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£ +F EDITORIAL

[R & PERE [ ATRE L B SIS Rt R

EEW, EAY

EFEWR, kT, FEEFHFR T B ERKS LT
Fo B A B At LT 100730

RARAFALFIAE, No.30471617

RBBE AR LRI (863 i XN ERERALTHRA,
No.2002AARZ2011

BIRASEE: 2XE, 100730, LR, PEESRNSFPEINFIE
R A RIDFIERZSEA. yongzhelipumch@yahoo.com.cn
E315: 010-65295416 {&H: 010-65295416

IWASEEE: 2005-11-23  #2HHA: 2005-12-24

B

JR AV e T RT AR A (primary biliary cirrhosis,
PBC)A& — A% b i i3k b B2 7 i A M R 7 9%,
VAR R BOR Ay 2 B F A AR Ry AR AL IR
K, F vl A AR A R £ R
& B E AT IZOR A AR S 5T
B IE ¥R E£E5E L. HZAFHPBC A & htkik
AR AR T Btk

REgiE: AFREAL; RRTHE; B B3R, B Sk

FEN TRE. RRMB TS ESTURERTHE. 8
FUENBIZTE 2006;14(3):245-249
http://www.wjgnet.com/1009-3079/14/245.asp

0515

Ji A PERHY TR FEE AL (primary biliary cirrhosis,
PBC) & LU P4 4l /N IR E A iR 1 100 AT 1R A 3R
P TTHK 9 RE T O0AR Dby T ERRAE, IR KRR
PERF AR IARA L Je 2 3 ST A A AN H- AL
PR ek B 5 e V. PBCAE T2 4F ik
L, Aot a0 8. IRk, i eI T
N TR AT 3 R A, X Rk AT g 5 A 10
PR A IR R 2 W7 B A R 18 w5, 5 ) 2 et
£ G5 VEIH 0 AH O B B F0AA 5 22 1) 1 R Y
AR, AW AFEER1Z 509 %58 I ml g, PBC
(0998 DIAN B, 12000 3 5 OF HoA 28 7 B 5 e 1k
PR AR % LI S AR e B
SRR B G O AET A M S, DR AR R A
— AR E R YR A B S YRR . R I
TG 7 I 2 Re i S2UIH R (UD CA), HAE I
PR 7R T ARG B VR T7 28R T A5 50 114 e 0
TE A R R R ) v, ARG B AR

www.wjgnet.com

R BATHPBC A E A B PR MRFE &
Fllf R SCHEAT T4 R 3.

1 MERHEAIIR (antimitochondrial antibody,
AMA)
F M L9654F NATTE I R TP B C i LT Hh A7 1
P RARDUAR LK, 1 H B Pk 2 KiPBC
BRI H .l TR RS A 2K D)
RS b A P TR G 5 5 Y 1) 7 A W 1k
H &Pk, 19804 LA, i Al 35 103 i 15 08
SCHE, RILIEFrcDNAGR L 1 PL AL B AT &
TR S T e S By, L R
VAT 15t S A AR i R T ELISARI S 2 B
IR 7 EAE B, Fehu a2 B L T W 1R 05 A
HAERE2M N, 215 PBCHE T 11195%. =i
JEAMAJEPBC g % 1) T2 1M 75 2 b &P, IF HiX
P EEAMARLEPBCIIR IR . A4 FIZH 212
LWL ATk L. K, AMAKS I K A2 WiPBC
{14 LA T H

AMATH] 73 JM1-MOFLOA A H M2
P BCH: SEPEPUAR. M2 BE ST Rk £ ki kb
2-%8 1% i A 5 A 1R (2-O AD C) 1y —— 28 pg 731,
2-O AD CAu 4% A 1 1% it 21 52 5 AR E2 0 5243
(PDC-E2). =74 1 R it AU 52 A5 PRE 2311 FAvr
(BCOADC-E2). 2-fii [} — MRt E M 52 A AR E21T
LA (OGDC-E2) BA J Sk < I i I A Mg &5 45
HH(E3BP), i LI [ N2 £ X PDC-E2. 7E—
TS R, 836 AMARH PEIPBC i i,
47814 574 kuffJPDC-E2H155 kulfIE3BPAT
SN A AT 245 552 kuff)BCOADCHH [ .. PDC
P IRRAL  BEA T P T I DX RH 0 43 A R It X
{EPBC I LT H FH % %8 24 95%; BCOADCH!
OGD CIIHLIRRALAL T HEEEIX, BH MR 751 A
38%, 399%-88%"%. =Py 1] AT X B, He
I A5 0 BH 4 352 ] 75 95%-99%, 11y FLAE S M
R .

BRM2 I T2k bR HT A oh, FoAth % T highi
A R(IIMA. M8, MO)XP B C A il th A &
TR . AR W g 9 OGTE RN 78151PBC

m¥E %4

AR Itk E
M4~ % FTPBCH
4 F kAR £ AR
BT @ik,
) *FPBC4F -
FAR L AR I
. M IR R
H M e9PBCAE X
Bkt iTT
183K, St xR
FAR P AT K
AL AR
B g HRAKER
SOX134TARHAT
T o RNG, T
& T #Sp100
AR, T H
w e G R
(PML)#4K . 4t
gp21l04utk . 4
PB2Hi AR B H A
#B% /K (LBR)#
K. AR EA
* % Bk (anti-LAP)
R FAREE
FAR(ALA).
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HE I A5 7A45(94.9%) N HTM2FH T, H 304
M2BH 1 5 25 o 5 16451 (53.3%) HL M4 BH P R 4451
(13.3%) HLMOPHPE. M2fEM4. M8FHHEZ WL T
PBC/™HL KM, M2EMOPH PE L WL T4 0 i L
MPBCHEAMZEE. e NHiMA. M8, MI#L
IS A G 8 5 6 7 VAR HEAS I, T DA AE A
HLMAFIMBHLAA I3 ¥ Al FHE L ISAFIAMA S &
S (R 725 AER MO A IS Ul FHELIS A
oY A BV 0 5 v I BB I3 2 AR b 2 B AT
TEWGIARME, AT TR LTS .

I CAESLAMARIAFAEXTPBC I W B AT
SMMY. Ya R Dai er a/™%f 2945 AMA M2 #:11i]
TG PR 32 I 19 A5 HEAT JFR IO 2 s BRI 5, R
I93% B H LR FFAPBC, b1 76% & & 1
2 aN i IIPBCIRIRK I, 2211 K J& il i RPBC
SR, 24003 JE A T D Be S JE AR S B
TR, X s g o, AMARR P BOGPBC
I RN, R I R 2003 B SR w0 2 Bl 12 WL 252
XL T AT IAF H &5 18, AFEAMATR/RIL
HAPBCH] B WAL E, STk
FE A v B A T ) PR 0 A 1 — 2 R A W IR
PBCEH. X TAMAW MG F) T 8510
FUHI B2, D AMARS I B A 12 TP B CIF
LM EHRR.

2 JUZINAK (antinuclear antibody, ANA)
V25T CAE B ANAZE 2 WP B C ) 5 b
. KZ50%PBCHEH HANA, JLHIEEAMA L
BH A Bt T 1 by T2 i 9 — R AR, e
FE AL AN [ 1) 757293 B 964511 P B C A6 45 #1283
151 fele Je o A4, 5 R R L P 5396 1 B o e A
MHATANA. HF127%H1Splo0HTARH . 16%
Higp2l0HUARBH T . 16%4T 45 22 R0 Hi AR BH 1
6% PUIZMNE RZBZARPUAIIVE. 16%HT 2 4% A
RUGUARBI M. 7E130 i B A4 (HTSp100. gp210
ARz Z B2 AR HTAA) FHPEP B C A A7 91 &
AMARE. 15 BIX S hUZ A EAMAR 1
BRI, CAR BRATIA LR WU P Ak,
2.1 Sz S HAR R RIE LR SEHiZ St
P BLAE BT AT IO LB 40 Y. i B
AMABIPEPBCH 14760% 4 BHPE, EAMA
BH I 858 A7 20% 4 BH P, 2R A B+
AMATEPBCHE A 2 W, 48 FH IR) 42 fo 1% ¢
FeIFAR A, R AR A% s PR 1k i3 (1 A
o3 Z4 40 M v] WL5-204N HUTE 1) AOIRIORE, /AN
[) HL A3 A A A 2 b, 4 s e 2. AE O

B0, A PR R PO AUk, RIS pl00ht ik
FPT LR AR B 11 05 (PML) oA

2.1.1 #Spl004utk HiSpl00PLiALPBCH: 1t
B 5 oAk, AL HTIESp100 Ky i] ¥k 1 L W 1R
I . K Z120%-30%P B C H 3 I35 & A
PISpL00#% & (™, %Ik (EPBCHE L N
97%, HABUEE 300, kB, dlifk izt
J5i, 3 %ISp100fIcDNAJT 1, H I HEL Ay
1443 bp, ifih481 N LR, 415 453 kull
H . Spl00KE [P A LA AN X, Horh—AM7
TN 40N S B IR 1 X 8k, L5 AEMHC T
0y T IR 5 A 30 2 1 i 1-609% 1) [ Y5 vk
AR T 2 Ik Cliig, 5 2 P i s 1
R A B A AP, B PR e
O, Hoh PR e A T 2 R IR
(11296-31147, 25 APl Yo FEAL T2 JE IR 1)
332-3514i7.

XPBC A HEATHISpL00 [1 5 ik, 45
KRB R HAAEES WA E. R SR, x
100141P B C &3 sl -h 4 35441 A HiiSp100%Ht 44
BRI AT R o, 89%IPBC iR 3044t
Sp100FiA Ky BH AR, LI 3438 $iSp100 A &
PR EPBCHEZ N2 Wi, HiSpl00fifkIr b
WL R B B S e s (o, (H BH AR
<3%), HFHMEHH 2 5PBCE YA, (HAHAE
BT AL, PUSPLOOPLAAXTPB CIFIi2 Wrids wh 25 4 i
TGRS T A, 3047 %5 32 e,
2.1.2 FT A dm itk & gk (PML) 44k PMLAN
Sp100#&PBCH K H S iR, PMLER 4 41 il
HALFI AR N A, e R IATE Rk
20 60 1 L A B e A ik A i B AR
KPMLAN N, I HTP M LA 22 H BLAE 4t
SpLO0HL A FH I fr) 2 v . £590%1PBC /i
A [F] IS 2 5P M LETA 4TS p10OHTL A4, P
HAT AR R Ut ARy e v FLH BI4S p1004t
PRRIBTPMLPTA I PBC i 3 15 3k P, Tl ¢
Z&. UL E 3, 7EPBCH X FIRE I 1 HTSp1004T f4
FPPMLBLASE R TR T PBCH FHIH12 I, 42
1 TPBCEIH 2, I H AT &SR e, 2R
PBCIHH E 2 Wihrik.

2.1.3 R HedAz SR il R IAEPBCH A7 4E—
FROBTI E S U RS, A AT A4 3% 825 p100
FIPMLEE 1, AR A 1N 2 3 AH 5% 1) 4 i A
T-(small ubiquitin-related modifiers, SUMO)™".
SUMO-1RISUMO-2 },SUMO-3% [} {7 £ T
FOAAZ AUEE R R R B 0. AT R E

www.wjgnet.com



ESN F BRI HHA R L ESTNEHFEE

247

MIUBLAZ 543845, SR i 2 1 30 S A 41 g
HEAE, (AIEATERIZ Z . SUMOSS & I
HA S FEALM, Wi s aiEr &
R A0 B S R AN S e, A FIE R, #2994
HTSpLOOHIP M LFTAAR B ¥ P B C & rh ] 46 il
FIHSUMO-2FISUMO-14i4k, HAEPBCH IKIFH
PEF N 42%M115%. (HAEHUZ Rtk PEIPBC
B IR RBLPISUMOSUA. BRI bt
SUMOFTIA I ZPBCH)—Flugr L [ S Pk iy,
22 WG A F Kk PUZUE A SPiRCE
BoRY H B G R A — 2 AR S ED, Ik
ALB R VE 2 E 5 S5 PR B e SN
PRSI P IR BT R 7R B AR AR A, i
Toft A% FEE £ T S BB P DX 3 4 . A A S 3
AFEAMEIE . RIS LR BRI 2 2.
AN IS 7 2 1 o X Y, A A A KR T A
SR B AR IR SE B B 1, T T A% AR
SR T E Y. A5 IG5 A A% i 2
Z A ALE A R AL, AL AR e A%
ELY Yo NG s e ] (BT B I NI K Gl 4|
7120 nm, 4> 54124 ku, 1180-100 4K i
R, Y352 gp210AIP62 W Fh AR 1R Y. AR
—HAR10 nmi¥y ) AR S5, S5 A% PTG Py T
gk, AR E S FI R O RZ 2 (lamins),
— W5 A =% lamin A(60 ku). B(68 ku)fl
C(74 ku), Frir AIEAA/EDEY. X 5 fe e Pk
JE993 102 Wi LA 35 L0 DA U {8 ) P AZ A (%)
REAPUAEEA: Higp210fiik. HiP62HiiAk.
PO R YA PO RS 2 IR P
B2
2.2.1 #gp210#th 10%-20%P B CH Al
PLgp2L0PLik, 26 fasie Y €k sOR 1) AT A
M. gp2102 —Fh EZIBEE QAL A,
THEEH210 ku. XA R AN A e, — A
1 7832 SER I X da, — AN FA R 201 2 2L 1R
(1135 7K 5 By BB R — A Ji 1 584 2 1R 1) JR i
viir. CLUEIHFEPBCHIX L H B B ik £ 2 5% &R 1
(R BEIREAT SN, A oY, 436IPBCH
rHA 12450 WK I 2 g p21 0Fi A, 7Eix 124 h A
A5 5 I 55 g p210FR ISR HEAT SN, 418
1] £ BB R AT 2 A7 T 1 783N E LR KX
B, IXFPIgp210H A U A D BB AR A
AN ORI AL s N DX P PRI A7 SN, 5 —
AN 5 5 Ctg— B LS N AR R M P B R A
SV

