Department of
Oncological Surgery, the First Affiliated Hospital of China
Medical University, Shenyang 110001, Liaoning Province,
China. daidq63@163.com

Received: 2006-10-27 Accepted: 2007-02-08

Abstract

AIM: To investigate the relationship between the
methylation status of Runx3 gene and human
primary gastric cancer.

METHODS: The methylation status of Runx3
gene in 38 gastric carcinoma specimens, the cor-
responding normal gastric mucosa and lymph
nodes was detected by methylation-specific
polymerase chain reaction (MS-PCR).

RESULTS: Aberrant methylation of Runx3 gene
was detected in 73.7% of gastric cancer speci-
mens, 65.8% of lymph nodes and 21.1% of the
corresponding normal mucosa, and there were
significant differences between the former two
and the latter. Runx3 methylation was signifi-
cantly correlated with the tumor size (P = 0.021),
but not with the general types, differentiation
degree, invasion depth and growth style of gas-
tric cancer.

www. wjgnet.com

CONCLUSION: Aberrant methylation of Runx3
gene is a common event in the occurrence and
progression of gastric cancer, which may pro-
vide useful information for the early diagnosis
and assessment of lymph node metastasis.

Key Words: Gastric cancer; Methylation-specific
polymerase chain reaction; Methylation; Runx3
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Abstract

AIM: To investigate the expression of CD44 and
integrin 1 mRNA in peritoneal lavage fluid and
their correlations with the peritoneal metastasis
of gastric cancer.

METHODS: The samples of peritoneal lavage
fluid were collected during operation from 50
patients with gastric cancer. The expression of
CD44 and integrin B1 was detected at mRNA
level by reverse transcription-polymerase
chain reaction (RT-PCR), and the examination
of peritoneal lavage cytology (PLC) was also
performed. All the cases were divided into dif-

ferent groups according to the invasion depth
of foci, serosal types, results of PLC, peritoneal
metastasis and TNM stages. Then the expression
of CD44 and integrin f1 mRNA was compared
among various groups.

RESULTS: The expression of CD44 mRNA was
closely related to serosal types (F = 4.59, P < 0.05),
peritoneal metastasis (f = 2.655, P < 0.05), results
of PLC (t = 3.126, P < 0.01) and TNM stages (¢ =
3.453, P < 0.01). Integrin f1 mRNA expression
was significantly higher in patients with perito-
neal metastasis than that without metastasis (f =
2.241, P < 0.05).

CONCLUSION: The expression of CD44 and
integrin 1 mRNA in peritoneal lavage fluid is
related to the peritoneal metastasis-related fac-
tors and TNM stages of gastric cancer, detection
of their levels is helpful to evaluate the progres-
sion, prognosis and early diagnosis of gastric
cancer.

Key Words: Stomach neoplasm; Peritoneal metas-
tasis; CD44; Integrin p1

Zhao DH, Xu HM, Sun X]J, Zhang SP. Expression
of CD44 and integrin Bl in peritoneal lavage fluid
and their correlations with the peritoneal metastasis
of gastric cancer. Shijie Huaren Xiaohua Zazhi
2007;15(11):1288-1291

il
B&Y: MR F CD44 4= 5 4-% Bl mRNA
Rk BRI GL R,

Fik: WES0H B & & B RAFA, A
RT-PCRiZ M 3 F CD444= %454 B1 mRNA
8 KA, B BHAT IR iR 28 fe 3 (PLC) e & 5%
JRIZERE . RBRER ., PLCREL R, B
JEAAS L ARTNMS 540, LA R R 412
18] CD444n %67 B1 mRNA#) A& ik K-F.

R MR CD44 mRNAF A K5 R E

A(F =4.59, P<0.05). FEBLEEAS A £ (¢ = 2.655,
P<0.05), 5PLC# % (¢ = 3.126, P<0.01)Ff=TNM
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S B AR & (¢t = 3.453, P<0.01); PR 454540
M4 FBl mRNAKK A 25 T REEH M
K (£ =2.241, P<0.05).

S5 WRE R CDA4Fn A% B1 mRNAK A
5 B B A5 AR 2 B Z A TNMSH % 048
%, Kl L AKPA BT E ERARS A
BH TG, SR 09 T IS 0 A — 2
14.

XEgiE: B MR, IRMIE RS, CD44; B A RpB1

RIE, RER, 5%, KUAE. BERRPCD44AE
BRBPIXRESBERBEREBHAAR. BRENBURE
2007;15(11):1288-1291
http://www.wjgnet.com/1009-3079/15/1288.asp

03515

T e A i ML 5 A2 3 i) A K A A ) i
K #2—. HATAN, Rl FCD44 I35 2 B1
TE MG (0 R B 45 T S AN, Al
K A s G AU Y, RPRT-PCRYZEAS I
B B E I C D44 384 £ B1 mRNAF
Tk, BB ILRIA KT B 9 IR R A
o R RS (1) G AR

1 MRS

1.1 A 1 4£2004-08/2005-01 1 [ P Rk k22 55
— 15 PR 2% BE g A0 L5 0481 5 9 T R BB 11 IR
. ARAE AL B IR SRR A g
AN L2 (peritoneal lavage cytology, PLC)K &
S5 10 IR ISR 7% L TN M 23 138 4T )
H. A B RNAFRIPUA I TRIZol Reagent(Gibeo
BRLAHA]), Wik 35 S Reverse Transcription
System A3500. Taq DNAZ &/, PCRXWZE
MR (Promega/s i), CD44. HEAFEB1I PN
B-actinfF/PCR5 W) L ig A= TAEY) TRATBR 2 7).
1.2 7k

1.2.1 MRk EAPLCHE FRPIFEE,
T - I T B (et Sk B - M R, R
Douglas/) BN —R T IR, HATCE AL K
100 mL, Fefesi st o fi it s B SRR W) B %
P, VR AR AS 5 . 4 M Y06 v [ e R R
S IR B 40 M P, L2000 r/minf& 010
min, OVFIIHEER Fr, 17 LK (Papanicolaou) %t
o, BRI FATPLCRY 2. 45 5t Py 447 B2
R ALRP AT . HAR VT T-80°C UKAR T R AE.
1.2.2 fmfe ERNAFRI B RTF U0, 158

www. wjgnet.com

TRIzolia 71 15 W 5 0F 4T 40 [l M RN A S HL. J 52 L
[IRNA 10 uLI{ ICRNARE K, F-80°C ¥KAH
TRAE.
1.2.3 RT-PCR#1 H(1 pL RNAWREI, S i
e SRR R 6 U B TS B A9 A, REAT I B S
N [N 4 42°C, 60 ming 99°C, 5 min; 4°C,
5 min. LAcDNAHAACEATRCRY Y. CD4475]
W4 5-GACACATATTGCTTCAATGCTTC
AGC-3'H15-GATGCCAAGATGATCAGCCATT
CTGGAA-3', F=¥) [y Bt482 bp; 34 #B15 147
H: 5“GTGGAGAATGTATACAAGCAGG-3'F1
5-CTAATGTAAGGCATCACAGTC-3', =)
Bt486 bp; WX B-acting ¥ 415-TATCCAG
GCTGTGCTATCCC-3'f15'-CCATCTCTTGCTC
GAAGTCC-3', /=¥ )7 Bt320 bp. CD44 PCRJZ 1
At A8 95°C, 1 min; iB/K: 55°C, 1 min; ZE
fifi: 72°C, 1 min; JE30MEH; #5%B1 PCRX
N4 Ak 95°C, 45 s; Bk 57°C, 45 s; FEA:
72°C, 1 min; FL30MEH. BFLPCR™“#)10 uLAT15
g/LETHE B e Fa vk, LAGDS8000 H 3 e f5 3 4
NHVK B KT Gel-work-ID¥ A, 75347 B4,
VL H B2 DR 2R IA TR AR S

Bt AR . RIS AR
B 5 2250 W, PLCAR TS RHYE . A e
JANTRI TNM 3 391 1) 1 e A FH A 56

2 45

2.1 CD44Fe 4% Bl mRNAK A KT 5 L4
HRFEAKE F X R CD44 mRNAKIEKT
B RNERA TR A 5%, LI PLCAS R V)
K BEFEBI mRNARILKT 5B A
(H1, #1).

2.2 CD444e 4 %p1 mRNAR A KT 5 F &
TNM% #1645 % 2 TNMII+IV 3199 451 15 i v
CD44 mRNAFRIE KT W3 w1 T+ 1w 61
AP 3 52B1 mRN AR LKV 76 B 4L M L4
2R (3R2).