PLgp210P LA EPBCHI —AN 2 el i 1) i
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PEHUA. 18] S B MIELISARI T 25, RILIL
S P iR 9996, MUK I A 10%-41%. %
PpAE S g A 5 e I g . R
T~ 2 RAEWLIE B T HRER A e R AR 2D WL 1.
kLR, Pigp210 H S P& i2 WiPBCIr H %
H &4k, Miyachi er a/*" %} 1754|PBC 3 HEAT
WEST, &5 A I 146451 (25%)Htgp210 H & Fifk
FHAE. Hytgp210Hik7E 12 WP B CH AT i B 1K
Fr SR 5 Mg p2104 AR T 5 AM AR I Hy
B, HARAE T-20%-47% AMAT T IPBC .
XTIRIR AR 2R BEE2PBCIMAMA
A (0 H o, A M A 17 15 ACE IR AN g 78
FHEESGAEIE(NS THRGAIEES) M B,
Pigp2L0HT A M F AP, HhAh, Higp210
5 oA L BILAE A B S IR SRR URI ™ 2
Thfei s b, FoR LR B A R0,
2.2.2 #P62HLAR PiPE2PLALE L WIPBCH A
IR e S, JURBUR I 4 23%-32%. B T T4
CRATAELAAL, A5 FA T 55 1 B S s o
ARAT IR R P, %R REPT L — P A% AL
B M T E62 ku. F S 9 R
PBCH#, BF ML IM62 Kuk X, kX
S A% ALS AR LI R B L G B
EOR, PPE2 R (IR E PR ILE AR A
PRI —F e A, JEPBCH—Fh PR, 47
WFST 2 B, 17541 PBC 2 1541 (13%) A Hit
PE24L A FHYED. P64t 1A ] fis 55 PBC & 2 )95
kA K.

2.2.3 HAME Bk (anti-lamina B receptor,
LBR)#fk LBRIEIZIEP ISR F, ATLASS &
BRI LT 24K 11 M WUEDNARIRZ R 1. Hit
RS KB SRR AT S 45 & AE IR 2B 11160
MNEIER IR IEI X, X2 [ G PR A 5
DX N B LR ILLBR /NI R A S 7E 2 LR 7
51[1)1-60. LBRYEPBCH HA IR mi e Sk, 1
2 LR I (1%-39%) 727, i 75t U175
#IPBC & # h16HIHILBRIAME, &L K%,
Jf HLBR# H L T-AMARAPEIPBC i34 1l i v,
2.2.4 FAMFEAX % Bk (anti-lamina-associated
polypeptide, anti-LAP)4tk T ILPipsr sk
LRI A IR Z, PILAPHUAR M FEPL I
P T A% P L1 5 A% AR 2 A 45 I L AP Y,
5y ALAPLHFILAP2P . 15— TAH 7T rh 15 4k i
HILAP2 L HL/E31HIPBC R F th, 4/
16%%%. BRiM1, HILAPHUA ARSI AR 5.
DA g L AP % 128 77 Al ¥ 5 B s R v, A
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RV PORIE . (35 5N BIVE R 2 RS
Ko BERMETIREGAM . KOG 2 UUR. Pk
MREFAE . MRS R BN EE A E R Al AR B
B3 32 PR i IR B DG R 45

2.2.5 #ARE Z #utk (anti-lamina antibodies, ALA)
ALASURPUZ LT IZ Bk, ALAG (N5 40 Hl i%
DRAIANAE —ANERI S P ESL G
RO TCRh A L AR G € B A T DAAE o s B
e R /] = 9 S £ e 7 v (LA O (31
BEIAZ USRI 728 ALART R HE— 25 (1) S i Bl
A ELISATHAIALERE. 45 #iE7E374IPBC
73191 (8%) WALARIYE. ALABL/EPBCE:
P, AR IRE S RS AR L I PUAE
DAEURENR S5 A A L /NBIR A RE 8 B2 5

REMEABRA . IR % Tl KEGH
it THREEAAE 180 17 5 s v I T A
ARG VENE 55 LR B R .

2.3 #SOX13#u4k fEPBCHEH — Rl 2
B3R FSOX13(1CAL12). SOX13H A& 1E N
EWE IR AH I 216 1 BB SOX13 /& SOX K ik
T SRR R O, LAE ST A (HMG),
FAR LK HHGMLIFIHGM2. HtHGM1FIHGM2
PUARATAET 5 Gy E A o8 R is i 1 &5
Rrp BN, WU S DU A
MHTSOXIB[I AT, o4k Ry 18% % 4 /EPBC
BT, 13%E A B S MR R I A, e
IRAR 3 AE FAh 1) 2 RGEVE A 5 G e VR
. BPIHMGLRIHMG2 K AE/EPBCHI A% Ay
30%#1135%. HiSOX13FIHTHMGH /A AEPBCH (1)
HI A B R X

3 HAhAIPBCAAXBEHIA
BRUL B & Piikst, &L [ G ik tnr
MAEPBCEE . 1 20%-50%3¢ 1 1t WL 44
(SMA), EATHRIEAEPBCH# 47 19% 119 51l
PISMAFHPET, $185 4 fiHtik(ACA) L ZPBCH
f—F A S Pk, P2 SPikBEES A S
G e VEIIE )N, f&—FIDNAZ &, o
h86 ku, FERFFEH R FLAf i (R BH R S Y 2 Ay
10%-20%"", 1 F [ 3% % 32 9 S 1R I vl LA K
I, PBCHEH T ACABH T t:PBCIH A A H &
PUABHYE, B WHIJEAMA, PBCHEA 11£120%
IAMARHTEFEACA FHE.
PLEFRATIAH T WL 5P B C#% UIAH JG I
HE Pk, K& B SPUprEr o r gL, 14
PR T N AR 0 R SR St e AT 3RAT

Al LLE 2 H Pk 5o -TPBCIIZ I A
J7 BAT R X PR s 2 S oy T A
ARIPINF, 8 FH e BN 728 v sREL ISATE A IPBC
FFHTRE P, TEIGIR EEAT R R 8 A .

B R T BB v, R PR A
SR R IR, B G AR i B
H 25 AT, 32X 28 15 B oA iy I A 12 W i
PERRA P JFF R A 1 T AR A, BRATTIA A X X 2
5 P BRI RS 4 A5 B8 22 (19 J R ek
JH- A4 £ 25 15 81 A ()12 T R IE A TR VR T T
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Abstract

AIM: To investigate level of Runx3 expression
in gastric carcinoma, and to explore the main
mechanism of Runx3 down-regulation.

METHODS: DNA, RNA and protein were ex-
tracted from 25 gastric carcinoma specimens.
Single strand conformation polymorphism
(SSCP) and microsatellites were used to de-
tect the mutation and loss of heterozygosity
(LOH) of Runx3 gene. The methylation status
of Runx3 gene was examined by methylation-
specific polymerase chain reaction (MS-PCR).
The Runx3 mRNA and protein were detected by
reverse transcription polymerase chain reaction
(RT-PCR) and Western blot.

RESULTS: LOH was detected in only 1 of 25
specimens, and no mutation in exon3 of Runx3
was found. Methylation of Runx3 promoter re-
gion was confirmed in 55% (14/25) specimens
and part of gastric cancer cell line MGC803. RT-
PCR and western blot indicate expression of
Runx3 in gastric carcinoma were lower than that

in corresponding normal stomach tissue.

CONCLUSION: The expression of Runx3 gene
is down-regulated in gastric carcinoma, sug-
gesting a possible involvement of Runx3 gene in
carcinogenesis and progression of gastric cancer.
The main mechanism of this down-regulation in
Runx3 expression was related to the methylation
of its promoter region.

Key Words: Gastric cancer; Mutation; Methylation;
Runx3

Zeng C, He XS, Luo Q, Zhao S, Deng M. Runx3 gene
expression in gastric carcinoma and its mechanism
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BHEY: YLAERUNX3A F EAF B4 LR A0 R IE
ORGP R R AR S ST R TR
# B FE AT T AT R

Tk 4254 § FArA2ATDNA. RNAF %
BRI, AR E4EMF % S (SSCP) ik
TR, MRunx3E B R L fesk K F L. A
MSP(methylation specific PCR)# | 254 5 J&
AR B m ek (MGC803, SGC7901)#) F 34k
KA. 5 R AR G P i ik (western blot)feif 2%
&R ABr4% R (RT-PCR), #mRunx3%& & it
F#mMRNAK-F.

LR E250) B RARAK PR I—1) At b
%, REIRUNX3IFE 24 EF R E. MSPik4
m F AR AR P 55%(14/25) & & B 3 F R 3R 8
WAL, B AR B % 2 e MG C803 F Runx3
L H R AT 34 F R4, Western blot#RT-
PCRAILRUNX3AE F /& 4 2 F &8 9 4K
THa R EFH B A% (&G 50 178 £14 404 vs
95 020+43 136, £<0.01; mRNA: 0.66+0.31 vs
1.06+0.34, P<0.01).

5 Runx3AH R B /a4 P Rk BB 4
PR TR RTZELARS BRENEARELE
A *%. Runx3A B & A FiEepLH 222 H A
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RunxZ % il i1 B HERunx1. Runx2A1Runx3.
Runx 13 K if 8 T 4 5 (1™, LT g ks 5
30% Pk FTIE A3 2. Runx23E R 1T 44
R L Th R S B Y ik B I R
5, W SkOR B . Runx33E [R5E A7 T A 4
o 4A1p36. 1 X 1, ERUNXF R E KA 2 —,
i Bt 5 DAL St 30 A R R B ) — A g R A
I HAR AT A& 5 R e 1) QB PR . BF UK
B, I T Runx33E K& IA T BE£140%, 1)
FERE RN B I AN, Runx33E R 2R IA T B ik
90%™. FR AT I 5 th Runx3FEEIMRNA
HUVER A 08 S 3L 55 i PR BT IE &R, AR
Runx371 199 & A J I/ E .

1 #RF5E

1.1 A BRI I 55— < 7 2004-05/2005-03
F-ARUIBR 12541 1 9o S FAH N IE 8 2121, 254
brA, S5, LPE10f, Ei45-68% , T4
66 . L 4 it 534k S oK o4k A AL TR 1841
A B R IR TR, A AR AN 38 46955 B ZH 2R
P IESE. B M GC-803. SGC-7901
BIH A AT

12 %k

1.2.1 PCR-SSCP#=LOH X[Runx3IE X % =4h i
THATY Y, 51907512 BOCER[6]. 25 =4k 2
TPCRJ W 441 494°C 40 s, 58°C 30 s, 72°C
1 min, NISAMEH. F 5= H#1499°C 10 min
AP JEAT SR IS W it s F vk, AR AR et
TSk B 4% e 1 A LA W 58 A 1 L (1112).
PCRY™ 144 T8 47 1D1S1460, PCRJR M 414 4
94°C 40 s,56.6°C 30 s, 72°C 1 min, [ V35N
W, P 2299°C 10 minAR e 5 AT 58 TR 4 e
JE s FELUK, BHERER YL (0, W4T LAtk
N

1.2.2 DNAZRI M-S 248 B A
Jee 4 MO BK (1) DNA.

1.2.3 MSP4#TRunx34 B ¥ A ALk & SR HIMSP
Pkt B R RUNX3FEE PR FH BN JEAT TR,

www.wjgnet.com

SUEAL BRI At R A X B B DNATEA T &,
DNAFEA L3 ] CpGenome™ DNA Modification
Kit(CHEMICON, CAD). )i KM Runx33 Al
RES 10 F AL B I RN FE AR S | B i IS 1
DNAZEATY 1, ¥ 3885147 51 2 JOCHR[6).
1.2.4 RT-PCR KM Trizol IRNA$RHUH, B
100 mg4ZURHUEMRNA, 10 g/ LI HE BB
VKoM IESE R, FR AN e B A FE W
JE (AR BE . 1 28 f 6 41 i 8 06 7 (AM V)
W S (Promege 2 7] 7 i ) BEAT 1 4 5. B
5 pLii#E = A T PCRX Y. PCRIJR M 1)
Runx3FE I FI{E R 4 2 BT G APDHY) 1 K%
KW AT A . Runx3r- 4 k7258 bp, _Eiif
SIMIFH TGGCAGGCAATGACGA, 5|4
% JCAGGGAACGGCTTGGT; GAPDH™
YIK/N393 bp, LHiELIMITHINGGATTTGGT
CGTATTGGGCG, N5/ 7#I ATACTTCT-
CATGGTTCACAC. Runx35GAPDH J Jv [ &
HEAT, RN AAARI 50 b, N4 h94°C
1 min, 56.5°C 45 s, 72°C 1 min, $£34/ME¥E.
PCR™MI{E 0.5 mg/LIRAL 24581110 /LB g
B EHvk, N Alphalmager™2200%¢ 5 ik
BARGNZAT IATH 1. Runx33Kik & LU
Runx3[JA{E LL [R5 [z . GAPDH 1A B i 1.
1.2.5 Western blot H{200 mglf) 4124440 23 il 4
MOZfEML © SIMAL mLZ#E# (0.1 mol/L NaCl,
0.01 mol/L Tris-HCI pH 7.6; 0.001 mol/L EDTA,
pH 8.0, 1 mg/L Leuptin, 100 mg/L PMSF), AJ3¢
PAPIZPBUR R 1, BCAEE FE R, 100 pg
MR YEL0 minga, DS TR A Ik i B HL vk,
HE KD B G & W B S PVDFL.
50 g/LIB Wk =i AL h, PVDFBEE T-1 :
250% B 10— HLCEDTARUNX3 . 5w [ Hi 44, Santa
Cruz A al = ik rh, 4°Cil i, TBSTHLE
30 min, 55 T1 : 4 500H B 11 PP r1gG-
HRP, dbit A2 G0 A= 28 =) 7= i) Fi B v
7CHFHL h, TBSTHEMEA5 minj5 I AECLA G
k3205

Byt Ab3R SR HISPSS 115480, 14
ORI AL Eo A R FH R 5

2 B8

2.1 Runx34 B #PCR-SSCPA=LOH#m| 254
H AT T PCR-SSCP, 4K B 7 vk 5h 4
(K1), LOH & I 1451 % & 1k e 2k (K1 2).

2.2 B EARAZF AR T AR X250
B b A K N B EM G C803. SGC7901i

WA # A 5

% TRunx3X4 B
& A 7 E AR E
m F) F AT AP
Runx3 B & &
AR TR, A
TAAH £ 22T
BEHTFTRERZ T
KAk,
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I8 52 4 22 AR I ' g
‘ i A o - T
,h_‘:‘ f : | | S r— —
*_' Iy

1 ESEEPCR-SSCPAEMI. N1-3: IEHEH 204K, C1-3: BaZHs.

M C1 c2 C3 C4 M

U M U M u M u M

e - b
2 BELOHFTMI. N1-3: IFH HZH4H; C1-3: FEasHA.
c5 MGC803  SGC7901
U M U M U M

4 RT-PCROHTRUNX3 MRNAZRIA. M: HFEFrid; N: 1E
B4, C: B

ATHREM, 25 5 BL55%(14/25) (1) 5 i b A4 AN )
FREE I SEAE, JF HLAE B e 4l AR MG C803 £
W JF 51~ DI 73 F R (K13).

2.3 BRMARAI N IEF ML (IR R AT
10 cmyA k), Runx34& FmRNAF& & 69 & ik
TEATIR s 4L 2R rp 38 m) DUR I B m RN AR 2
IR, H R A2 AR IE A 2 P Runx3
MRNAK]#7% 40.66+0.31F11.06 +0.34; Runx3
A IA 85 ) 950 178 4 14 404195 020+

L |

&
' - B-actin

5 Western blotd4fRunx3ZBERRIL. A: ML EE; B:
L .

43 136. RunxmlmRNAﬁ GE AU I ESSO
PR THEN IE R AR, 2 5 BHA W 3% 1% (P<0.01,
Bl 4). o4k B9 T, Runx38R (A6 IE 1 s
FI5 I Sk T AR R I B AL AR, A
Runx3# [ 75 1E % B & v 2k & TAH N 1
JE L, (02 A 2 (5).
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& 1 Runx3 mRNARIZBNRIA S BEEIGRRIERHEN AR A

TRIBIRHIE n Runx3 mRNA (mean = SD) PE Runx3ZH (mean = SD) PlE
M3

Bt 15 0.66+0.1 47 950 +7 000

o 10 0.63+0.2 >0.05 47 857 +7 204 >0.05

HERE

£ 9 0.96+0.1 74 499 + 17 372

HRER 16 0.52+0.1 <0.05 40 345 + 8 472 <0.05

MRE

FoRED 18 0.48+0.3 48462 + 10 762

hotkkantt 7 0.86+0.6 <0.05 68049+ 19176 <0.05

2.4 B PRUNX3EABEMRNAFE & &k
A8 ELZAH OGO WoR B A 2 Runx3E
KImRIN AR [ 1 21k HATAH Gk (r = 0.820,
P<0.05).

2.5 Runx3w &£ 5 § 95 e R m B A /L6 £ A
4 5 o A [ () PR s BAREAIE 23 41 EE R unx3
MRNAFIE [ #RIL, 4535 %R, Runx3 mRNA
U G R0 5 B g K R R S AR AT
FK(P<0.05), My 55 V5 o R (K1).

3 e

ST b b X R AR BRI, (HA
5 G U e BT R B R 2 T B
MEAER—DZNE. ZLB, ZRENS 50
PR, A K BIRE R ARG G P, b (R Ak,
SR FE IR (s 0, I DR B s T, xS e
MRFTTR I, BRI R 2 K e, &g, 3
BERLB LSS R K BT | e,

Li et al™ % Pl K211 45%-60% A 5 5 40 iy
THRUNX3MFRIE R, 52 ML, B
HIHAR L8 R I 20 1080 5 5 i AH OC 1) 4109 2
Blan “p53”7 , “c-met” &M (HABATE B
(A e PER /DN, TIRUNX3E AT B8 2 5 55 k2
FHSEI— s i L. Levanon ef a/® kB4
Runx3™ /ALK R, K Z120%-25%8T £/ il
Runx3™", filf 5 /N5 HARETE 22 3. 4R,
75% Runx3" A=/ B T OB AR, Bea AE
10 d, JERIIRUNX3™ /)N Bl B RE 1 5L 2 BT
A2, Runx32E (12T GF-Bf 5l i Rt
(f)— AN IR T, TGF-BAE R 2 40 M IR A7 m
B Ra  F Ss22 1 I s2  O RNk 9 )
TGF-B5 5 & LIS SEVF 2 IR 1 R 4. A 25
FW, SmadE AW FAERUNXSE IR ST, 4
B ML Py 5 N 2 R 55 2 S Runx R (A

www.wjgnet.com

PA IR ST ST (ue 7S N TR 1 ) N E AN |
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AT T H e P Runx33E I mRN AR &
I, g%, BT Runx3 mRNAFIH A
Ik BAIEA G, IXPE/R B Runx3 mRNA
M E RIS HA — 8k, [N AR IRunx3
FERIMRN AR 11 1 & 71 1 g o ) A T A
M EH 42N, IXHE/RRUNX3FE R AT e AV L 5 9
R A O, FEAN ) IE J R oy A0 T B 1 S o
Runx3FK AW T i, RIARuNx3IERH 5 B
(Y3 AR 2 DI AH G

FAELPCR-SSCPXTRUNX35S =AM .+
SAFHEAT TR, A H B W Ik Bh 4, R
Runx3AE Rk T A T RARIE ). T
AN EHC BE R i A e S bRl 1 A BE D, DRt
I AR 2 25 b IR 38 TR e ke e
R AR T 2545 ' R A Sk A M
AR, AR I B bR AR IR A G Pk e . 49
HEDRJE )1 DX vy R A T 3 SO R A s 2k
T R ILHIE NP, CpG iy FIEALAE £ B g o
YA kAP Li et al™WF9E R IRRuUnx33L A 2
T AL A 2 B MR 2 RS Bl 1 D8 k. B
AT 25%1 B bR AN BEA TR I, K IN55% 1K) i A
AT AN R B 1R R A, R AR AR S A
FRuUNX3ZE R IA T 1 T ZEHLHI A IS 8 1 X 3k
F3EAL. Oshimo et al* it 578011 & Ji b A )2 7451
T e 4 MO, ASHAH Y. () 1 H R IR unx3 2 A 1)
CpG & HHEAL NS UL 17 s ERT-PC RS0
B 5 T HRunx3FE PRI IR /K, 45 FESERUNx3
Ja B 1 DXk i AL AE 71/80 01 R v L B, B
Bl DI e H AL ARl 2 B e b B L. Kim
et al*™RILAENGTEE & Runx3 H 5Lk 48.1%,
JAkIss 528.1%, 15 IR 2k 27.3%. Runx3%E
FR AR IR I R P AR AR T775 DL L

XEF A —
AT i, A
2| E A etk
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Abstract

AIM: To investigate the possible function of
Ss-A/Ro ribonucleoprotein 60-ku subunit (Ro
60) in the multidrug resistance (MDR) of gastric
cancer cell line.

METHODS: The Ro 60 encoding gene was cloned
using reverse transcription polymerase chain re-
action (RT-PCR). DNA recombination technique
was used to construct Ro 60 sense eukaryotic
expression vector, and then the product was
transfected into SGC7901 cells by Lipofectami-
ne*"2000. Drug susceptibility in the chemother-
apy was analyzed by MTT assay, and 1Cs, value
of gastric cancer cells to chemotherapy drugs
was calculated. The intracellular accumulation of

adriamycin in gastric cancer cells was measured
using fluorescence-activated cell sorting.

RESULTS: The expression level of Ro 60 in
SGC7901 was increased after transfection with
sense genes. In vitro drug sensitivity assay
showed that SGC7901 cells transfected with Ro
60 genes significantly decreased sensitivity to
vincristine (ICs,: 2.28 + 0.11 mg/L vs 0.45 + 0.04,
0.65 £ 0.05 mg/L, P < 0.01), 5-fluorouracil (5-FU)
(ICs: 2.89 £ 0.14 mg/L vs 0.61 + 0.21, 0.90 + 0.11
mg/L, P < 0.01), mitomycin (ICs,: 1.92 £ 0.03
mg/L vs 0.54 £ 0.03, 0.75 £ 0.21 mg/L, P < 0.01),
cisplatin (ICsy: 1.41 = 0.06 mg/L vs 0.45 + 0.03,
0.54 £0.03 mg/L, P < 0.01) and adriamycin (ICs:
0.28 £0.03 mg/L vs 0.14 £ 0.01, 0.14 + 0.01 mg/L,
P < 0.01), when compared with SGC7901 and
SGC7901-pcDNA3.1 cells. The intracellular ac-
cumulation of adriamycin in the cells transfected
with Ro 60 gene was markedly decreased in
comparison with that in SGC7901 and SGC7901-
pcDNA3.1 cells (56.30 £ 2.49 mg/L vs 92.83 + 3.63,
87.38 £2.94 mg/L, P <0.01).

CONCLUSION: SGC7901 cells transfected with
Ro 60 sense genes show some competence of
MDR. Ro 60 may play a certain role in the MDR
of gastric cancer.

Key Words: Gastric cancer; Ss-A/Ro 60-ku subunit;
Multidrug resistance; Gene transfection
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Zhang XY, Fan DM. Function of Ss-A/Ro ribonucleoprotein
60-ku subunit in multidrug resistance of gastric cancer.
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i 2
BE): *TRo 60.4£ § & $ 2wt 26 b 49 2y hk b A7

Fik: Z%ERo 604 K B, #ERo 60453
4 IE LA R K BAR, B E#-FASGCT7901
e, &R ¥ Z SRT-PCRIECAK, ~F 2 B 4 4 om
et AT % 2, @ MTT xS ATk 90 25 4 A 2%
VEHT, A B X m R AU 2 B P B AR A4 T
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LR RHME T Ro 60E LA AL E A B AR,
J5 R g AR Tk B K4 FASGCT901, Ro
60 A+ £k BAREEFSGCT901 28 i & 3 & ik
O 23 A ARSI 2 A BB R B 3 o L a
K AF . S-B k.. 2R EE. .
I B & 0 O MK, SGCT901 48 A ég1C, 1A
(mg/L) 5 R4 5 tm e o 4 32 2 & 3K 20 J AR
b, 2R AM(2.28+0.11 vs 0.451+0.04, 0.65
+0.05; 2.89+0.14 vs 0.61£0.21, 0.90+0.11;
1.9240.03 vs 0.54+0.03, 0.75+0.21; 1.41+
0.06 vs 0.4540.03, 0.5440.03; 0.28+0.03 vs
0.14£0.01, 0.1440.01; 39P<0.01), Zm oA T
FEEREER Y (56.3012.49 mg/L vs 92.83
+3.63, 87.3842.94 mg/L, P<0.01).