3 e
G B 2 e S e B R i R e LI B2 R 2K,
HERAER—RINE SRR GEE R, WA E
B B Bah. AR, RBEkEESEZ Ty
L. EF R R AR FIRIE I B, CD44RI3E S 5
BT M RN A A T F LA A,
NFECDA4REH N, T3 115 Yot e i, S
Y b 1) R B 4> - C D442 — P o Al A 2 1

Wi £ E
HR%., TAFE
et al#=m T § &
BB R P
CEA mRNA# &
K, BRI R
CEA# M 2 4% %
(GRS ol
B R, ST A
#% 04 TR A= T A
AABLRERE
SL, M BTy
HRRET 0
F B A EE

| IR A

A LHRT-PCR¥
S AT RF B
B T s AR K 6
K|, A Lk B A
s R R FR, LA
DA SN0
S
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[ PACE X A B
RREEA: KT
et alit &, ARHEH
R0 K AR
ARE. W S
Eiﬁ?ﬁ%i; 500 bp 482bp 500 bp 486 bp
e %%;ﬁ‘ s 250bp 320bp 250 bp 320 bp
KA Fe % H BT
A, R KA iz
&, BT BER
KEAR 2 R BE b A2
B B 1 CD44FIEEZEB1 mRNA RT-PCREBIXE. A: CD44; B: #4 B 1; FRZEMIPIDNA Marker.
AN 3R TS W RIR S AR, VF 22238\ k), CD443E
RFER A RE RIS S MB IR ZE. BBIT N
YIRS, JETTRE SR 4l SRR . H R A
HE R 2 —5. CD44R T 2 55t 2 E‘@] - n CDa4 EERp!
. — . , RBRE
A5 5 357 40 i,
o, %ﬁ}kﬁﬁ}#ﬁﬁfﬁﬁ@ﬁﬁg%Eﬂ?%?ﬁ’ 2 MBE+OERN 5 0.702+0.077 0.680+0.124
Wy JE 6 A AR G e UL, e o ) T A PE+ZIET 31  0793+0.265 0.682+0.122
SENUBIE AR PRANSIRAIESE, CDA47EN SERE 14 08690246 0.778+0.149
RS R T R A EE M HEE T, i R
BE YU 7 SR I L R i I 2 7 2 A B g [ES+RWA 9  0623+0.111° 0.648+0.130
QEHH@‘ ﬂu%ﬁﬂﬁ%ﬂﬁii\ %*Z‘Jﬁeﬁé‘[g_m] ZIK Sl 14 0.737+0.217 0.688+0.138
T o BR+2%AE 27 090140255 0740+0.144
FISUR, BT CD44 mRNARIRIAEPLC o ee
A B PEAL I S T A PEAL(P<0.01), JF 2RI BBt 31 0.726+0.189° 0.679+0.132
ST FNNIG 52 7 55 DA 3547 R (P<0.05), $27-CD44 (a]ka 19 0.934:0.282 0.757+0.151
mRN AR IE K5 WG 75 S FOAH DGR 38 2 TR ERRE
HERE IR, BRI, e R 58 0.756:0.247" 06860125
ajes 12 0.961+0.179 0.781+0.138

t1CD44 mRNA 1) 423 /K118 1 1.

BERBIRBERFIRM LE WA, EVF
22 190 440 M R RN 288 S R g b B AR A
55 g (v A A ) RN RS S
FRBYIF . FICDA4—FE, L5 EBIALY
58 5 S 9 40 6 ] 2 4 M R 440 47 35 5 11 G
RE 7, 3 A€ 32 I Jeg 20 F xot B 10 7K A I 1D R T
FEAL, (3 o (L A2 i, S 8 4 AT
B ARA I, IS S 2Bl mRNAKIA
IV 55 ISR F4T (P<0.05); LEAh, Bk
FAEMINYR . HRNERZ 432 (00 i E AP L CRH 14 &5
I, LRI TR #, HERA 4%
2R S Rk, AR, I A B
mRNAMEIE L B BB A G, 2
e E NGRS R A B R FE 2 —. H5CD44
mRNAM L, 4 FEB1 mRNARRIENAETE K,
PRI G 2 % I A R I M 5 T e B A 2 T 1) 222
S XKW, EMRE R R D, A HB1T RE
LbCD44 IR &A% 1 .

1M AR 1t L2 7 T, PLCKY 7 H
A AN B B T B, (R i T4 2% 2
W7 A £ 1) A % M R 4 L ) s I o L3 e 1 =

*P<0.05 vs BT, FRIR+ZBRAL; °P<0.01 vs PLCHUEIBI:
°P<0.05 vs [RIEEERZIOME.

INWDER  »n CD44 BEEBI
I+1E8 19 0.667 +0.129° 0.666+0.117
Ih+VES 31 0.890 + 0.262 0.735+0.141

°P<0.01 vs Il +IVER.

M, L IEA2 W R AR BB, —ACh
40%-60%. 15K PIWTEFORE S 0 41 i Ak 22 K A
ZEEHOR, 1 TSR e N
HIEEM 2E R, 55 T 7K ST %6 15 4% 7 1004 7 T
DR RIS W, iz R Az —. &
HEE R, B CEA mRNARILE L
Wr s TR T g I P A B 1 — AN R A FRART . AR
WFFET, CDA4RIHES 21 mRNATE AT I i
W ROk, D, gl e A I AN RE TR
SRS ()2 W 2L RINAE T, CD44FIHE A %L
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10 M s v LA A i s 2 Th B T 2 R, AR
CEATBKE, 7 Mg 40 i b 1) 2 Ll Ase il . 4R,
WIFTATE, PLCRHMEZLIC D44 mRNAZRIE K
Y5 i T R L AR K IR, R BT A
I e (I C D44 mRN AR IA T GE AL 48
PLCEI [ — AN i kb 78, X F 9 B EE RS 1)
WS W B A L X

BAVERIN, b R TNM A W, e
W C D444 2Bl mRNARIRIE 2 L
TH#a e, TNMIT+IV #1951 11 C D44 mRNAZKIE
AT T+ (P<0.01). X —45 142
7R, B CD44 mRN A IA K EAE—E e
FE b T g 0 R R, O T DAE A Al TE
9 T [ — N AR A,
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Abstract
AIM: To investigate the effect of entecavir (ETV)

on the function of dendritic cells (DC) derived
from patients with chronic hepatitis B (CHB) in
vitro.

METHODS: Peripheral blood mononuclear cells
were isolated from CHB patients and healthy
controls. After proliferation under induction,
the cells were cultured by routine method. Then
ETV was added to co-incubate with the cells on
the 4™ day. On day 8, DC were collected for the
detection of phenotypes and mixed lymphocytic
reactions.

RESULTS: After 8 days of cultivation, the dif-
ferentiation of DC in the healthy controls was
better than that in ETV-treated group, while
ETV-treated group had a better differentiation
than CHB group. In comparison with those in
the healthy controls, the levels of CD1a (35.73 +

3.12 vs 62.31 £ 5.22), CD80 (28.19 + 1.64 vs 45.38
+ 3.10), CD83 (22.24 + 2.14 vs 40.63 + 7.21) and
HLA-DR (36.74 + 0.98 vs 56.05 * 3.89) expression
were significantly decreased in CHB group (all
P < 0.01). However, the levels of CD83 (27.41 +
9.23 vs 22.24 + 2.14, P < 0.05), CD80 (32.67 + 7.82
vs 28.19 + 1.64, P < 0.05) and HLA-DR (40.84 +
5.57 vs 36.74 + 0.98, P < 0.01) expression were
markedly increased in ETV-treated group as
compared with those in CHB group. The capac-
ity to stimulate proliferation of the allogeneic
lymphocytes in ETV-treated group was higher
than that in CHB group (1.53 £ 0.09 vs 1.45 £ 0.12,
P <0.05).

CONCLUSION: Entecavir can enhance the bio-
logical activity of DC derived from CHB patients
and play an indirect antivirus function by regu-
lating the host's immune system.

Key Words: Chronic hepatitis B; Dendritic cell; En-
tecavir; Cell phenotype; Mixed lymphocytic reaction
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i

BH: AR EHFHETV) IR TR X
(CHB) % %‘%}ﬂﬁ?}i}‘;—dkém}i@(dendrltlc cell,
DC)h 4 % v

Tk RSN E IS BECHBE B A A EASE
ﬁmﬁ/\#zémﬂb, 1%%#%% FHIEIR. AR
H 5 —Z R E R BAF RIS, HIRKHK
DC# AT LR R . R AP R Ak & 4 LR
5 AR A

LR w3z 8 A DCH & 51 B xR 2
#£FCHB ETV4 3 41, CHB ETVA 22 284k F
CHB#41; CHBZLCDla (35.73+3.12 vs 62.31 %
5.22, P<0.01), CD80(28.1941.64 vs 45.38 &
3.10, P<0.01), CD83 (22.24+2.14 vs 40.63 +
7.21, P<0.01)ZHLA-DR (36.74+0.98 vs 56.05
+3.89, P<0.01)F& A B RAK T4 B AT BB4E, Mo
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ETV4 #2415 CHB4LAALCDS3 (27.41+£9.23 AR AHE 4, AN A4/ FZ4(rhIL-4), WA F#A

vs 22.24+2.14, P<0.05), CD80 (32.67+7.82 vs
28.19+1.64, P<0.05)%HLA-DR (40.84+5.57
vs 36.74£0.98, P<0.01)3 % & &4 ; #k €20 it
¥ 74 4k A M T ET VAL 22 20D C )8 B A¥ 4K T
kL dm f G 78 AR A1 B CHB A3 3% (1.53£0.09
vs 1.45+0.12, P<0.05).

it BAFF A A 557 CHBM#H — KA H
k%54, IR T A H TR EDNAS BRI,
AL AE I R CHB & 4 41 B s DCHY Fh A, 81T
BT ARG oI5 R G R AR R IR,

XEgiE: B 2R MIORAM, BERE &
FISREY; 1R Ak ELAH AR R

Felk BXZE XiBn 5%, DB RE+IHNEMS
R EBENRRBIBINBE BRI, BRENBURE
2007;15(11):1292-1296
http://www.wjgnet.com/1009-3079/15/1292.asp

0 51

SRl i (dendritic cell, DC)J& A P i i
ARG AR A M, A M RSO T 4R A Tk
£ 400 0 P s 52 411 g (antigen presenting cell,
APC), TEHUEE (1140 i oy rp ke LA MY, 12
P Z 1T (chronic hepatitis B, CHB)J i 1) # Z Ji
Wz —tEHASDCIfE P, BEERF
(entecavir, ETV) A —# 8 HIRAZ 12K 254), 1E44
A LR, 5 AR EAZ 1T (dCTP) %
it NIRRT P DN A%E, &1 #EDNA
SIS, AHFFOB KB T Vi CHB R & ~h i 1.
DCHREMIE M, B SHITETVIRY T CHBIRALEL.