£5i8: Ro 60 A A% & ik HAKE L SGCT7901 28 i
BERTT —% % a2 e, #TRo 60
BT S %P RAET — T 01EA.

F8285: B¥; Ss-A/Ro 60 kull ¥ fi; 22Tz, &
B 5 e

Ss—-A/RotZEE60 kull PIAEBSEZAMZIPEWER. BFREL
MOBZYE 2006;14(3):256-260
http://www.wjgnet.com/1009-3079/14/256.asp
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980 44 P 1) 22 2yt 21 R e T R Ak T
MR, BEAR R EUMIR 2 251 25 1) Ax 2 DL B
B B, ARATASBE TS AR RE MR 1) 2 251N 2. % T
I, AT H 2 K DDRT-PCRZE T B Jo i 24 4
R 2 AH O 43 P REAT TRIFSY, AT 24 g Al
Jf v B T 5 T 2 AE DG ) 2 AN TN R R A
oy 7P HorhSs-A/Ro%EE 1160 kulV H47(Ro 60)
JEAE A AR BRI 4 RSGCT901/VCR
SGC7901 1) 7R R h R I #ESGCT901/VCR
HhE R IA I FE R, JEil i 2 M Northern %A iE
S R, [ IR0 604 ik DRI 1 1 o 22 2 25
T IhRE, K BT BRATIR B g 2 2 25 1
A2 BT R BR A

1 #RF5E

1.1 A4 NBEAMSGCT7901 & Hiif 25 W &
SGC7901/V CREH 55 DY 42 B2 K2 I A IR WE 5
RAE; RPMI 1640 )% i85 1R H Hyclone /A #;
Jif 2 L35 0 LR A | T4 DNATEREN
IPTG. X-gal ZdNTPIW [ g5 T2 #]; DNAMK
[0 B A28 A\ Taql A% b B 1
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DNA W YJEEI [ TakaraZy @; FURDNASRER
& 1 Omega’s 7l; Lipofectamine 20000 [
GibcoA .
12 Fik
1.2.1 Ss-A/Ro# & B 60 kull 45 4 A 2K F 64 5%,
M FHRNAFRBCAF &L IS GCT7901/V CRIF)
MRNA, Wi 354H] %5 cDNA, LART-PCRYZ 70 %
Ro 60Zmt LN, EiiF5 14024 5' ATA ACG AGG
GAG AGG AGA AAG G 3" Fi5I%4: 5' GTG
TCC ACC TGC ACT CCA TGT C 3', #Taqix
W45 rp [ N AR RATPCR XN, PCRAZHIAT10 g/L
DR G RH RS FELUK 23 B8, JF LADNAJK [MIBGA ) &
[ atifh % B
1.2.2 Ro 60.E L& ik H Ak oy #2454 FIH]
DNAFEYFHAKRo 6070 [ £ H W RKIEH ik
pcDNA3.1/V5-His, Ro 60 1F [ /£ pcDNA3.1/
V5-His#BAACMV & 3 7 1 T iiF. 3% IR Bk
Lipofectamine™200015 15 1445 25 3%, ¥5Ro
601F X £k H AL pcDNA3.1/V5-Hissy il 4
P N EAE K P R B 4 S GCT7901, I H
300 mg/L G 418X} Je 4 B dhA T i ik,
1.2.3 #FmAeRo 605 B A A agteml W
HRT-PCRIGZA, KiilIRo 607E IF Jiz SCHE R 55 L4
Ji J 6t B4 i R R 2R, LLGAPDH N P 2 .
1.2.4 4RI 25 AR B WSO B0 K 3
(16 32 DR 2 4 40 it S Lo6f B AN M, 2 IR A L1072
FNO6FLAR, B T4l 15 FRA0 e MRS % K
PUgz e, JBE. 5-URMENE . 285 R. KF
WAL AN [F) (R B I\ 40 i, BNV JE e 4
AL, GREHEFET2 b, FOEUTEIMAMTT &
DMSO, 1490 nmAbWllA{E, vH54H 1 A7 5 %
MMIAFIEH = (LI ALA (-2 (0 B ALA {E)/(H
PEXT HRALA (-5 AN A E) X 100%; [R5
I Ji 0] A3 A 25 ) R IC 5 1L
1.2.5 @ T EF ERemn B 3k K
IR AN M, 4% B AR FL8 00014l i B2 Bl N 64L
By BRI G, BEALINAB 5 35 B AR SN
5 mg/L, 4REERTFEL h, WRAN, LAPBSYESAN
Je i, a2 A (SRS 0 4 B PR e 5 2R 9Ok
SR

it Ab3R N HISPSS 11.040HH 4, %t
F B BORAT R

2 FR
2.1 Ro 60% A 2 B 44 %, % & Ro 60 iE 3Lk ik H Ak
&M 2 sk B SGCT7901/VCRAN i fFIcDNA

WA B 08

B g o f 6y % 2
it 25 BF 5 % B AT
B B A — A
#oE, BAT S At
R LR R Rl
I HT o w25 AL
H1, WO 25 4R £
STk

WA #H G 5

% A Ro 60,2 —/~
Tonby -, {21
5 b g wt 2h oy &
AR LA Lk
R, T VA A
% 2wt 2h Z Ro 60
oy — /T80 At
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iR EE
AXFFEEN
Ro 60% 7 & 1 {2
B % harsh
W R, XA B
FHERAMNSTBRE 2
2wt 2h e AR
P AR a2 AR

1700 bp—

1 M

1 PCRF=HDEYI0 o/ LERASKERRMEEIRER. 1: PCR™;
M: 100 bp DNAFRIZH).

M 1

2 Ro 60IE X FRIXFAFAVEBLDEELER. M: 100 bp DNA
FRICHD; 1: pcDNA3.1-Ro 605:Nor 1 . Xba 1 M),

VCR 5-FU MMC CCDP ADR
SGC7901 0.45+0.04 0.61+0.21 0.54 +0.03 0.45+0.03 0.14+0.01
SGC7901-pcDNA3.1 0.65+0.05 0.90+0.11 0.75+0.21 0.54 +0.03 0.14+0.01
SGC7901-Ro 2.28+0.11° 2.89+0.14° 1.92 £0.03° 1.41 £0.06° 0.28+0.03°
°P<0.01 vs SGC7901, SGC7901-pcDNA3. 14H2.
601 1 X FIE A HpcDNA3.1/V5-Hisili i i

Ro60 T A1 S5 30 e A SO A o 0 0 0 4

1 700 bp GAPDH

FRNSR——— 225 bp

3 RPMIERo 60ERARIXIHESRT-PCRIGMLZER.
1: SGC7901-Ro(Ro 60); 2: SGC7901-pcDNA3.1(Ro 60);
3: SGC7901(Ro 60); M: 100 bp DNAKRICA; 4: SGC7901—
Ro(GAPDH); 5: SGC7901-pcDNA3.1(GAPDH); 6:
SGC7901(GAPDH).

LA
SGC7901 92.83+3.63
SGC7901-pcDNA3. 1 87.38+2.94
SGC7901-Ro 56.30 + 2.49°

°P<0.01 vs SGC7901, SGC7901-pcHia.

HATPCRY H(K 1), PCRIZML HpUCm-T#;
IER: . HALIKZ AN, RIS T AL
cDNAF B B THAE, HATEAEDNAJT S
MsE, KILT LSs-A/RoZEH60 kull Hf7 g
ALK R c DN AP A1 56 4 — 3, A HDNAFE A
FARMERo 60 NTH AW v B 42 TUAZ Kk # 4k
pcDNA3.1/VS5-His, Jf- ik R i U1 A ) )
(IE FRIE BT T %52 (K2).

2.2 Ro 601E S ik # ko 45 4 Kby Il IfRo

HISGC7901, 4343 molfIG 4187k, k15 T4
SEREGEI U AR I, 2 Pk o 44 SGCT7901-
Ro. SGC7901-pcDNA3.1.

2.3 - FmRo 605 B Ak e W e &
RT-PCRHZA, #:0l TRo 607 1F S IE PRI % YL 41
JOn At ik, 25 R, 5 SGC790141
AL JetT 25 B AR (M SGCT01 41 AT LL, #5 AT
IE XEERIISGCT901 41 i H (TR0 6011 4 1k & Il
W m(E3).

2.4 RSN AR R B B IR0 607E 258541
HISGCT7901 1135, A BEAR 24 40 Jfa ) V CR.
MMC. 5-FU. CDDPHIADRRKNE, 5
SGC7901F1SGC7901-pcDNA3. 140 it Lt,
P<0.01(E1).

2.5 o fe M T B & AR am] I i i ASoRd )
45 R WoR, R SR Gg e, 5 SGC790141 i
MISGC7901-pcDNA3. 141 i Lk, SGC7901-Ro
2 fi P9 25 AR IR B R 35 B RIS, S5 SGCT901 A
SGC7901-pcDNA3. 141 f A Lk ( P<0.01, 2).

3 11E

i A1 B 1) 22 2T 2 1 o S R A R ) 3
JERL, BRATTLATT OBIE R B, 7E B A0 ) £ 24
254, 7 A P-gp. MRP. GSTEEL i
290y HANT TSR AR R
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CUL RSB il th 2 5 T 15 9 41 i 2 21t
2B R O TR AT R 41 EMDR
(R AERL, FATTRH o R 22 7RPCREEA LA T
9 KA BRI 25 41 lESGC7901/V CR 5 2541
MISGCT7901 3 RIFRIA M 2 57, &5 KW, H2m
ISGCT901 L, Ro 607ETH 2541 fiSGC7901/
VCRH LW 8 Fi, g R8T
Northern blot[#JiF 5.

Ro 6072 M HI ATk B BE4H i 1 L (MOLT-4)
i HIm RN AR 2 I DN A ST 3 Ik T e 15 31
U, ARo 603 R A7 T 58— 5 Y ik 1q311X,
A=K cDNAN1 890 bp, w5252 LR LI,
43 FHoh60 ku'". Ro 602 % Fh [ 5 G e MEI
Pl B S PR, HETRo 60/IZhfE— H AR
FEPLE AT SR W, Ro 607E4H B LA & A A4
P RE B8 AR 28 A0 S HEURE, 30 40 i/ bl 28 AR 2k 1R
S RS IR 40 M A AR LA SR 42, kA —
FE, A0T7 20055 1 I 4 i ke it 2 — Fh 5
ARG, BERTRATC4ESERo 607E H
S 2o AN b R IE, J84Ro 604K AT AT gL E
PR 68 20 1 S0 32 DR 7 25 0 T -5 30 48 i
BfIVER], B R0 60 7] REMR T T ik J8g 4 Jif 5
LEMDR (1.

T L R v R S DR AR G, AR
£3 T Ro 601 PR Je (1) 40 B, W H - € HRT-
PCRHEIA, Kl TRo 607F 1E SUIE PR e Je 41l it 1%
X R i rp R R IE, 45 TR W, SGCT901 41 i
PeRo 60 F A% KB B 5 HRo 60K IEIE I, ]
BATH I T Ro 60K1E5 _FIISGCT790141
J. PRS2 45 LW, B R o 607E 28
MMSGCTI01 KIS, 41X VCR, 5-FU,
MMC. CDDP & ADRIFHBUBNEI] B, £
Ro 607ESGC790140 3%k EilJ5SGCT7901 %}
Z AT 250 AR T SR I 2k A
PRI 45 LW, Ro 601F LR AL Y 40,
FLa N BRI ADRYIE D>, L7540 4
ADRIFBE S35, Ro 601F SCHEPR 4L Y 1t 4 fitg 4+
HEADRIVIBE Sy 3%, fHt37R, Ro 603 K52
3 i A0 MR 24 3 28 5 2 0 A TR 9 TR B AR O

BT 245 40 48 N k2> R /5 2 ) A HERE 22 5 30T
0 i PN 200 R D, A TR A R 24 A T
Bl 527, 2 i 2 531 P-gp 1 DI RE sl 2 Ks
0 i PN 25 0 HE 2R A, 3 A TR P 25 AR
b, IR AAE LY E T 1M, Ro 60FIP-gp= [] () 5%
A UNTWE? FA 154038, P-gp il It K mdr,
mdr 1 FE R (R S P-gp o 2T Y i (R,
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FEmdr ] PR (1) 5 S B0 5 T, B AR B 2
— BRI S P R o 608 (1145
Ko AT W, #ERo 604 11230521 253250 %
FERRAT — 20N IR M BEHR 45 P, e 4R 45
P m] LAY A P-g p4i i 3 IR md e 1 1R 5 S5 DR 7,
Ik, AT HERTR 0 60 1] BEIH Ik L hmdr 1 S R )
KB, SEP-gpRIE &, MY T BmA
MDR [P JE .

AWFFLEW], Ro 601K IE FESGCT90141
WA IT 2507 A T B2 i 257k, $27"Ro 603
e 5 T B4 RMDRIE K, R4S
L MDR LI 7k — 5T
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Abstract

AIM: To investigate the effect of infusing ex vivo
isolated CD4"CD25" regulatory T cells on the rejec-
tion model of DA-Lewis rat liver transplantation.