1 RS

11 A fiem gt BT 4 By ia e oA bR,
TEFE A MK 2% 55 I ) = Be i AL R TS R AE
Bt B E 2501, EEY18-42(TH1129)%7, H236, %«
205, G4 A S bRid B W HBsAg, HBeAg,
HBcAb =1}, HBV-DNA>10° copies/L(PCR
J515), ALT 1550-7001 nkat/L. FT A 58 76 S<i
P HT3 mo N R THEF . MK, Hiok
e PO FE R T AT, RN I
B TR A o s AL, FEBR A IFHC Y, HIV
SRR, FERR 8 5 e A DG ARG 10
42 Atk e A B VR A R ) B, SRS TR A 826 %5
RPMI164057 773 Ky [E Gibco BRLA 77 i;
I U2 40 L 8 S Ay R o s DR 22 R

www. wjgnet.com

20 N4 1 - 5 5 4 i 4 R 1 (th G M-
CSF). #thrid il Pt \HLA-DR-FITC, CDS80-
PE, CD83-PE, CDIla-PE mAb, X} B H114IgG-
FITC, 1gG-PENEER&D A A 7= i fi 4 il
(FCS)AMTMIUZ=T 22w 5y ETV(R b4 19
5 7 ) R P SR L B 2 BR A W R, 58
ARFRFLN S 100 mL/L FBSHIRPMI1640%5%
FEHE NG A rhGM-CSFHIrhIL-4, 23K i
BI10 pg/L.
12 Fik
1.2.1 #AREEDCHEHR SHHICIR T4 51
RAECHB 235 A 5 2 JE 5 Bt o b A i ik .20
mL, FH bk O 40 0 53 259050 75 41 J f # S A% 4 i
(PBMC), A= B £k 7K ¥E¥4(1000 1/min X 10 min),
2%, DAL R PMI1 64085 77 3 BI7 U ie 40 e,
PN L 5 451 X 10°/L-2 X 10°/L; 424411 mL
A 24FL40 it 724+, 37°C, 50 mL/L CO 8555
TP A3 hia, PA37CTlHRPMIL 64055 77 5
BRI RN M, JIT A U A i DS 43 B R
BN, LI mL5E AR, B T37°C,
50 mL/L CO,HIEL G FRAH TR, BRR P i,
RFRHAR, # LR 4 (DA I, (2)CHB
FHPEX I (3)CHBHEDC+ETV(0.05 mg/L). 4k
1.2.2 DCHY AW B A A Horm] g i 5] ' W ik s
AT A0 MG F LSS, S8 R MCAR 4t (LA Tk
DC8). H A4 M AT 4l i e 214 43 .
1.2.3 BAFFARAME i B U HE A 4
JEL, QTR RAT PN R 4 S N 2441 41 i
FEFRAR, 37 CHEFR2 hy, MU I EE 4H i B A bk 2 4
AR Ry S 40 B, B aRISCIR (¥ 7 DC8 H #4473
ZC(50 mg/L)iF F30 minJa, 205 LA1X 10%/4L 10
NS P I TR, R4l %3N AL, B4 F
N EIFRRTIHR ELGH 12 X 10°, 24884200 pL, £ 57
72 h, TRFREE W4 hEELIMAMTT 20 pL, &
1EREFR, B0 EALA R TR, BEALINAL50 pL
DMSO, #&% 10 min, {45 g4 78 0% iE. B sl
A SR 570 nmi K A ME, 258 HI3 L3
IR, WHIDC, T MRAIE; FRIE A I AL
FHH IR (SR RGOl SI= S50 41A
B/ W20 T B ZELA {E+ SR o B A D).
SeitF AT Bl R H B £ bk 22 ROR,
K HSPSS10.04¢ v A0 HEAT 7 ZE e 4 b 3443
M, 4R PP LR FHLSD-+K0 6. Pla = 0.052%4
6 7K U

AL#HFTTBH%
FERETA
A £ & F ARk
om 8L 2 BE % e g
IR, LT 5
BAA— A
bk, FIEI
Ber, RAF %
#16 R 35 FE 5L
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1 {FRINSFAESRNTIRMBIBIZZS x 400). A: [HEBARZH; B: CHBYIHEZH; C: ETVRLFEA.

R 1 IERESRSENRIRABRESD FHIRIA(mean = SD, %)

paxi:) CDla CD83 CD80 HLA-DR
RN 62.31+522 4063+7.21 4538+3.10 56.05+3.89
CHBWIB  35.73+3.12° 22.24+214° 28.19+1.64" 36.74+0.98
ETVANME 38.34+6.22° 27.41+9.23° 32.67+7.82" 40.84+557™

°P<0.01 vs ERNYIBL; °P<0.05 vis CHBIYIBLE; “P<0.01 vs CHBITIRLA.

2 BR
2.1 DCH AW H5 BB, 579724 hfgnl
DL EAEVE A K, 3 dE gl H W RIS, 1A
FRIFLRIZE WG R, Mufdhi i, 8 disffid BT R4
A DLRE T PR A IR = SR 40
A1, ETVAL A 41 i 22 J7 [ Kok, SEARIRR
CHB PR XS A AR T2 40 s> ().
2.2 DCE AN WHEEEFRHEADC, HFITCH:
LI BT AHLA-DR, CD8OFIFHPEFRICHICDS3
MICDl1afiifh, FHgnMfs i, DCRAY
43FCDla, CD83, CD8OFIHLA-DR#ZKIA K,
felt XS R 4 35 e, CHBBHPEST A0 Ak, — 411
R G E X (P<0.01); SCHBMMEXT
IBAAHLLET VAL FE4I D C R IAC D83, CDSOA
HLA-DR(E1).
2.3 ARE am ARG FA AR ) IR T4 B B
(1) I S B T DCI D RARAS . e 4D C
SR A S A T bR L 4 i S B i ) d iR (1,79 +
0.10), ETV4] H:%(1.53+0.09), CHBX} I 2 £
59(1.45+0.12), =AM ZERA G EE X
(P<0.01), P LL s 4 ) 22 St HAT G2 3
(P<0.05).

3 1ie
I EEVERT R MR PEAL A TSR — S g
i} 52, J& Y L0 % 5 E e R s — RV ek

PRGN, ALHE TP 3, NKAH M A 15 P4 i
(YSRGS 303 2 0 8 T HB VARG S PET 4
™. A Py CTL I 80 5 B2 R S5O T bk 2 40
[ I 2 52 W ANME 5, —AME 5 2 AN IR
ZAPCHI LANFE 5 5MHC 1284y T45 & ftih 2
FEAPCERTH, H Tk ELGH M (1) T A0 52 44 BT 55
T M5 IR APCHK I AA 1 Py [ fl oy, B
B74> T-(A1CD80), # TH#k L4l i [11C D284 T Bt
WU U Tk EL A0 B R ) 252 AP C T AL )
FEBAME I8, A REE IS, IEF 500 FHBV
3 W TR 5 Pl B I R O AR 7 A 2 v BRI
HBVHUREE R EFICTLNZ, A HHBVH
e UM - G e SR AN R PR N TR NS
RINREE A, SRR PR A S AR IR AL
I Sl R, ™ A2 55 1 SR WA 211
EFGTHBVEF S IICTLI N, AT AASGEE bRk P
(9 BE, I BB AR, F SHUANHBVHL
JEURE S PEIICDS TAH M IR RE N B, S B AN
PUIRF S P TAN M S 2 i 52, 35 e CHBI) A2 £
R, SR AR RAPCIIZhfE, WAl A Bh 118
ST R IIEIT, BATTN B SR 40 G g2
797 CHB L HUS 10 B2,

HUANIAPC, JUIHIED CAE g e 1 S s B
SN, 5 B AN SR S T AN Mt 32 1
ZW DO AT AF. B, gy
DA KA AR S e A28 B b, BOR A, A BT
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FE8S T ARAN I % LR, (LA A 5
B DyfRemcamR PR R4, feif S Rk
IR, [R5 5 S e il 52 2 B g
I T P B R A R L — ok,
A0 JE LK (1) D CHT AR 41 )1 /£ GM-C SF/LL-4 1)
WOFREFR3-5 dJa EE N R BGADC, L
N e e 7 R A o) ik DR 35 5 B 2 23 Ak A ik
ADC!. JEFE T PR A5, 825
J5URE 5. D CERI BB K L A H e AT
e IR ) 2 K, A O B, 5MHC BT
giv)a, UUMHC-HLE K A 3R 0E T4
JR PSS 1T, G S 1 () Bl [ R 1 5 T4
THIAH B BCAR S5 45, JEC D8 Tibk 40 ffg, BE T
TECTL, A e A2, 5D CIER i by [+
WOy 2R BRI, W52 I 55 T 40 1 2 100 AH R G
Wghitr, WM ML = A L 0 e N2 ANSK
B R Y], CHBEEDCRIILEKILCDS0.
CD83MIHLA-DREFIL I T, NG N2 7
T ] B T 2 JFF 05 5 B 08 A P 0 23 L 1.
BT (BR) R 2 H HT A ¥R 7 CHBI
AW —, RETEAl N SRS, 5 A
WEIE R A (ACTP) se 4k A i 255 B (DN ABE,
LI EEDN AR S, PR R E &%
RF&, k&= et al S50 R I K K
HA (L HECHB & # 41 1D C /346 A 1 Th g
BAERFE IR TT CHBINB — AT 2K 254,
RE 8 AL PRAM ] 2 T3 25 1) S, PRAIG A A0
M HBV DNA# =, BILGT18 1k 207 B
BLAA G 98 Ty RE PR 5% 10 0 AN DK 4. Al 1o it A
5XCHBEFH I AMNEIMDCEIMETV 5DCIH N E
A TDCEICDS0. CD83. HLA-DRI{#
ik, FEARSLZIG Ay it G (i F A e DR R
R B IR o 550 D C IR G R R, FRATT AR InAT:
N ¥, DCERAL 1R L AT 8 Tk
EEL 4 i 12 B sl B i A B P R A R, 4k
WO R A HB VIR S Pk S N 1 5 3 ik
B -RFSL0% & 1D Col bk [ 4 i 54 5 e 7 3
58, AR AT UE B IX — o, XU HORETVER T
BN LR FEDNA G A, W HE 0% 3 i
THUAR I S s R G R AEREEDTR S . AT

JEDC Y e if 7 Al AR . FHET VIR Iy CHB At T
FESURNIE o)
4 ZEIE
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Abstract

AIM: To evaluate the efficacy of partial
splenic embolization (PSE) in the treatment of
patients with liver cirrhosis accompanied by
hypersplenism and investigate the complications
associated with PSE.

METHODS: Thirty-seven cases of liver cirrhosis
accompanied by hypersplenism who had re-
ceived PSE (totally 39 times) were analyzed ret-
rospectively. The observation time was from 0.1
to 60 months. The observation indexes included
leukocyte count, hemoglobin, platelet count and
side effects.

RESULTS: After PSE, leukocyte and platelet
counts were higher than those before PSE (P
< 0.05). No significant changes occurred in he-
moglobin after PSE (except 15 months). Larger-
area embolization produced a better efficacy

www. wjgnet.com

than smaller-area one in short term, but not in
long term. The side effects that happened most
frequently were abdominal pain (94.9%) and
fever (100%), and other ones included electro-
lyte disorder (12.8%), pleura effusion (30.8%)
and peritonitis (30.8%). Severe side effects were
fulminant hepatitis (7.7%) and splenic abscess
(5.1%). The incidence rate of fulminant hepatitis
was higher in patients with Child C stage than
that in A and B stage (40% vs 2.9%, P < 0.05), and
other side effects had no significant correlations
with Child-Pugh classification and embolized
area (P > 0.05). The common side effects were
more severe in patients with gigantic spleen.

CONCLUSION: PSE is an effective method in
the treatment of hypersplenism and the emboli-
zed area should be determined according to the
liver function of patients.

Key Words: Hypersplenism; Splenic embolization;
Embolization area; Efficacy; Complication

Li L, Zeng Z, Yin B, Lin XH, Wan H, Huo N, Xu JH,
Xu XY. Partial splenic embolization for liver cirrhosis
accompanied by hypersplenism: an analysis of 39 cases.
Shijie Huaren Xiaohua Zazhi 2007;15(11):1297-1301

fik 2
BHH: 038 0I5 ke B AR (PSE)i% 7 A
FRALRE 2h 4 703 69 97 2B A R .

Jik: WBUEHE R K A PSER 57 693740 Bk
(336 9739:1), MEHTA] 40.1-60 mo. VLI
A7 £ %A 5M A s WBC, Hb, PLTHH AR RS
BFP R B R

R G wmie B f ARG EOR G B AN
& T RATKF(P<0.05). ot FA(FRRIELS
modM) L B T AL, Ao K @ ARE K H L H 9T &
W TFAR@mARDE, ZHTRKFEAMAE. TR
89 R BB PR (94.9%) A7 & #(100%), H
Wi Ay o i F 5 L(12.8%), MEARIZ(30.8%),
MLRE % (30.8%), = F 8RR R BAH F A
K (7.7%), PRI (5.1%). ERAF KR A F 1o
Child C£.41 % FChild A, BAZL(40% vs 2.9%,

| L )

B 1973 Maddi-
sond it A A H
Bt 2§
B M EIE B IR B
i Xl =0
ik, MAEMNE
PRI, HHI
ki E K (PSE)
e ziE R T
B IVRG E.
Gaucher'sJ 7] A2
T, TR
TR RAE
P N AR, Y
BRE, BT
RAFHR. A2 24
FERAR S s
K 6 RAE



1298 ISSN 1009-3079  CN 14-1260/R HRIENBUHE 2007F43188 168 HE11H]
mia £ R P<0.05), HARREEE L Childy A AR ®

JE o ] A i A
M 3h Bk fn iR 3G m
SRR AL T BK B
JE B R K A= 0% T
RAEWMEERA.
HAFRIESE, PSE
JE 2 OE ik 4R
A E AR B
K& T TN &
Wk, TR RE
kv Tk 5L
Mty R A AR &
ARG KR m L
197 2O BE B
BAE, A2 LH R
BEHRERE
AT o 76 % 38 HL 5L
Fhk g, €
JE M K MR i
B

RIA K MEP>0.05). EREH 6% LR B R AL
PSS

4Ei8: PSER ST I s CHt e A ik, 12
P BT R0 R E R A E N
E @R,

FEET: PRTh e Ut MR R, R EWAN; TR
RAE

IR, BF, P, B/, 5 2 RZR, T, o
SR BABTT IR IRTINEE L 39M). tERIEN BT
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JR Ty B 7O A2 JH B A 1] B v s 1R D 9 R,
Dy FBUR G S, T H R T U R 2 (i
TRF)RIN . WRFZPa S BOR L, AR}
e8] NN G G N T ORSR RANY TR
R R] LA 7 T T RORE, An TR Ml 28 L WL
&, BT ARWIZE T AR e, XL s fR ] 1
LRI AR IR M. G4k, B A NEE2F 1R E,
43 W5y ik 42 FE R (partial splenic embolization,
PSE)C)) iz HH TRY7 Ik . Gaucher'si
UMM, ERM T R P i M iR
PR ZASE, IS T R RCR. X7 1 [ A
HhEAADIRIER . AT A TE i [ A
PSERYT SR TC3941, BRI PSEMIAA &t
Ak

1 MRRTSE

1.1 A4 Bk 3 12001-20064E K FHTPSERY
JF 48 AL BB (R 1), 4B 3 20 1 Bl BB
LR A 56 I 51 Sk R A T SR, IR T g
JUHE. D) BES 5 K A Child-Pugh 73 2 PEA

1.2 7% 376K H Seldingerik & B & ik i 4
2 B kA s PR T VB R R 3, Y
TR IR R LR T, R N R B J e 4
iRl HaaHIRKERSHURMIRE R
HENMRBIIK K 533, ¥ 2E fEAT B ki ¢, H il
A T 230 BBl 75 25%-75%, R 5 2 ) A
AL, ARG KR bR R 203 d, R
BEGOUAT . 20 T AR ARE2 4, 1,
2,3 wk, 1,3,6,9, 15 mo, 3, 5 aWl g1 %354k
D RESE. WLa AU AR Ah . TR s R
JEIBE A« TR I S AN RSO ) R AR A . I

RHIE iz
RBIEL 37
IR ERIREL 39

2RE 2

1RE 35
FH(2) M (min, max) 46.84(31, 70)
MBS/ 27/10
BHITEE 1
WEZAY[E (mo) M (min, max) 2(0.1, 60)
12

Rt 27

RETATEE(C 3

TSR 2

SRS F TR 1

CRTE TR iR L 2

ISR iR 2
Child=Pugh A/B/C 16/18/5
HEEERR(%) M (min, max) 40(25, 75)
<60%E/=50%5 26/13

O 0TI, 1R EEP): AT PfH
A 5%, FFREIE R AR, BEIRANSZ T30, 240 (R
PEIR): PO BANRE A2, BRIRA 1B 21,
RIS A2 T 90, 340 REIKTm): P I U AN g 2
%, TEEUR Y, W™ A2 BT, A A
FI A28 D e 25 L B gl 3h A A

Bt B A0FR R HISPSS12.045 H #ff kb BE.
P<0.050\ 0 A Gl 248 . MELES aB {141,
RANGETE. SR E1RH B &8 Ja 0. AR5 %
NI 5 AR R AR JE I 5 L R Wilcoxonfic X
FRAK L6, I AR o s 204, M e iRl
RJG & AHHAWBC, Hb, PLTIAZAGAE )55 R K
FASpearmanZE AT, SR ALK ZE AR (1%
<50%F1=50%%) 4 B3 24) A 5 I K IE (L H5 FL i
JREELS PR RGR . IR . FEEATR .
IR 25 ) PR 2 74 2R 1R B BCR T o K 3 M Fisheer
R, e 2 AR H At I ROE (B8 & AR
F)\ PIRFE ) KO8 Z K H Spearman &5 44 AH G 73
Fr. ANFEChildZy el (5 M A, B ECHMA )R
JE I RARE (LS AR AL PR R IR
F 56 o EERE AT 9« TR P 250 ) 1 e AR I L 3R
K Hly K5 K Fisherkh 4. Child />4 5 Hofh)f %
i (L FE e ARSI 0] . IR REIE ) 1 55 22 R H
Spearmanf X 7347

2 £R
2.1 PSE#T /G 41 )8 fnsmf AL 69 K AL 5 45 2
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® 2 REREEIMNEMWBC( x 10°7/1) SARAEILLREY F 4 REARBIHIPL x 10/ SRR BB IWilcoxon L LEE LS
WilcoxonX A 345 R BAEINER AR ET, BE