METHODS: CD4'CD25" regulatory T cells were
isolated from Lewis (RT1") rat splenocytes and
peripheral lymph nodes by magnetic cell sorting
system (negative selection and positive selec-
tion), and co-cultured with mitomycin-C (MMC)
treated dark agouti (RT1°, DA) rat splenocytes
for 3 d. The suppressive efficiency of fresh or ex
vivo stimulated CD4"CD25" regulatory T cells on
the proliferation of CD4'CD25 T cells was eval-
uated by cell proliferation assay. Four groups (12
rats for each) of orthotopic liver transplants (OLT,
DA into Lewis) were established by modified

www.wjgnet.com

Kamada two-cuff technique. Group A: without
any treatment after transplantation. Group B:
lavaged with FK506 [0.2 mg/(kged)] from O to
6 d after transplantation. Group C and group D:
fresh or ex vivo stimulated CD4"CD25" regula-
tory T cells were injected intravenously into the
penile vein of each Lewis rat, respectively. Six
recipients were sacrificed 7 d after transplan-
tation in each group, and the blood and graft
samples were collected for serum biochemical
(asparate transaminase and bilirubin, AST and
BIL) and histological evaluation. The other six
recipients were left in each group to observe the
survival time.

RESULTS: The purity of isolated CD4'CD25"
T cells was 90.2%+1.8% (86%-93%, n = 10),
and both the fresh and ex vivo stimulated
CD4'CD25" regulatory T cells significantly sup-
pressed the proliferation of CD4'CD25 T cells in
mixed lymphocyte culture (7 681.7 £ 1 004.9,
6573.3+1722.7 cpm vs 24 918.7 + 2 276.3 cpm; P
= 0.000, 7 = 0.000). The serum concentrations of
AST and BIL 7 d after transplantation in group
C and D were respectively lower than that in
group A (AST: 81 +20, 84 +1.4 pkat/L vs 17.9
+ 3.8 pkat/L; 7 = 0.000, 7 = 0.000; BIL: 45.8 + 9.0,
447 + 12.0 pmol/L vs 98.4 £ 21.2 pmol/L; P =
0.000, 7 = 0.000). The Banff scores of grafts in
group C and D were lower than that in group
A (P <0.05). The rats in group C and D survived
longer than those in group A did (21.7 £1.7, 30.3
1.7 d vs 12.8 £ 0.5 d; 2 = 0.000 1, 7 = 0.000 4).
Furthermore, the rats in group D survived lon-
ger than those in group B did (= 0.001 7).

CONCLUSION: Both the fresh isolated and ex
vivo stimulated CD4'CD25" regulatory T cell
have the potency to alleviate the acute rejection
and prolong the survival time in the rejection
model of rat liver transplantation, and the ex
vivo stimulated CD4'CD25" regulatory T cells
are superior to fresh isolated CD4"CD25" regula-
tory T cells.

Key Words: Magic cell sorting; CD4"CD25" regula-
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Pu LY, Li XC, Wang XH, Zhang F, Yao AH, Yu Y, Lv L,
Li GQ. Effect of infusing CD4"CD25" regulatory T cell on
the rejection model of DA-Lewis rat liver transplantation.
Shijie Huaren Xiaohua Zazhi 2006;14(3):261-266

Tl
E#Y: 43T = 4rCD4’CD25 A ¥ 1 T4 i xy X
ST AR &P HE I B 89 %

Fik: SR EEER A MmO ik Lewis k BT
BE. SFEAMHELE R ECDA'CD25 A Y T
Mo, yEEwmins £ EHACAETHDA
KA iR A3 R3 d. e am g g 52
PR B B An ik M2 R )5 $9CD4A'CD25" A
T 28 i x<FC DA CD25 T 48 ML ¥ 34 64 49 4] VF
. ADAK R AR, Lewisk R4 %k, &
S AL RALNT A AAR AL, B4 124, 248%). A
ARG RFATAESTTF7; BLAAKRJE0-6 d FK506
0.2 mg/(kged)# B; C4. DARHL dZ M %
BBk R @ 2R TSR B . RIS
J6#1X 10°49CD4'CD25' Taa fin. KJG7 de2a
REALAL 8.6 2, ISR dn AR AR AR s 7 R A RUBR &
A A 45 B (asparate transaminase, AST). &2
¢ Z (bilirubin, BIL)A&m, B AR A AE 5% 22
P AR A G6 RV A,

SR 55 CDA'CD25' T sk E
90.2% +1.8%(86%-93%, 7=10), #k & 8 jit.,
MBI FER P HIEGE S BRI ERE
CD4'CD25"Tm i34 T #4|CD4'CD25Tm
fe g3 74 (7 681.7+1 004.9, 6 573.3+1 722.7
cpm vs 24 918.7+2 276.3 cpm; P = 0.000, P
= 0.000). R/E7 d, #7 & 2 feL =0 4y 280 VA B ARSI
¥ tm B e Hr A ASTAK T x PR 48(8.1+ 2.0
pkat/L vs 17.9+3.8 pkat/L, P = 0.000; 8.4 +1.4
pkat/L vs 17.9 + 3.8 pkat/L, 2 = 0.000), BIL 7}
AR T *F B8 28(45.8 £ 9.0 umol/L vs 98.4+21.2
umol/L, £ = 0.000; 44.7+12.0 umol/L vs 98.4
+21.2 umol/L, P = 0.000). w9 21 &) Banff+F 5 bt
i, ML sm e el dr 4 5 3t BB ARPL AR it i £
F1(P<0.05). 4 4@ i, =0 #ar 48 & 75 B 18] 35 KT
SRR 4R (21.7+1.7d vs 12.8£0.5 d, 7 = 0.0001;
30.3+1.7 15 12.8+0.5 d, Z = 0.000 4), 1k 5}3=
I 4w FOLE 48 2 A B IR) KT BF 4 L ) 20
(30.3+1.7d s 21.7+1.7 d, P = 0.0017).

EiS: DTS B | B AR R AR SN E B
% ACD4'CD25% A ¥ WT4m e, =T vAR M %
K RIFREAS ALY S HE R B, 3E K A& A 20

XA RS B IR; CD4CD25+ 1 T T4
i, K FFRAE; SEHE R O

IS, W, 25, KIE, BEE, gk, 8% FTER.
CD4*CD25 DM TR OREN A S BERMERRRNEIF
0A. EFEENEZE 2006;14(3):261-266
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R G T7 280 2 R R A, DRIk S B0 A8 T 1)
G e i 57 2 R AS R 1) B % B b 210 ask,
CD4'CD25" 145 1: T4l Jifi(CD4"CD25" regulatory
T cell) W R B AR 2 5 40 ) G s i 52 b 35
TR, B IR A AR SR BE 5T
BRIIRN, C T EL A5 1R X 255N P T 40 A F ) T
BE, (75 AATTBEAR I FH 2 40 MR 2% 5 B8 b
Je R RN 5 T o A AR ) S g 52,
20024F, Cohen et al®FTaylor et al™iiiz ]
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(R R HEE T2 OV, IS IE B i i T T
AR ERLT BRSO IR AR E S n, 63
TEEREREAE . B A A M B TR i 4 4
SR, T AR SR AE K BT RS AR 52 A TR 5 v
IR, RSP T A0 A 2 A A 52 e
MVE R, HAZ 2820 i 4 FF i 52 ¥ ) e 7 2 4 8
IR A B0 AR SR 2, AT AR [P e A A
AT B i C DA C D25 1 15 E T 41 g ) K B
JHRE A PR R B, (1 52 .

1 SRATSE

1.1 AR 128 W MU A2 RDAK BU(RTLY, 44
J5230-250 g) A A, T TG IR DS R K
. 8IS IEAS RLewis K U(RTLY, #Ji
#200-220 )42 A4, T b 5t 4 i ) e s 5
YA BR A AL IR T8 LR 3P O
TSI . ZAORATL2 haEfr, AEEK, R
Ja AR K. FEOAFA o EYUAYIE A
BD Pharmingen). %2l (cock tail)piik" Iy
#5: OX-7(CD90.1, 1gG,), OX-8(CD8a,lgG,),
0X-42(CD11b/c,19G,,), OX-33(CD45RA,1gG,),
10/78(NKR-P1A, 1gG,). Z¢Jthifk: HiCD4-FITC
(19G,,), $CD25-PE(1gG,). #iCD3 #.47(G4.18/
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8.9% s 88.2% A4 25 R o
E . S S B AT 8
g 3 21 ¥ HEFE A 6 2
g s S ol 3 A, 15 H
> Fr o = Kt £3E, LA
) i 81 - i AR T
L B & ST I B ol I S i FIEA A
10° 10° 10? 10° 10° 10 10 anlr?Tc 10 10 o 10° 10° 10 10° o JE At 2 B

CDA4FITC

CD4FITC

B BIREREBADIERIGIVRIVBIRIENER. A: S EEAICD4'CD25" T 4UiEHILLE); B: 85— 2B /5 CD4 T4l

RERYAEES; C: 38 2B PR32 /ECD4 CD25" T iR ALEL.

Gy, 19G,). 4l i 53 12 % %5 (4 1 Miltenyi Biotec):
Goat anti-mouse IgG(H+L) Microbead, anti-PE
microbead, MidiMACS 43t #%, LD. MS ik
FE. 4 R5 773 4 52 42RPMI-1640, 75100 mL/L
&4 1fi3% (FBS, Hyclone), 50 mmol/L 2-55 3t 2,1,
1.5 mmol/L L-%2Bt%, 100 kKU/L#E %7 %, 100
o/LBE% % (W H Sigma), B4 KRIL-2 200 kU/L
(Recombinant Rat IL-2, rR IL-2 , Il§ H Cytolab). £z
%475 #%C (MMC, Il 4 Sigma).

1.2 ik AT 70 B K RUBAE . T &8
JBCVEIR 4G, I ZE MR PBSIE M (pHT.2, &5
mL/L FBSH12 mmol/L EDTA), W B i 40 A Ak
W, Ficoll-Hypaque(1.083)%% & i B 001531
AL B, SN A A M T S R R
HFRIC T I A Goat anti mouse 1gGHiEK, LD
S BREBCR B MR B S5 ((IC DA™ T4, B 10°H]
PLCDA-FITChrC T, it x40 SOk I 3 25 4l
JE. IR1FHICDA TR 41 i, $TCD25-PEHLAAR
A A BIPERLER, LEMSH B FESr 55, 43 i
3KCD4A'CD25' T4l il iICDA'CD25 T4 Jifd. HX10*
Pt CDA-FITCHRIL, Jit x4t A A5 A X B
M AE . PA2 mL/L & W5 3145 1% 40 it 3k
ITHe0, A AR %, HIER]CD25" T
41 14 48 505.0 X 10°/L Ik FE ), 541100 uL &
N RIS AL 1, FEFLIIASG.0X 10°/L MMChb
DA 100 pL, JEIEIE3 d. WigRgs
H, LIPBSY# VL3I, 1 X10°HEET1 mL
(IPBSH, TR RIATL dZs [ 2555 bk [nl 4 52 74 44
P SRR A VK B A0 s R 5256, S5 B 2 2
B 37 5 1 4 e AR 4 HIC DA™C D25 T4 i
(%% T 40 ) 18 1) i8R AT S5 F2 X 10°
CD4'CD25 T4 i AN R 96 L5 T2t b, A
AT VAPEPIC D341 (5 mg/L)F11.0 X 10°2MMC
A TR PR AN B, 43 00 I N 2 X L0 £ 4 3 ik
AN FEICDA'CD25 TN Y, f e A &3E
AL, &5 RSP IME. 2400 9T 4RI FE 123
MEAL. BAUINFE S E 1550 mL/L CO, HI37°C
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EA 573 d, FELINALLCI *H-TdR, 4k&:8%
718 i A58 FH B 4T Y DR AR 40 i, 45 5 H
WX (Beckman LS 600)il & cpmfi. K1k K
KamadaXUhEid i 7ok SRS AT RS AR AR 4,
ARHPFIARIES d NWIETZHZER R AL B, At
iF RS2 AR A DU ALON R4, n = 12) K
S AN S g a5, BAL(FK506ALFEA], % bR ]
i, Fujisawa’s i, n = 12)KJ50-6 dJfJFK506 0.2
mg/(kg-d)#EE, CALCHTEES> B4 ml g, n =
12) MIDZH (M AM5 7 fm a4 2H, n = 12) Rl
A2 B 2558 ik [M1%61 X 10° CD4'CD25 T4 . A=
7 dER LR AEE K, WA AR AR MG AST.
BILIR FEARTIN, HUHT T4 28— 43 LL40 g/l
P RS ] o 00 B2 A 2, VP HE R I 0. g 2%
EWTRIES TR HEHE T SO Banfibrikle e,
TR PR 6 UM A A7 1.

St AR HE S K IFSTATA 7.0
BAFREAT Go vl 22 R B 40 14 5 S 56 b 1 cpm
{E, MIFALTME BILAE M b FH R AR A 56,
Scheffeiki s #rdlin 2= 7, & 4w B 2% Sk HE
S5 N Banfur o i bR R RTRL 56, >R
Nemenyiy kAT P9 LUK AR A7 20 AT F e AR R
% (Kaplan-Meier ¥)1E4 A7 2k, FLog-rankiZ:
HEAT 2 35 VAT SR, K56 /K HEow = 0.05.

2 BR

2.1 CD4'CD25"T &m gL oy 4k 91 o B 4h B B Ak
Shh AR AE Lewi s BRUMBAE A& A1 J ik L &5 rh
N2 40 G, 22 40 g 4y 25 &R 4i(magic cell
sorting system, MACS) B i BH2E 5 vk 43 ik
J&, 3RA31CD4'CD25 T4 Mo 4 )& 490.2% +
1.8% (86%-93%, 7 = 10), K14 — it
S J AR 25 L. 2 0 3 A S e b, T ) Y
A SRR 77 5 111 C D4 C D25 T 4N g 24 ] 1t 41
HCD4"CD25 T4 i (1) 44 4 (24 918.7+2 276.3
cpm vs 7 681.7+1 004.9 cpm, £=0.000<0.01;
24 918.7+22 76.3 cpm vs 6 573.3%£1 722.7

T, BAHZ R
PRl
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136: 532-536
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Wi £ AR E ®1 ARGIEEHAN
1 Asakura H,
Takayashiki
T, Ku G, Flye - i AST ( pkat/L) BIL (umol/L)
MW. The means * SD 95%SXE (%) means + SD 95%ISXE (%)
persistence
of regulatory MHRA 6 17.9 + 3.8 13.9-21.9 98.4+21.2 75.9-120.9
cells develop-
ing after rat FK50648 6 70 1.1 5.9-8.2 6.8+0.8 6.0-7.6
Jpomtancous  geeMpCiE 6 8.1+ 20° 5.9-10.2 RO 3037552
liver accep-
tance. Surgery  BFEMEEEAES 6 8.4+ 1.4% 6.9-9.8 447 +12.0% 32.1-57.3

2P<0.01 vs WIRAH; °P<0.01 vs FEEBiROHEZE.

30 000~

25000~
€20 000~
g

15 000

10 000(~
5000~

a
a
| I . L L

CD25 CD25"  CD257/fresh CD25° CD257/cultured CD25™

2 ESHEMIRSFFMRIEIESIL. ‘P<0.05 v CD25 .

cpm, £ = 0.000<0.01)(/42).

2.2 REMI e fF ARG TR R
JA 7 d, HEEAN A g DL K AA A b 2% 40 it [m]
AIASTIL X 41 (17.9 + 3.8 ukat/L vs 8.1 +
2.0 pkat/L, P = 0.000<0.01; 17.9+3.8 pkat/L vs
8.4 +1.4 pkat/L, P = 0.000<0.01), BILJME %}
1#41(98.4£21.2 umol/L vs 45.84+9.0 umol/L, P
= 0.000<0.01; 98.4+21.2 umol/L vs 44.7+12.0
pmol/L, P = 0.000<0.01).

2.3 WL ARG BT NE % 2R 20 42 F LR WHRAAR )G
7 s BRI A A ORI 2 A R, I
RN A, SRR, A R
(R H L SRAE. FIK5064b 4 [y X H R /b
) FRZ A0 s, (R AR RS I, oK B8 B
FLAE . WY 2H [ A e oq B 27 R A TR AL
FK5064 B4 2 [H](&]3). PU4LftiBanff ¥4 L
(2), P54 fu [l 4 40 55 0 R AL LA 3 A vl
¥ 72 5(P<0.05).

2.4 A BRI LT R MBS, 2
AR 3 dNFET A E I BRI RIZE T 33 X
(3/51; MR H L X 2, AR X 1), ANGINGEIE,
AT S AR A8 5L UL AE A7 e m) 43 #
(F3). P 4140 M [m] 4 2L A6 A7 B ) 38 KT 6 i 4l
(21.7+£1.7d vs 12.8+0.5 d, 2= 0.000 1<0.01; 30.3
+1.7 vs 12.8 £+ 0.5 d, # = 0.000 4<0.01), 1A~
I 4 10 B i 21 A A I 1) KT 397 6 40 i [ i 4
(30.3 +1.7d s 21.7 + 1.7d, £=0.001 7<0.01).

x2 BEBIEG7 d BVEYIRIEDR BIHER R NBanf]
WDHILEER

483 n | &% Il 4% I 4%
WORA 6 0 1 5
Fk5064H 6 6 0 0
MEPROBE 6 1 5 0
RINSFHMRE 6 2 4 0

+P<0.01 vs WW8BLH.

3 e

SN RS AR B S PR 52, RS2 A0 B A )
FEA LT B G52 IRAS, A R
2 H k7. 19954FSakaguchi Mi&iCD4'CD25 T4
i 7 2 ) (R i 52 PR AR . B S, e
B RS R 1R T 52 A% 50 v AR IE S22 20 o A 4 R A A
G BE TR 57 v A A AL H R IA
CD4"CD25" 7 HET 4 Jxt T+ F & 0 i 5 7] Fil
SERPUR ISR ICDAT. CD8" T4 oA WA A0
HITHBER 2 7Eps B R RS MR b T S e
—IEARFER B R A, BEAEAEHE R,
VALLET S A s w1 DA—LewisZl 4
Je 2 VEFE AR, iLewis—DAZLA NS H 4R
TS24 fFELewis— DAL T, LERS MR
FH 5 570 PR O £ U Lewi s R B, TR LT
MRS DAK R, Br B HEF. 1w nl 4K
1735 I Lewis— D ASZ A I 41 ffg n] 3 4 3 P4
J¥, MNITEE 7S UA 1 PET 40 M 7E 5 5 T 4 2 i) 52
rl A A L ST L B R, T4
TEDA—Lewis@ PEHE R th, SR 28 At 44
0 W LR FR 0T FIC DA C D25 I 1 T4 i, 7
FERAATL d SANSZARIAA R, WARRE RS HE iR
WOS I N T, 4 CD4™CD25 W 15 T
A0 M R0 A S SO PET AN M, R e g [
I 5 52 AR N SR IVIAEAE IR, 0 B A TR
HidAZEC DA CD25 AT HET 41 My, T sl 1
H i 52 (i 52 8550, AT 5 3 52 44 1) K301 47
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EIEEEER

*3 BEAANGEFHNE

485 4750478 (d) I 4ESAYIE] (d) 95%TSXIE] (%)
SHRE 12,12,12,12,14,15 12 11.8-13.9
FKB06RMELH 65,67,69,76,79,89 79 74.2-83.8
iAo ElEAEN 15,18,22,22,24,26 22 17.6-26.5
1B BIR O A 25,27,28,32,34,36 28 22.0-34.0

5P<0.01 vs WHBLE; *P<0.01 vs FEF4BIR O,

TP R AL 45 S R BRI eE 4 B AN
PRANBCTE FO AN, 76 TR CL0 B 77 P ¥
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— R RN R RN, K F AT
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SVPEHE R RN, i B 4 g (passage cell)
A SHE R I® 42 (direct allo-recognition) /&
75 R A HE R SN 1 2 BEHLA, B B A A Y
ok % 2 LR A A U S 4 (antigen
presenting cell, APC)FT AL, I3z AR X A 1%
R R E A . R TBU 4 A B HE SR AR
w, FE AR P PR Il i G R TS i B, [
WPET A0 M n AR AR AT T AR AR R

www.wjgnet.com

PETAN M 45, 6 S HE R SO L, B
A i AR S ) G B A P SR 8
TAH e, (R AR A I, Bk R
IS (T d), AT S AP CI
TR PET AN, RAE AR ST d, W24l
IRl 4 I Shfg s 998 B VP4 1) B R e S vl
SOESE, MAE AR Mg f, AR SMIEATT IR
ST (R T T A ] i AL 1 A K TR A
S0 IET 2L, 3T 5 20 A A NI 1 40 L PR
I RE, BRI Sy B SR R, SEREAH
S (2) CDA"CD25 T 1 T4H Ml it A 4 2 3
oL 2t 1) £ T 2 e S B 202223 Ak A PR A 5
T W LA Th REAE — s 1A Bl 5 R G E
FHOG, DRI A 2 AR (1 T P 52— 1
S R P AR R T A0 [ e A
HAEL0° LA L, T3k iZ40E 2 ICDA'CD25" T4
R T LA US4, DRI R ER AR 4

T, AR A 5
R, REZ AT
CD,'CD, "l ¥ &
TmfaesAE A ey
REME AL
A A AL HE R
J R AR R A TR,
4 %) % 5 FK506
A, P Eat
— I,



266

ISSN 1009-3079 CN 14-1260/R

HFRENERE

200613288 5145 2387

A, SEMZ AN MRS D RETE Y1, 2 1s ks An
FREAT TR ST (0 DS, ZE AL (I 5T 3k
fih b, B0 Elaran ) g g, S v DL
FERAZ AR AE AR, b A A Z AN i () A4 o b
BT TP R R, BATHMMCAREE 5 (1) 4
R0 R, BEA KRR EARRIL-2 (R 1L-2,
200 KU/L) 1 )7 ¥:4FCDA'CD25 T4l k4 7G4k +
P 2 AR RSN ) 5 CDA'CD25 T
S HIAH LEZENS 15 22, IS A FAY) i 5T 75 16 ()
LbCDA'CD25 TAN MU 2L K. 7E4 witIR7F= I 1] P
R4 KRR UL P50, &MY R 7116
FELL B, 338 5 40 R A REOE 1 40 2 R
P2 D e CEC A5 R 4). T H A T8 15 1 T 40 A =]
15 VAR AT I T AR AR B, (9145 4
JL2 S REAE AR ] — 2 8 ? ] LLOR B — 6
rCIZPETAn M [ S 402 A — 2 1k
T, SRR T L I IR A, T2 K
T [F 4 — V™12 558 G 3 3077 2 75 ] LAy
R A0 M 11 58 1 15 Dy e ? A 15 mT AYE DD o gie
FI ) LA B A AR A AR ) SIS A TS ?
XL ] AR W AR B O, DRI R Bl i
TET A M S R AR e i Sz R R b, B TR
B Z RN AT,

Bhs: A WEAKFEE —WE BRSPS
T E FAE, FEERTFIEARSI TG EME, X
FAE, w BEAKF AT A PR IHRME, i
R FIRILFHA T ARG HILEAFRTAR
T T MK AH B, FEd R R R Bt

4 SEI®

1 Sakaguchi S, Sakaguchi N, Asano M, Itoh M, Toda
M. Immunologic self-tolerance maintained by acti-
vated T cells expressing IL-2 receptor alpha-chains
(CD25). Breakdown of a single mechanism of self-
tolerance causes various autoimmune diseases. |
Immunol 1995; 155: 1151-1164

2 Takahashi T, Kuniyasu Y, Toda M, Sakaguchi N,
Itoh M, Iwata M, Shimizu ], Sakaguchi S. Immu-
nologic self-tolerance maintained by CD25+CD4+
naturally anergic and suppressive T cells: induction
of autoimmune disease by breaking their anergic/
suppressive state. [nt Immunol 1998; 10: 1969-1980

3 Suri-Payer E, Amar AZ, Thornton AM, Shevach
EM. CD4'CD25" T cells inhibit both the induction
and effector function of autoreactive T cells and rep-
resent a unique lineage of immunoregulatory cells.
J Immunol 1998; 160: 1212-1218

4 Ermann J, Szanya V, Ford GS, Paragas V, Fathman CG,
Lejon K. CD4(+)CD25(+) T cells facilitate the induction
of T cell anergy. | Immunol 2001; 167: 4271-4275

5 Cohen JL, Trenado A, Vasey D, Klatzmann D, Sa-
lomon BL. CD4(+)CD25(+) immunoregulatory T
Cells: new therapeutics for graft-versus-host dis-

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

ease. | Exp Med 2002; 196: 401-406

Taylor PA, Lees CJ, Blazar BR. The infusion of ex
vivo activated and expanded CD4(+)CD25(+) im-
mune regulatory cells inhibits graft-versus-host
disease lethality. Blood 2002; 99: 3493-3499
Camara NO, Sebille F, Lechler RI. Human
CD4+CD25+ regulatory cells have marked and
sustained effects on CD8+ T cell activation. Eur |
Immunol 2003; 33: 3473-3483

Taylor PA, Noelle RJ, Blazar BR. CD4(+)CD25(+)
immune regulatory cells are required for induction
of tolerance to alloantigen via costimulatory block-
ade. ] Exp Med 2001;193: 1311-1318

Feng NH, Wu HF, Wu ], Zhang W, Sui YG, He HG,
Zhang CL, Zheng JS. Transplantation tolerance
mediated by regulatory T cells in mice. Chin Med |
2004; 117: 1184-1189