AR KA T
HAF T4 @ AR
iNE" n M 248 PlE B4R wmEE M {8 PlE ;{ j{ﬁ%g é

— = B %, 53t
7!?HIJ 39 2.29 RH] 39 41.0 AR5 #
RS2 d 29 7.20 -4.638 <0.001 ARG2 d 29 48.0 -2.855 0.004 S ERIFEL A
RET wk 34 6.045 —4.924 <0.001 ARE1T wk 34 75.0 -4.659 <0.001 & 5 RATChild%
RfE2 wk 29 4.800 —4.217 <0.001 RE2wk 29 99.0 —4.595 <0.001 fgﬁ ff;’ ft’ii
ARE3wk 22 4450  -3.458 0.001 ARE3wk 22 760  -4198 <0001 b R 3Child
RET mo 21 4.270 -3.528 <0.001 ARETmo 21 86.0 -3.946 <0.001 DB BAEG
AB3mo 12 3470  -1.156 0.248 ARS3mo 12 63.0  —-2.550 0.011 *f;?jiﬁ: ;I: ;’j’;f

S . %

AR56 mo 7 3.800 -2.366 0.018 AR56 mo 7 88.0 -2.207 0.027 FREA S
RE9 mo 6 4.380 -2.201 0.028 RE9 mo 6 79.5 -2.201 0.028 {2k A~ EHK
ARE15mo 6 3.460 ~2.201 0.028 ARES15mo 6 82.0 ~1.153 0.249 SR IR IE.
ARE3 a 6 4.045 ~1.992 0.046 ARE3a 6 70.0 ~2.201 0.028

® 3 ABARBEEHIEMHb(g/L)EARAILLRE

Wilcoxonf& A4S R

x5 REERSAGSEZTHHAWBCHIPLTELER

SpearmantB&D 4T

BER n M 7B PE

N 39 99.0

AE2d 29 104.0 -2.090 0.037
RE1 wk 34 110.5 -1.287 0.198
ARG2 wk 29 102.0 -0.887 0.375
RE3 wk 22 99.0 -0.761 0.447
AG1Tmo 21 103.0 -0.296 0.768
ARBE3 mo 12 105.5 -1.159 0.247
K56 mo 7 107.0 -0.314 0.753
ARG9 mo 6 121.5 -0.944 0.345
ARG15mo 6 126.0 -1.992 0.046
AE3a 6 109.0 -0.943 0.345

AE RE A& RE& KB ARB

2d 1wk 2wk 1Tmo 15mo 3a
WBC
HXZH 0584 0571 0.543 -0.109 -0.309 —0.309
PE 0.001 <0.001 0.002 0.934 0.552 0.552
PLT
HEXFE 0.488 0.356 0.329 - 0.772 0370
PE 0.007 0.039 0.081 - 0072 0470

MR A PSERT G 4 MW BC, JExt Hik
ATHEL. RJG &AW B CfE 5 R ATAH LE,
P<0.05, /R 2 e A ek 2 3 . g5 3% )
PLIA R A5 AN B 3 W B CAHE 34 i T AR i K
P NEITATLAE H, RJE2 dAA4TWBCHII & T
f, ARJF2 wkfa#a TR (R2). kil s i
PSERY 5 #F i i Hb, X AT LR, K52 dfi
15 mo#h A MHb 5 AR AHELP<0.05, $&/R 7% 541
gk . TEUACH AR G2 dFTLS mo#hJH I
Hb TARFIKE. JofoAR 5 % HHb 5 AR FTAH L
P>0.05, Z55 gl . A RN ARG I
i 5 HIHb 5 AR FAH L AT 22 5 (R3). KL% &
HPSER 5 4MA MPLT, J0f T L. ARG
15 moffPLT{H 5 A I AH LLP>0.054F, H A %A
HHIPLT 5 AR AH ELP<0.05, 2345 4iit2r i L.
G558, TELACHBRAR S 15 modk, HAp &
WIPLTH = FARAT/KF. IWE2A LA, PLTHE
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RJG2 a4 BITFaE T, 2 wiob 2 &g, )5 &
Wl 7% (£ 4).
2.2 R EARI ST 2 Hem Tl e ZE T FURN
AR5 BN HIW B CRIP LT A R (A AL AEBEA T
SpearmanAH &/ HT(S). LR H, #e g AN L
ARG HSHAWBCHIPLT I T SEAAEAICR R,
KIIWBCHIPLTH B R AN,
2.3 PSERG H X & A& 5 Childa Bk K &
RO X R E I RORE MR ISR R AR 24, 141
JJChild BZ, #ZE AR H45%, 31451 4 Child C
G, K IR N 30%. KA TAEN K361, Bk
Child CZ, #:ZEIHFAS) 5k 60% £ 40%, H.7) 5
TARJG2 wkflI2 mo/5ET™, 1451 H }Child B,
V3R (1157, #ZEMAR h35%. Mk &
A2, 14124 Child AZR, 4 FE AR H40%, 145124
Child BZ, ¥ FETHIA A 40%. HAthIFAE & E
TE 10 0L 6. PR T 35 L 22 30 WA (A B v 1
i, AR SRR, A 5 SR e 52 458 R 1) e ik
4 TE 1.

Child A, BZ i Jis BRI & HE %6 429.4%,
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Child CZh40%, i HFisherf %, P = 0.634.
Child A, BZ HLfR 5T 25 L 1) & A2 %60 11.8%, Child
CZ h20%, i fHFisherf %, P = 0.517. Child A,
B G I I G 18 ) A % 0929.4%, Child C4eh
40%, 8 I Fisherf %, P = 0.634. Child A, B4
JERT A R AEHR H2.9%, Child CZ 40%, i
Fisherk& %, P = 0.038. Child A, BZ kb % A
#45.9%, Child CZ40%, 1 FFisherf %, P =
1.000. WA H, CHUE ERIF R RAERR T
B, CZ#, Childsr 5 B RN 5 I R A A7 K.
Child /3 5 HAB I RAE R R AE R RAK.

¥ ZEMAN 5 AR S5 & RS2 8] ) Spearman
ISR $r = 0.059, P = 0.723. S5PTRFLL )
Spearmanfi =k &2 = 0.186, P = 0.257. LI LG 1T
P MANREIN R ZE AR SR Bk IRk
RS A ARG R, M ZE T FR<50% 41 i I A

HAEAE BENE (%)
B RR 12(30.8)
N 8(20.5)
=211 4(10.3)
—UMHIRNIEZ 13(33.3)
BIEIHES 18(46.2)
BUARFEHS 3(7.7)
ielialed 12(30.8)
KRAR 9(23.1)
RE 37(94.9)
19 228/3%% 17/11/9
EBARINZREL 5(12.8)
BSIEESIR 2(5.1)
TRAIEIBIT2 wk.

[R5 h34.6%, =50%41423.1%, 1§ Fish-
erfu e, P = 0.741. ¥ IEHAR<50%2ZH HLfi i 25 L
H R AT NT 7%, =50%2H 423.1%, 1§ Fisher
K8, P = 0.310. #2 ZE AR <S0%A1 I I BG4 11 &
A N26.9%, =50%21 H41.7%, M FFisherks
5, P = 0.486. ¥ FEHIFA<50%L] FLRE T 4 1 & A=
HKNT.5%, =50%4 48.3%, 1 HFisherkiL:, P
= 1.000. ¥ ZE AR <S0%ZH Mk i % A= 2 4y8.3%,
=50%2 40%, f# HIFisherk 6, P = 0.544. ¥iH]
P ZE T A = 50%41 5 <50%Z A Lb 138 R
RARZENTLG 2 FE X

317E

JIAR o, [ S5 9 AR 92 50 Mk T 35 o A2 A A 1 ik
e B R 7T 2B ) 32 R . 19734E
Maddison & 4G 1EH F G i B2 545 155 44 %€
JAL 0y Rk v 9 IR A B T fe et BEL B
FR S Fik ML 3AE, ks FAE P L g, A S R A A
X, ek /b 10 240 PR R AR 39 T O 3L R EE IR T AL
#il. A Noguchi ef a/' i, PSEA G IfiL /M TH
TR 5 LR 6. BT WESTAESE, PSELEL
TE M3 2 FE AR 25 LI D i B T 38 17 P 0 i 45 3
). Palsson er a/" 18, PSE ] /b £ i i ik th
FRA L LI K (= 25, 43+2.9 vs 1.1£1.3,
P<0.001).

AT R, K5 &I WBCEE AR
HOAH LA T Hb(EAEAR G2 dFI1S mof i
TR, KRR ARG a5 KHTAH
eI TE I W T . PLT{ERR ARG 15 molf) 4134
T ARFIKE. 5 HABTESE RRBAHE. $eoR
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PSE & —FIfil YR T I 2405

JERAE A T Rk v e R R S A7 AR BRI AR
JURIERS AR, 5 1R A R ) R SR SRR,
Fi FE TR 1R DR /N 30 3917 0 A Rz S A2 ) 45
R YR FEEAEN]. Palsson er al" %} 26/14TPSE
(B H AT ORI, e ZE AR S PLTI T i
AELEA (@ = 0.53, P = 0.003). Sangro ef al*%}
274IPSE B AT RV (*F4413.942.2 mo), K
L7 o I R (AT TR W B C<3.5 X 10”/L 5%,
HPLT<100X 10°/L5E SCAE K). T35 KI5 A
H5.1%1.1 mo, KA M7 EH A FEAAEILE
50%E LA T, =R A G EE X (P<0.01). B
KNG AR RAERE . PRI AT
AN B ERIK IR IR AR . IEUKFERE . gl it
FAAT L. R EARJET dWPLTE W] AL T
KA RH[(140.174£11.515) X 10°/L vs (198.000
+21.863) X 10°/L, P<0.01]. $&/~ A J57 dIIPLT{E
AL RBEHEWA T SR

AT TR, MIEMREHR S5 AR)G2 d,
AJa1 wk, KJF2 wkifWBCARALAE S A2 d, A
Jil wkIFIPLTAAL A FHOCOC R, i ZET AN
KT W7 B T AR ZE AU/ &, AR 197 44
KEGHM, 5HABTOAEL 2 A1 18X ]
RE 15 UL 2 I [ 1R 3 491 800 A 06, i FL A ZE T
(AR AR A —, A & o0 BOR AR AR ZE T AR
KN BB e S T RRUE i 2R A vt T R 5 |
1 i

P 2E JE SR A R ARG I . AR, Kk SR
JEPSEW WL FHARAE, i K2 H0mT BAY 52, 5%
WA R A IR BAGREE G A REIR. (2t
TJ L (K AR, VujicHLauverdkiE 341
PSEAR JG K AN Dy e 3 by HLAE T IR 5E . &
ST 98 K ML I 1) 8 5. Sakai er ar!' Bt 151741
PSE&E, Horh 2] LI I, LA B il i
SN BAPENG B8 . 1903k i Dk T Dy e S by K 2 A
hRERRS, AJF2 modbT . 1HI& I B#ES S T
Y 5 | 9 S 2 T U 3. I 497340 249 Chiild BZK.

WATHEFT KDL, PSER G IR SHI A
HRAE. 3BIHLL R BT i e 2B T F T
Aexsuby, A G ENE 988 30135 kAT I D ek
Child CZ LA K Child BEEor st mi#. RJaHEia
PEIK 2490 K e T I D RE I B S C . H 22
Bl e, JLrp Bl R A FAR, SR ETB
G A LFRRE, WRe S MEZE A —E KA.
TEFTA 0, A7 240 S EOR, Gk B i K
S 2450 G644 R Child B, b 145148 22 T AR
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H9335%, 531451 4350%. 2BIARJEAS KWV L, 3
HH B GUA0 6 s B9 R LA 2R L, R AR T
12 wk, BRI 240 DA L. B i B
LR 2, 5 SCERGE A — 8 —id PRIk
MR SRS Z A8 R —idrEm
AN TS UREE TSR E =1V N1 e P B
RAE 5 Child gy g LA SR ZETRIAR 1) 6 R A 1 T
Spearmant I oM LKy A B, & BRI K R
R 96 R AR 5Childsr AT K, M5k FE H
T, HoAth I RAE 5 Child gy 2 LA K ke FE TR FR TG
FHOGHE.

FET LA RS AL, FATTA R R A Ak BT I
F, ANE H I8 SRR JE R4 T A A ZE AR,
T IV R S5 3 TR JHF 0 e A 22 S 4R 0 T A
FEJE L XT B R, O IR 2E, BEIR
FRIEN D T35%. RFTHES A P IR A E AR
FEE X TChild CHUE, B UFIE4h T IS
FRVRIT, MERFIhREXGE £ Child BEE W FRF
J&i 94T PSE. X Child B¢ 5 )V .
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Abstract

AIM: To determine the expression of WW
domain-containing oxidoreductase (WWOX)
messenger RNA (mRNA) and protein, and
evaluate its clinicopathological significance in
human extrahepatic cholangiocacinoma (ECC).

METHODS: Real-time reverse transcription-
polymerase chain reaction and immunohisto-
chemistry (UIP method) were used to detect
the expression of WWOX mRNA and protein
respectively in 21 ECC patients and 5 cases of
normal bile duct tissues. The results were com-
paratively analyzed with the clinicopathological
characteristics.

RESULTS: The expression of WWOX mRNA
was significantly lower in ECC than that in nor-

mal bile duct tissues (8.936 x 107 + 3.253 x 107
vs 1.079 x 10°+ 1.735 x 107, P < 0.001), and the
loss of mRINA was observed in 47% of the cases
(t = 10.145, P < 0.001). Loss of WWOX protein
expression was found in 57% of ECC specimens.
Both mRNA and protein expression had a sig-
nificant correlation with the histological grading,
and the correlation coefficients were -0.583 and
-0.840, respectively. However, WWOX expres-
sion had no correlations with other clinicopatho-
logical factors such as age, sex, clinical staging
or the status of preoperative hepatic function (P
> 0.05). Poorly differentiated ECC had markedly
lower expression of WWOX than moderately or
well differentiated one (P < 0.05).

CONCLUSION: Alterations of WWOX expres-
sion may be involved in the tumorigenesis of
cholangiocarcinoma, which may serve as an in-
dicator for predicting the invasion of ECC.

Key Words: Extrahepatic cholangiocacinoma;
WWOX mRNA; WWOX protein; Real-time reverse
transcription-polymerase chain reaction; Immuno-
histochemistry

Gu J, Wang M, Wang Y], Li YM, Yuan Y, Xue CY.
Expression of WW domain-containing oxidoreductase
gene in patients with extrahepatic cholangiocarcinoma.
Shijie Huaren Xiaohua Zazhi 2007;15(11):1302-1305

LS
BE: % WWOX mRNAZ I % 5% G £ 4T
SR S 04 R GE, AT e R IR FE L.

7% MReal Time RT-PCRF # & & 54721
15 fe 8 55 28 LA WWOX mRNA & 5 1 0L, 541
A% AR 64 JE I 20 LA A xR SRR UTP & 4
M A8 L IR FL b Jr 6 B FGA O, JFRbER
MRNAFE G £ R B 4B A48 P 04 Rk £ F.

L8 WWOX mRNAZEAF M I8 o #g £k
B EAKT B e 20 27(8.936 X 107+3.253
X107 vs 1.079X10°+1.735X 107, P<0.001),
A7%F A Bk B G F A 0GB KR F A 5T%,
EmRNAREZ G kL 5HBFHBALEH
% (r = -0.583, -0.840, P<0.001), w4F#.
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. RATH I Re 26 R o B L B 248 K. 1K
AR T 4L LR P i Rk R KT AT
# Fb I3 4842 (P<0.05).

2t WWOXEAZXKTARALIEEEWY AR,
T AR A TR AT S Re R R A M AF 2 M 69 A R
FEAF.

XEgia: FrorRE B, WWOX; SLEfRT-PCR; #%
HIUL

mZE, £B, THES T, |B. &5 IEBEER
WWOXEMRIBERBPHRE. BREABILKRTE
2007;15(11):1302-1305
http://www.wjgnet.com/1009-3079/15/1302.asp

0315

JF4 A% i (extrahepatic cholangiocacinoma,
ECC)J2 i MM e, FER AL G AN W,
= A RN RS W T BOR 2 T AR bR,
13 DB o AR AR TR 7. WWOX
L DR AT A 8 T S R, A 2 b R
MR RIEPRBEZEN, a8t
AL I 2 1481 JH A e 2 VR S 81 1 IR A 4
ZURTW W OXIE Rl [ B LT 9T, FIEWWOX
L DRI JEL A 4 i e o R BT RS PRI Y, A ik A
TRYT S HOBT AL ST R A,

1 #RR07SE
1.1 AR AR AR T7 IR A RS e B A i P B
2004-01/11F A GIBR A2 151 RH A S B e hs AR, 34
. Ferh B4, L7, R 58.8% . Ul
LU R e, tharAketil, K4k 9.
33 T 24, 113840, TIHH10%1, VALY, 5
1) 1F W EE 20 ZAbR AR R il A . O B i
JE AT RN A4 b, Jo e 22-80° CUKFE i 17
LR R 2R 05 BERHT o BAS T S R oy )
FA B U  -HUTPYEAT S e A A Ge (1, D) v oF
ity EH2A7 AT 2250 93 B 2% 5K 56 k.

H LA RNA PR A0 &0 A 5k A
7], dNTPs, SYBR" Premix En Taq"", miniBEST
plasmid Purification kit Ver 2.0, pMD18"-T Easy
Vector Systems¥y ATaKaRa/ &l ;= i, Power
Script Reverse Transcriptaselld [ Clontech/A ],
240074 GeneAmp PCR system yGene Amp”A ]
7o, LightCycler realtime PCR%& %t JRoche
DiagnosticsA /™ i, RITEHWWOX (28-42)
% i PRI H Calbiochem/A 7], Simple Stain
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MAXPO (MULTI)I& 7 %% H Nichirei A 7], 514
s T A K

1.2 7%

1.2.1 %A 2 FRT-PCR M & K EFIWWOX
FEEImMRNAJF5(GenBank ID: NM-016373),
AT IR IR R HOR S P A X B, et RS
5-GAGAGGCTGATCCAAGAACG-3"; Riif5l
Y h5-ACTCTTGCGGATCTGTGTTG-3', it
R 40152 bp, 751 B 2 FHEE FEAS 2= oA,
FF#1). 100 mgZHZLE M5, H0.5 ngiRNA,
PR G0 pLIR VAR R, 42°CHEH 60
min, 70°C JZ .6 min K515 4 55 1, 75 icDNAS
—HE. KrcDNA—HE )1 uL73 I APCRZ W,
W dNTP. L 5[ # M Taqll, 94°C 30 sTilAL
PE, BliJ594°CAETEL0 s, 62°CIR K15 s, 72°C G
20 s, HL30AMIGER, 72°C LEfH15 min. P=H44lifh
[T LK S, SR A e 7 i ).