Zeng D, Lan F, Hoffmann P, Strober S. Suppression
of graft-versus-host disease by naturally occurring
regulatory T cells. Transplantation 2004; 77: S9-511
Asakura H, Takayashiki T, Ku G, Flye MW. The per-
sistence of regulatory cells developing after rat spon-
taneous liver acceptance. Surgery 2005; 138: 329-334
Asakura H, Ku G, Kataoka M, Flye MW. Regula-
tory cells develop after the spontaneous acceptance
of rat liver allografts. Surgery 2004; 136: 532-536
Stephens LA, Barclay AN, Mason D. Phenotypic
characterization of regulatory CD4+CD25+ T cells
in rats. Int Immunol 2004; 16: 365-375

IMERR, 2, I, K, FHER. KRR A
ARUCHE KA B RIS s R 2R (FAR
RIARR) 2001; 21: 282-283

Kamada N, Calne RY. Orthotopic liver transplanta-
tion in the rat. Technique using cuff for portal vein
anastomosis and biliary drainage. Transplantation
1979; 28: 47-50

W, SRR AN AR K U TR ST AL 11 5
FMLEE. RS AN RERE 2004; 21: 428-429
Racusen LC, Halloran PF, Solez K. Banff 2003 meet-
ing report: new diagnostic insights and standards.
Am | Transplant 2004; 4: 1562-1566

Banff schema for grading liver allograft rejection:
an international consensus document. Hepatology
1997; 25: 658-663

Graca L, Cobbold SP, Waldmann H. Identification
of regulatory T cells in tolerated allografts. ] Exp
Med 2002; 195: 1641-1646

Nakamura K, Kitani A, Strober W. Cell contact-
dependent immunosuppression by CD4(+)CD25(+)
regulatory T cells is mediated by cell surface-bound
transforming growth factor beta. | Exp Med 2001;
194: 629-644

Kamada N. The immunology of experimental liver
transplantation in the rat. Inimunology 1985; 55: 369-389
Blazar BR, Taylor PA. Regulatory T cells. Biol Blood
Marrow Transplant 2005; 11: 546-549

Walsh PT, Taylor DK, Turka LA. Tregs and transplan-
tation tolerance. | Clin Invest 2004; 114: 1398-1403
Strom TB. Is transplantation tolerable? | Clin Invest
2004; 113: 1681-1683

Hoffmann P, Eder R, Kunz-Schughart LA, An-
dreesen R, Edinger M. Large-scale in vitro expan-
sion of polyclonal human CD4(+)CD25high regula-
tory T cells. Blood 2004; 104: 895-903

Jiang S, Camara N, Lombardi G, Lechler RI. Induc-
tion of allopeptide-specific human CD4+CD25+
regulatory T cells ex vivo. Blood 2003; 102: 2180-2186

W RF mA KET

www.wjgnet.com



HREANLELC

www.wjgnet.com

(59

TN EILAYE 20068E13288; 14(3): 267-272
ISSN 1009-3079 CN 14-1260/R

J #h#F 52 BASIC RESEARCH

maspin, p27. skp27E KFERIRIERE X

X%, Bk, A8 H

XY, Fok3F, B, ERAEAKFHREXTE ERF
400016

XIS, %2, 1980-05-284, UU) | [EEINTA, JXi%, 2003F-88Fk
ERNRSIMCIHREDSE, FEMEBCARZRIDEDOBAT.
BRTOHZEAENAE, No. 040310

Egﬁ%‘ K75, 400016, BRHESFE1S, ERERAS
IR,

INRSEEE: 2005-11-08 S HHA: 2005-11-24

Expression and its significance
of maspin, p27 and skp2 in
colorectal cancer

Dan-Dan Liu, Yong-Fen Yi, Wei Deng

Dan-Dan Liu, Yong-Fen Yi, Wei Deng, Department of
Pathology, Chongqing University of Medical Science,
Chongging 400016, China

Supported by the Fund from Chongging Committee of
Education, N0.040310

Correspondence to: Yong-Fen Yi, Department of Pathol-
ogy, Chongging University of Medical Science, Chongging
400016, China

Received: 2005-11-08 Accepted: 2005-11-24

Abstract

AIM: To explore the expression of maspin, p27,
skp2 in colorectal adenocarcinoma as well as
their roles in the tumorgenesis and progression
of colorectal carcinoma.

METHODS: SP immunohistochemistry was
used to detect the expression of maspin, p27 and
skp2 in tissues of colorectal tubular adenocarci-
noma (n = 30), colorectal polypous adenoma (n
= 20) and normal controls (n = 20).

RESULTS: Of 30 cases of tubular adenocarci-
noma, the positive rates of maspin, p27 and skp2
expression were 83.3%(25/30), 50%(15/30), and
36.7%(11/30), respectively; of 20 cases of pol-
ypous adenoma, the positive rates of maspin,
p27 and skp2 were 95%(19/20), 80% (16/20),
and 10%(2/20), respectively; of 20 cases of nor-
mal colorectal tissues, the corresponding posi-
tive rates were 95%(19/20), 90%(18/20), and
5%(1/20). The expression of maspin was signifi-
cantly correlated with lymph node metastasis
(P = 0.04) and Duke’s staging (P = 0.014). The
expression of p27 and skp2 showed a marked

www.wjgnet.com

correlation with the differentiation of carcinoma
(P = 0.014, P = 0.001), while no significant cor-
relation with tumor infiltration depth, lymph
node metastasis and Duke’s staging. There was
a positive correlation between maspin and p27
expression (r = 0.447, P <0.05), but there was no
notable correlation between maspin and skp2
expression, as well as p27 and skp2 expression.

CONCLUSION: The expression of maspin and
p27 are increased, while skp2 expression is de-
creased in colorectal adenocarcinoma. The aber-
rant expression of maspin, p27 and skp2 may
be indicators for reflecting the differentiation
of colorectal adenocarcinoma. Maspin plays an
important role in tumorgenesis and progression,
especially lymph node metastasis, of colorectal
adenocarcinoma.

Key Words: Colorectal adenocarcinoma; Maspin;
p27; skp2; Immunohischemistry
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Abstract

AIM: To further present the double-function
of nitric oxide (NO) on acute lung injury (ALI)
induced by severe acute pancreatitis (SAP) as
well as its relation with the activation of nuclear
factor kappa B (NF-«B).

METHODS: Sprague Dawley rats were aver-
agely divided into five groups (6 for each): sham
operation (control), model, sodium nitroprussi-
de (SNP), L-Arg, and aminoguanidine (AG)
treatment group. Sodium deoxycholate (15 g/L)
was injected retrogradely into the common bilio-

www. wjgnet.com

pancreatic duct of rats to establish the model of
SAP. Meanwhile, in vitro stimulation experiment
(using lipopolysaccharide, LPS) was also per-
formed. The activity of NF-xB and the amount
of inducible nitric oxide synthase (iNOS) mRNA
in alveolar macrophages were determined by
electrophoretic mobility shift assay and reverse
transcription polymerase chain reaction (RT-
PCR), then the levels of tumor necrosis factor
o (TNF-a), NO and iNOS expression were also
measured respectively.

RESULTS: The levels of NF-xB, iNOS mRNA,
TNF-a, NO, iNOS in alveolar macrophages and
serum of model group were significantly higher
than those in control group (P = 0.02). Other
indexes about ALI and pathological examina-
tion of lung tissue showed obvious pathogenic
changes in model group. SNP and AG decreased
the NF-xB activity (213.47 + 12.34, 222.98 +
17.69 vs 327.13 + 13.46, P < 0.05), reduced iNOS
mRNA expression (SNP: 2.35 £ 0.34 vs 3.1 £ 0.38,
P <0.05), TNF-a (0.38 £ 0.034, 0.45 + 0.043 pg/L
v5 0.76 £0.045 pug/L) and NO (168.2 + 0.78, 146.4
* 0.59 mmol/L vs 229.3 £ 0.98 mmol/L) level
and alleviated the degree of lung injury, but
no significant effect was shown in L-arg group.
The results of LPS stimulation experiment were
consistent with those in rat model experiment in
vivo above.

CONCLUSION: Exogenous NO can suppress
NF-«B activation, down-regulate iNOS mRNA
expression, and alleviated the release of NO and
TNF-o. Similarly, the selective inhibiting reagent
of iNOS can also regulate the over-responses of
inflammation through depressing endogenous
nitric oxide.

Key Words: Nuclear factor kappa B; Nitric oxide;
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AT & (Promega A 7).

f#FESD A B, 1A 180-220 g, & (H A%
PR S sy e it). BENL Y b TR
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Abstract

AIM: To search for molecular tumor markers
in the peripheral blood from patient with early
stage of large intestinal carcinoma, and to offer
early, reliable and simple methods for the early
diagnosis of large intestinal carcinoma.

METHODS: The expression of CK-20, GST-r,
hTERT, survivin and skp2 mRNA were detected
by reverse transcription polymerase chain re-
action (RT-PCR) in the peripheral blood from
patients with large intestinal carcinoma (n = 28),
adenoma accompanied by moderate and severe
atypical hyperplasia (n = 8), adenoma accompa-
nied by light atypical hyperplasia (1 = 18), and
inflammatory polypus (n = 11) as well as normal
controls (1 = 10).

RESULTS: The positive rate of hTERT mRNA
expression was 82.1%(23/28), 87.5%(7/8),
27.8%(5/11), 9.1%(1/11), and 10%(1/10) in large
intestinal carcinoma, adenoma accompanied
by moderate and severe atypical hyperplasia,
adenoma accompanied by light atypical hyper-
plasia, inflammatory polypus and normal con-
trols, respectively, and there existed significant
differences between the former two and the lat-
ter three (P < 0.05). The positive rate of survivin
mRNA expression was 64.2%(18/28), 50%(4/8),
and 11.1%(2/18) in large intestinal carcinoma,
adenoma accompanied by moderate and severe
atypical hyperplasia, and adenoma accompa-
nied by light atypical hyperplasia, respectively,
and there was no significant difference between
the former two, while there existed marked dif-
ferences between and former two and the latter (P
< 0.05). The expression of survivin mRNA was
not found in inflammatory polypus and normal
controls. There were no significant differences
between all the groups in the expression of
CK-20, GST-n, and skp2 mRNA (all P > 0.05).

CONCLUSION: It is meaningful to detect the
expression of hTERT and survivin mRNA in
peripheral blood using RT-PCR technique for
early diagnosis of large intestinal carcinoma,
and hTERT and survivin may be the molecular
tumor markers for early diagnosis.

Key Words: RT-PCR; Molecular tumor marker; Early
diagnosis; Peripheral blood; Carcinoma of large in-
testine

Du Y], Liu X]J, Jin YM, Qu B, Li BJ. Investigation of
molecular tumor markers in peripheral blood for
early diagnosis of large intestinal carcinoma patients
using RT-PCR technique. Shijie Huaren Xiaohua Zazhi
2006;14(3):280-286
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Ja P EERBERIE A | ISP IG R R A
¥k 114) K28 A & A2 104 B x5 BB
# 4} B 2 CK-20, GST-rt, hTERT, survivin&
skp2#9mRNA £ A H L.

R K. BT TERLAE A,
MG RR R A R A KM B A B
R LhTERT mRNA & L 69 Fa b R 5 5]
82.1%(23/28). 87.5%(7/8). 27.8%(5/11).
9.1%(1/11). 10%(1/10), X #5520 B A% I8 P
FTHEARBAEG AN LR M2 R £ 5 2%
(P<0.05); survivin mRNAZE X W& AE
TERERIG AN, RBRERERIG A
849 PR 5 55 3 2 64.2%(18/28) 50%(4/8).
11.1%(2/18), ¥ M8 P20 JE & AR R X,
KD FEL 5 G b 2 R A R A AR £ R,
L R AG A M, KEERAER
202 18] £ 3| % % (P<0.05); @mCK-20, GST-m,
skp2 mRNAE &40 19 & ik R geit 5 & L (3
P>0.05).

258 RT-PCRA&N X # % % 4 91 f2h TERT,
survivin mRNA 89 F ik 55 K W 55 69 T 4035 A
B, TR TG W G 5 T AR,

XE813: RT-PCR; 4-Fhrichy; RH2H; SN E I
P77

MHR, R, TR @R ZEAN. RT-PCRSEAR
EEEINEMEBHD T IRCWAR. BREN BTG
2006;14(3):280-286
http://www.wjgnet.com/1009-3079/14/280.asp

03I

KW N R oh FE RS ME 2 —, Kk
R R L THE . BRI K TS BT, AR
T30 K W e A3 AT TR IR B IR AN B S22, 5
ZAR. Rk, 78 TCRER AR i kS K i, ik #
HORIL. Bz, BaT7, & Kl 2P
sz . A7 I, A R A I
Gy RRC ] B8 KR D W 52 ) K e SR
MT-BL. AT FHRT-PCRI 5, # K g e
B AR LA CK-20, GST-nt, hTERT, survivin
skp2[FImRNAZKIE, DAFRSROK i 83 40 A 1)
KN FhRic).