4iEPCRAZHI1 uLIN ApMDI18-T# {4,

16 CRERERZ; #5610 pLIEER =Y AN 100 pLk
JF BIDHS o S2 A5 A0 B, 6 B 11 B T8 O
PCRY AN T4l AW WO XIE K. BRE B 7%
FI98E, Amp+LBAAEEFEH£37°C L 200 r/minid
Rige, WL B2 B4 mL, $HT PURIDN A4z
i IFLPCRI N 1 . FIK % e, THE TR
FIDNATHE4251.4 mg/L, 3 HIFR 4107, 107,
10%, 107, 10° mg/L, £ A bsHEih; FGreen T {5
PENERT M, Tag [ N 73 A IMAWWOX T
WE 1) ARAES B ZIRE T pL2 820 pLik
AR R, FAETE9SC, 10's, 20°C/s, 1MEFF, R A
95°CAxME, 55, 20°C/s, 60°CIE k20 s, 20°C/s, 45
TEIN; PRGOS A BT S R 1t 2 73 . RUN
Lingtcycler Version 532841 A8 # % WS4,
TR R A6 & &
122 Sk zafed & RAUIPTEGL D, fAnsd)
RS K, AR B R, FIWWOXZ T LAE
WRIEL 2 200, BHAH:A €@ A7 T iR 40 i AN (50 3
AN, S (O URE. [S TR 4 SRR A
e, BT HE LAPBSAR RS —4L.

Beit 3 Ab3R N HISPSSI11. 58 k4T 45 vt
SR, TEERTERMT T 2 b, tH BT R I Fisher
FETIRILS, SpearmanyE IS AHICHE. R 25 M
JKHE: P<0.05.

2 ER
2.1 # X EFRT-PCRZE RIEFRAE S CHE T
BT Y = 11.16-4.215X, XHFESLIK

| BN
AAF R AWWOX
Rk AR A AR
B, LA “ER
AW ARt
BARE A —
wH, L2 Eh
i, T, AT
REMRFELR
B G . BB,
% ¥RT-PCR5 48
J AR AW gk A
ALt RR, T VARR A
mRNAL & & &
Kk Z a6 £ 5, 2
gt —F AR A A
AT ERE X
RN ACE R ¥
&Rk AR RE
&0 5T K JA AL
) Fo o F G 45
MEFFRE Y, A
HF R AE EWWOX
A B R P
SRSk, BBk
B AL WEB 5K
RFAE, EHIZ
LA R T e
RS T R
ke — T G4 R,
5T TR 9 6 4%
-2
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mZREE 100 -
WWOX%E 45 o] ae
pS3EABEAE KX % 70 P
A F AT 64 EGW / i
EVIFETIN B / /
TA, KA A & 30 y
ey ok, At 20 - / /
A WWOXE B 0] o A
R AL A I T ——
/E%V‘]&Wﬂ'i 0 24 68 1012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46

o 4P I B K
WIAE R, BLIEAd-
WWOX. %% 8
HF & T A
SiRNA% 7 i3
BrRAANIEY
R, Ve KA A
R &g
* M 09 TG B
FME, HERA
— TR B H) B e
Ik EARIT, A A
e kAR %
EXeyi#.

PEERIER

B 1 WWOXBIRIAT B E R tol 1ZHEL

CHfH, Y rE S B 0 Ml 1EH# I EWWOX
mRNAWKJE 41.079X 10°+1.735X 107 pg/L, iH
B2 48.936 X 107+3.253 X 107 pg/L, 14/21
111(66.67 %)% T~ 1EH A, il th W] B2
U, FBAIC S |9 — SRARFIARRE e i 1 (D).

22 Skt g &R BHMESE B, BN
1241, BIPEER A 57.14%(12/2141), HrhEak
FIEBIME1B1(1/6, 16.67%), 434341 B 1 (3/6,
33.33%), {2 Hb 8B 11 (8/9, 88.89%). it 41 i
i 5T S B B RORE, 508 23T BT 40 i 4 (. (1512).

2.3 Gt oA 14/2161(66.67 %) IH 45 i 21 21
WWOX mRNAWKJEAL T IE B, HIE IR
B FAR(e = 10.145, P<0.001), 23 H it
X FHFEAMRNA S & LG IE# S{E FR30%1E 4
JA VT DAL () AR R R R B, 10481(47.62%) 41k
Bk, m A AR A I mRN A 3 K,
ZERAGFRE NP = 0.012), {HiE L4 A
S T AR AR S AL B R 2 R St
i 3, mRNAE SR M. ImIAR 73] A
RETHF DR G2 e R g it 2 X AR
IRG AL AT (= 7.843, P = 0.020), 5
FCAR G PRAFIE 22 S Ge v 24 = L (K 1). Spear-
manZ AT R IR 2L mRN A B o Je d A 3
IEFNH A ) A FE S 2 A 5%@ = -0.583, P =
0.007; r = -0.840, P<0.001).

3 111e

REZ IR I, & W W I (1 44K 38 J5 g 5 R
(WWOX)TEZ i, JGIL 2 7 4 1 e Ak
FAH SR P IR i Bl R o B AR
YEFIRLHIZ DL Ty 3381610 77 50 S5 P53t IRl 75
QW R TR R T AR 3k
[RGB Ty r33 R W R fL, SHIR1E K [ DNATE
U N B 6 O RN = Pl 5 4 N PR |
HEFEOT FEEEbel-2 fibel-x L ik, FHIH T, 12
ki gt ).

B 2 AEADKIHEBERERGHRLACSIREER. A: F
MBI, WWOXZLE AN, x 100; B: MRS,
WWOXFE T, x 400.

W W O XK PR 7E i A 308 g v A v A 1) %
A IS(LOH), H 5 AL LR EEME, (HH
BT IR AR B AR WARE. A5 HReal
Time RT-PCRI%E 73 fTWWOX mRNATEHE
S TR ERIA, R I IEH I 4 AR IA AV E
5, IR RRIBRAL, ZRAHEIIERY
A 4 EmRN A L 3 20 L 4L 2R B 2 T 0 48,
ZERAGFER NP = 0.012), 5 HABIKKK %
RGN R, B WWOXIE R 6k 5
SMGRRFEAR G, 15 SCHR I S5 AR STk LA
5 B P CRIF HLUK B R 2K B 41 4 LU HEAIR30%
HAIE R, TR E LOHRE
FEAMRNA St LG IE 3 308 AR 30% 1 A 240 b7
B DR ) 0k YR AR B R AR R bR, RIL 5
AL M EZ 1) R AR TG DL AR— 3L, 14/21415%
BT IEH Y, o 1o Rk B R T
30%. Sl A R I kR 12400, Hodmsr bk
L, R RSB, 2= A gl %= X,
ARG RN 2% 22 R g 24w X, 1460 H%
FEPRAWWOX mRNA =A% 157 ¥1H, 1061
I 30%; 11261 G AP FR I, & SIIE
30% LA P [ 3B A6 N f e (8 B 1, — 191 e ik
30% I IR bR A s A AL Gt BV, R AR
IEFIMRNAZK I A7 AE L 22 57 JR R 22—l g
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[ TR RERis

., _ mRNAg_g _ . Pl GzAlk . Pl
PIEN007 ng/l)  ARAEIR(107 pg/L) PRt BRI

T4 <505 7 7.326 3.165 1.675 0.1 1 6 35 0.159
=50 14 9.741 3.092 8 6

el T 7 8.038 2.029 0889 038 3 4 0.01 0.676
5 14 9.385 3.705 6 8
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Abstract

AIM: To investigate the expression of signal
transducer and activator of transcription 5
(STATS) and target gene products including
Cyclin D1 and Caspase-3 in human colorectal
carcinoma (CRC), and to explore the mechanism
in the tumorigenesis of CRC.

METHODS: Primary colorectal cancer and adja-
cent normal mucosal specimens were obtained
from 60 patients undergoing CRC resection at
Beijing Haidian Hospital from December 2003 to
December 2005. Western blot analysis was used
to measure the expression of STAT5, p-STATS5,
Cyclin D1, and Caspase-3 in the cancerous and
adjacent normal tissues.

RESULTS: The levels of p-STAT5, Cyclin D1,
and Caspase-3 protein were increased in the can-
cer tissues as compared with those in the normal
ones (P = 0.028, 0.035, 0.046). Over-expression of

p-STAT5 was correlated with TNM staging (P
= 0.026), and Caspase-3 expression was also as-
sociated with TNM staging in CRC (P = 0.041).
Caspase-3 was in a positive linear correlation
with p-STATS in tumor (r = 0.412, P < 0.05).

CONCLUSION: STATS5 signaling pathway may
play an important role in the tumorigenesis of
CRC, and detection of STATS5 and its target gene
products may predict the malignant potential of
CRC.

Key Words: Colorectal neoplasm; Signal transduc-
tion; Signal transducer and activator of transcrip-
tion 5; Cyclin D1; Caspase-3; Western blot

Ou YS, Ma XT, Yu LW. Constitutive activation of
STAT5 pathway and overexpression of target gene
products correlate with malignant potential in human
colorectal carcinoma. Shijie Huaren Xiaohua Zazhi
2007;15(11):1306-1309

ik 2

B#: 5 ATSTATS A 3 ¥e L B = # Cyclin D15
Caspase-3EZ AMBMLA T oy kAWK, K
WSTATS A H Yo 3K B = 4 f£ 45 B W & K S L
&P e AE R

FiE: KELTHERERIA2003-12/
2005-122 F Rinrk 4 45 A M J& 47 A 604, &
JAWestern blot#s& M| 604 & A ML 2, iE
A STATS Z 3 ¥e A B = 4 Cyclin D15
Caspase-3 & iX.

£ R p-STATS, Cyclin D1%& Caspase-3 & ik 7K
TFELEAMBARTAR S TEFFHEEP =
0.028, 0.035, 0.046); p-STATS & ik KF 5 5
#9148 % (P = 0.026); Caspase-35 2 #A40%(P =
0.041). p-STATS55 Caspase-3/& 45 A1 fz 4L 47
PR GA L2 LA X (= 0.412, P<0.05).

i STATSE T H# FERTREL AN
A AT PR EZER, ML ABHET
STATS B 3 3o bk B = 4y 64 & ik =T VA 5w i 5
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STATSEHe % ff 5 e & 1T 5 #GE T H K (signal
transducers and activators of transcription, STATSs)
O R0 AR 7R TS 5 e S N PSRN 1 D 1PN S 5
SN I AME T G, AR T A A A R R Y
DNA v Bt, IR DR ¢, 520 40 1 189 5
SRR T STATS 8 1 5t 0 5 2 Fols
PEMOR A R K TiE s OIA %, (HE R T
STATS5 5 e 3t % 55 45 EL s (5L i ik T
IR, AHF5E N Western blothllSTATS(p-
STATS) J¢ LA K =4 Cyclin D15 Caspase-37E
S H AT I A5, S HTSTATS e HHE AL K]
75 G E RSBV BE I R AR

1 MRRSE

1.1 AR R AL ST E B B 4 FF2003-12/2005-12
LT RVIBR 045 E i br A 6001, 4F#827-81(
£765)% ; A JG i B LR - R AAUHE: & oAb i
1645, oA 3041, %70 1h s 14451 e
43 W42 18 B PR U BC B (UTC O TN M4 3, 43
o TIALE). TT3060. T 1961, IVIH10%4I.
T TR 5 15-20 min P RS H 4]
G R 55 W R R A 3 by xR GRE IRg i ok T
5 cm), SLRVE AP ORAE. BB AT ARHIAHE
WAL YT B 0T IF B MG A & 1. Western
blot™" HIPVDFJE I [ 2 [E Millipore A 7, %W 5%
PR R B 5 E K odak A & Brfg HiikIl H 5%
[ESanta Cruz/A ). TGFRUE ¥ i 5 11 H
F[EGIBCO/BRLAF]. ECLAL 2= KGRI £
H 9 [ Amersham /A @] . 348 55 (1 0 Mg B 38
FEBio-Rad /sl FLAbIR 344 4 1 A4 % 4l
T 11 9 [H Sigma 2 #) .

1.2 7k AL TR H 2% (150 mmol/L
NaCl; 10 g/Lid48JHER44; 10 g/L Triniton X-100;
1 g/L+ he el iR, 10 mmol/L Tris, pH7.2;
1 mmol/LIEAERH; 1 mmol/LIK FEEMET; 1
mmol/LEALE; 0.1 mmol/LANALEF, 1| mmol/L:%
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Caspase-3
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1 STATS BRI ESE R IEEIFERA QDR
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it 28 25+0.3 43+05 3.3+03
FiE (5)
=65 26 28+04 0.736 48+0.3 0.825 34103 0.870
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I AMDAH 27745 Caov-3h 7 4L, FHT
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(Caspase) e — R R A R IR I 71k 1) 21 Dt 2
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L, H AT ORI JE 3 28 B S0 I %
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G E R G, Yamashita er a/t" )N
STATS B F M MRS TAT SaDelta740%; Y 3,
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AT, MCaspase-3FIEFIMCF740 il A& 52 5%
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FI0 %, Caspase-33ILBHS TATSYE 52 il i
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Abstract

AIM: To detect the expression of heme
oxygenase-1 (HO-1) in human esophageal
mucosa with reflux esophagitis (RE), and to find
out the role of gas messenger molecule carbon
monoxide (CO) in the pathogenesis of RE.

METHODS: The distributions of HO-1 protein
in the esophageal tissues of 77 RE cases and 20
normal controls were detected by immunohisto-
chemistry (SP method).

RESULTS: HO-1 was expressed mainly in the
esophageal mucosal epithelium. The expression
of HO-1 in RE patients was significantly higher

than that in the normal controls (0.2334 + 0.0511
vs 0.1776 + 0.0164, P < 0.01).

CONCLUSION: Abnormal expression of HO-1
exists in RE, suggesting that CO may play an
important role in the pathogenesis of gastroin-
testinal motility disorders such as RE.

Key Words: Reflux esophagitis; Heme oxygenase-1;
Immunohistochemistry; Carbon monoxide
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Abstract

AIM: To investigate the expression of PTEN
and P16 protein expression as well as their
correlations with the pathobiological behaviors
and prognosis of PGC.

METHODS: The protein expression of PTEN and
P16 were observed in 56 cases of PGC and 26 cas-
es of gallbladder benign lesions were observed
by immunohistochemistry (CAS method).

RESULTS: The positive rates of PTEN and P16
expression in PGC were 46.4% and 42.9%, re-
spectively, significantly lower than those in gall-
bladder benign lesions (92.3%, 76.9%; P < 0.05).
PTEN and P16 expression were associated with
the invasion, metastasis and prognosis (# < 0.05),
but not with the histological types and grades.
There existed positive correlation between PTEN
and P16 expression in PGC (r = 0.8746, P < 0.05).

CONCLUSION: Down-regulated PTEN and P16
expression are involved in the occurrence and
development of PGC, which may be useful in
evaluating the pathobiological characteristics

and prognosis of PGC.

Key Words: Gallbladder neoplasm; PTEN protein;
P16 protein; Immunohistochemistry

Xu YH, Ou-Yang B, Yu GZ, Guo RX, Guo K]. Significance
of PTEN and P16 protein expression in primary
gallbladder carcinoma. Shijie Huaren Xiaohua Zazhi
2007;15(11):1314-1317

5
BH: #FTPTEN. P16 R A & & P 49
kG R A M AT A F TG M £ R
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L5 PTEN. P16AERA ML &R PR E
K FEHA6.4%, 42.9%, REK TR E R R
%(92.3%, 76.9%; P<0.05). PTEN. Pl16%&ik
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(P>0.05), 52 zegiZiE., 5 RE0A T
#% (P<0.05), PTENA=P16 F & & & ik A 12
% PR 2.4 EEA8 % (r = 0.8746, P<0.05).
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1 PTEN, PI6ER A A== DEIPAMTRIK(ISP x 200). A: PTEN; B: P16.

FENFEVF 22 J5UR I 96 R 40 M Ak R A= Bk 2k, I3
S8 20 G R T AR G, A R R DR SRk By 5 i
PR (R4 22 RV AL AT UL JRAT T S e L 2K
SO IERCI T IHERE A Z P TENAIP 163 K 2%
FIRIA, PRI H 5 R385 105 OC &R, I iH 32
P B TS PRAL S R b,

1 MRRSE

1.1 A o E B R B 58— e B 3 1 B
1996-2001F AR VI B 56491 J5 1k IH B b AR,
S, BEVT 5. 196, L3761, 4EEY(55.4
+8.9)%, 26/ N2 [ 5 A2 (225 N ZERIR . 4
INEE 54y [IR e B R e = S =TI LI (39 2
(LG AR I ). BRI 53 ) AR R AN =
TR, WSS R o BIvE. BIYEPI4L. A5
ARZA40 g/LAR/K AR E, AR, 4 pmiEs:
P, Jorp— W HE L, DU A B2 K
BBt APTENZ 5 B HUAF /) fl 5t AP 1655 i
ifk. AR IEER (BT ML AE S TR &R
SE(CSAKitE I A P} Dako A wl.

1.2 7k RACSAE () A F il % /K, PBS
YE; (2)/%30 mL/L H,0, 4P, %520 min, PBSTE
3 min X 3% (3)4 % IMPTENFIP16—$t, 37°C
RE 1 h, PBSUE3 minX 37, (4)7 5wl n A4
FZAbPTRIgGA © 300) 37°Ci FH 20 min, PBSYE
3 minX3K%; (5)% 1K Streptavidin-HRP(1 : 500)
37°Cif 20 min, PBSYE3 min X 37K; (6)BT(0.007
mmol/L) 37°Ci#d 5 12 min, PBS{E3 min X 3X; (7)
%2k Streptavidin-HRP(1 : 1000) 37°Ci# & 20
min. PBS¥E3 minX37K; (8)0.05SDAB/N30 mL/L
H,0, %2 (%, 8-12 min; (9)UWR/KYE, IAKGA B,
b, WA . g R AE: SE H AP TENA

—HUNE J B M . PTENFI M 507 - 40 i i
R, PLOEN, T4 A%, BEALEFE104 5
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& 1 PTEN, PI67EfEE R RIERZPRIRIA

PTEN P16
A 7y PEMER(%)  + POER(%)
ERIMEERE 56 26  46.4° 24 42.9°
BERMEHRT 26 24 923 20 769

°P<0.05 vs BEREMRT.

FERLET, THEC1000 fihygs 4 i, 155 BH 7R 40 i vy
Jr#, PTEN. PLOFH LA ML o Jihed 40 M =25% 4
BRI, <25% A AME, XS .

Git% B CRK, HX R
Spearman®§ AR AT K, A J5 A A7 R 5 B K
M Kaplan-MeieriLi it 5L 4217 %, JfHGehan's
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