1 #RFSE

1.1 A IEE2004/200505 /R VERE B M E —
Bt I B v 0 K I R RS TR A 12 T k- K e 2 8441
(552081, 2819, V¥ Fk858.6 ) Jipsed h HE AL
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ANSUAIEE MG (B3 5451, L34, SPRIERE59 %,
JEAN BT 3 1 346 L iR A S AN M 7R 3 1 1 84
(G134, 5, ~FHIFEE56.74) K1k
BICFIHEE39.78 ) 1 B 1041 (CF- 3 418
324, Apg B IR, 66 I b Ber B AT i
), BATIMAES mL, HUikE, FHWk 4 i o 25
I3 B AL AN, $EEUMRNA, ~70° CLRAE. HRELn
53 Bk R T DO A=A A R =17
TRIZOL"Reagentl#y T"Gibco BRLAH]; =& H
ftn IS ) R b A T RO T L Ak
SR A F] AL ANTP, DNA Markerl# E 52 424
THREABRAF]; M-MLV Reverse Transcriptase, Tag
DNAZAE HPramegar=ih; 51t LAt TH
Ji. ACER ELEE VKR = B 0L, PTC-100F406 31
1%, GE-100HLKA, 4 H BB g R 48, 540y
JIERETHEE.

1.2 7 ik

1.2.1 BRI 53 9K FIMorsondié Hi 132,
o3 VLRI UM R 3 A A LB B A AR SR B
PR By 3. BT )
LA 27 1) e Rk 0 T, TS A AR 4 PR o2,
2R EFPIR, B8, HIEH, B BEAE S A
HII1/2, IRE R AE A, o B AN AL AR (1T 90) %%
B A 40 P S R 0 B 5 R AL 2 e R A%
L2, s B AN 2/3, R TR AR AT, R
FIER I, KANA—, 5] WILRE 15 5
TINS5 AN S 7R 1 2 (TR R A W i S 7Y
B2, A2, AN b 4 i i o,
MR B =P LB 2R, b R 40 AR Ik 3R L, IR
WKL Hll, KA, IREEE R TS
W, A7 15 R BLTRIR S5 46, 28 1 S RS AR 25N
A28 200 AT 28 PR 40 D, % 12 1
R AR Rz, AR R, AN SR A
1.2.2 ERNAFZIC 7209k 40 M 5 35 40 25 B
A, i1 mL TRIZOLIXF, 44
WIFIREURRNA. 10 g/LE AR BB vk ko
28 sFI18 sFAk; FEAM O AT E M RNATY
S NAUTE, A /Ao EAE N 1.8-2.0, BEWIERERNA
JTE AT

1.2.3 ¢cDNA& & VK ZF: 5XBuffer 5 pL,
dNTP(2.5 mmol/L) 5 pL, OligodT(10 pmol/L)
1 pL, M-MLV 1 pL, SARNA 2 pg, DEPC/K 4 &
MAKRR25 L KNS H:42°C 1h, 70°C 15 min.
1.2.4 PCR¥ ¥ ZMCHR[2-6]1¥ 11514, IFAE
GenBank F#FATAZXS, W& B-actiny HTES
] P HLO 4 [P FE (R 1). CK2055 158 PCR.

WA # 5

A B ART-PCR
# Oy ik, K K
B & S R
P CK-20, GST-r,
hTERT, Survivin
A Skp2#mRNA
Fik, ARK XK
9B E A e tg
T F AR LY.
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=l
KE (bp)
CK20 A:5'-CAGACACACGGTGAACTATGG-3' 370
B: 5'-GATCAGCTTCCACTGTTAGACG-3'
C: 5'-CTGTTTGTTGGCAATGAGAAAATGG-3' 303
D: 5'-GTATTCCTCTCTCAGTCTCATACT-3'
GST-r F: 5'-CAGGAGGGCTCACTCAAAG-3' 354
R: 5'-CAGGTTGTAGTCAGCGAAG-3'
hTERT F:5'-TTCCTGCACTGGCTGATGAGTGT-3' 329
R: 5'-CGCTCGGCCCTCTTTTCTCTG-3'
survivin F: 5'-GGACCACCGCATCTCTACAT-3' 350
R: 5'=GCACTTTCTTCGCAGTTTCC-3'
F: 5'~AGTCTCTATGGCAGACCTTAGACC-3' 500
R: 5'-TTTCTGGAGATTCTTTCTGTAGCC-3'
B-actin F: 5'~CGAGAAGATGACCCAGATCA-3' 240
R: 5'-“AGGGGCCGGACTCGTCATAC-3'

ZR Elk7)=27]

skp2

GST-n. survivin/x NAAZ: 10X Buffer 2.5 pL,
dNTP(2.5 mmol/L)2 puL, MgCl,(25 mmol/L)
2 uL, By FUHESI#(10 pmol/L)#1 pL, Tag
DNAZAHE0.5 pL, cDNA 2 pL, /KAh k&R
%25 uL; RMNA&AE: 95 CHIAEYES min, 94°C
45 s, 58°C 45 s, 72°C 60 s, 32MEFL, 72°C
7 min. BFLCK20%E 158 PCR=“H)2 nLEAT 552
RN, R K& L. hTERT R M A &R:
10 XBuffer 2.5 uL, dNTP(2.5 mmol/L)2 pL,
MgCl1,(25 mmol/L)1.8 uL, k. Ry
(10 pmol/L)#0.75 L, Tag DNAE 4Ti§0.4 uL,
c¢DNA 2 uL, /KAMNEE R R25 pL; [N 5A:
95 C A ES min, 94°C 45 s, 60°C 45 s, 72°C
60 s, 32, 72°C 7 min. skp2. B-actin/x
W AKZ: 10X Buffer 2.5 pL, dNTP(2.5 mmol/L)
2 uL, MgCL,(25 mmol/L)2 pL, k. FiF514
(10 pmol/L)#1 pL, Tag DNAR&H0.5 pL,
cDNA 2 pL, KAMNERRE25 pl; KV AL:
95 CHiAMES min, 94°C 1 min, 55C 1 min,
72°C 2 min, 35N, 72°C 10 min. =4 F
20 g/LIFNEREEEIR ALK, AL 458 44 (4(10 mg/L)
Jii, MBI g R G0t H 1 F UK A& AT 04T

St AR A A K HISPSS 10,05k 14k
H, SR A 56

2 #R

2.1 4MA £2CK20 mRNAK A K7y B
h189.3%(25/28), Mitipg i HE AN SR 3 AR 24 P
HT5%(6/8), MJ i 5 AN it B0 A= 20 [ 1k % R

250 bp 240 bp

1 B-actin.

303 bp
250 bp

2 CK20 mRNAZRIX. 1: Marker; 2, 3, 4: N

61.1%(11/18), &1 KA FHPEZ 4 63.6%(7/11),
I 21K (P>0.05)(3R2, K1, 2).

2.2 $ME GST-n mRNAK K Kz 4l pH MR
F75%(21/28), M v T FE AN i Y 38 A 2 [
HSE62.5%(5/8), MiiRg i e AN LR 38 A 2 B 1
66.7%(12/18), R EKWA54.5% MM, EHA
40% 1L (P>0.05)(#2, KI3).

2.3 4 F sehTERT mRNA & ik 2861 K fiz e &
HAH2301 4 AIMhTERT mRNAEIL, FHTEZR
h82.1%; Mytde v HE B8 AN S AR B A 21 B 1 2k
87.5%(7/8); WJR 7 o5 AN ML R 18 2 20 1 5% 1 JEL A
A PHAME R AN HE27.8% 9.1%; IEH 41471
k. KM i 20 B Mg v i R A i 7R 4 A4 40
55 A A4 2 18] 22 531 B 25 (P<0.005)(3K 2, [€]4).
2.4 9A fesurvivin mRNA&GE KW 2H BH P %
JT64.2%(18/28); JIfsRd B BEAN ML AU AR 2 A 4
il b survivin mRNA, PHMH: 3 50%; Mg 425 A
BRI 2 B PERTE H R 11.1%, RPEE N M
IEH AR WRIE, ST 0 W K 4l 5 i
Jog P S AN R E A JE 00, SRR R AN
SR R B IE R AL A 2 0 (3R 2,
K5).

2.5 $}JE frskp2 mRNA K Kk AKSZIAT53.6% K
Jpgie 5 A0 % iAskp2 mRNA, R b
AN M IR 38 1 R e B R AN S 2R 8 A 2 B 4 )
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CK20 GST-n hTERT survivin skp2

baxi] n PEMEE PBMER POMEEL PBIMER  PEMEEL POEER POMEEL PEMEER  PEIEEL PRI

(%) (%) (%) (%) (%)
N1 28 25 893 21 75 23 82.1 18 64.2 15 53.6
RSB AR 8 6 75 5 62.5 7 875 4 50 3 37.5
fRERR SR ERAUB A 18 11 61.1 12 66.7 5 27.8 2 111 6 333
ediadT o] 11 7 636 6 54.5 1 9.1 0 0 3 27.3
IE® 10 2 20 40 1 10 0 0 3 30

1 2 3 4
250 bp 350 bp

250 bp 354 bp

B 3 GST-n mRNAZRIA. 1: Marker; 2, 3: EF;‘—,?H, 4: jﬁﬁ%ﬁéﬂ

1234567

329 bp 250 bp

4 hTERT mRNATRIA. 1, 2: KIZi; 3: =B, 4, 5:
RSB, 6: 2 EIA; 7: Marker.

I37.5% 33.3%, RAEE A FIE R AR
PR #h27 3% F130%(P>0.05) (%2, K16).

3 11E
KW A RIER N2 LR ZH B
B R e A [ Py b NI S A XA I
rhRE BE A A0 R I S SR L R 2k 1) AR Ak, IR
HAER W T8 O R X vT gt AN FL I A,
XK i it RS WA B2 . M RT-PCR
TG H R Al I “BRAEPE” SERNA. PR, 1
FEIE P RERN AL Y€ Rl 45 A2 15 fERf T 5
R, ER IR “hR&” MEERNA
N LA IR o S P 2 2R e

41 o ff 5% H (cytokeratins, CKs)/& 4L
B AL T T4, 4055 2 iit, CK20 mRNA
VE R —Fh AU L N, 1 e B Soeth er al”

www. wjgnet.com

5 survivin mRNAZRIX. 1: Marker; 2, 3, 4, 5: K.

500 bp
250 bp

6 skp2 MRNAZRIXA. 1: Marker; 2, 3, 4: K7,

FH TR0 K fi i R v W i 4 e, ELE I R
H = S k. Funaki ef a/M'CLCK20 mRNA K
B DRLRSL 00 & ot v £ K s A B, A Ok A R
K R . Zhang et al' "R ERT-PCRIE T
58191 K e FN 4745 18 Jid £ 5 A0 A AL, &5 PR IR
SEKCK20 mRNABHYEZR 4351 4144.8%(26/58)
H142.6%(20/47), 52 S I PE 248 15 51169.0%
H174.5%, 164 1E & NAME AR WKL, A4
FART-PC RS W & & il 5 i 16 b 988 41 it CK 20
mRNAR L EHUE . R, J7 8] 5
(1), HA B IR S ARTT, FRATT 5L 50 25
B K W B ShE ICK20 mRNAFHYEZR N
89.3%(25/28), Mty i H 8L AN HL 411G A S Pk
75%(6/8), NRIR I FEAS BRI A 2 A 1 S AL
FHPE A 61.1%H163.6%, 1F 5 4 A 201 &1k, If
HAHERR T S50 A 5 ) )T K 41CK20
mRNARIE 5 I h B A G A | R 4%
JEEAS LRI A R 56 P R PR AL T A Sk 2
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5 IR A Z 0], AT Tk CK201E A K i
GF F AR RS AN 7855, AR K Wi S 3
A= PS5 1A W A 52 75 X Bustin er al'
i R R, Wl R R R AR i R
G ARHT AT HME L CK20 mRN A4 H PP
i, A, 759 H CKR201E Ay K s o Wil i 431
PRIC R TC R I, AN LU R W 41 20 S vk
TERRIN 4518, Schuster er al' B4R H A ASBE
X 7rCK20 mRNABRICAE 5 &K T e 40 i
I 2 R T IR 2R G0 0 = L P 3% 119 3 1T 4
IS AEC Ak 3 B PRI AR S 98 400 B 1 400 11 B — 45 DL
HOR AN ARSI 2 11, 55 K AT e R AR il A
A AR &% R o e 4 1.

AW k-S-# # M (glutathione-S-
transferase, GST) &ML H AL 28 B T K
(glutathione, GSH) 536 L ) i &5 55 (1) — 2K 1
R, GST-n#li A 5 e R B b)), o st
Pl AT A SR A 1) K o R 98 B oK T i 41 R
GST-n ik B v TR RS 4L, Ul W B
Ji B R 4 f g A SR AR T, A
GST-nth B #i 7t 5, NN GS T-rnjee— P Ut 1
S ST A bR B Y. ARG S T-nik
HRISAE R IE W JilE . B AT &Ik (transitional
mucosa, TM). FEHAF B @R 7 ILGST-n
X R g RS W L. — AN GS T i
B S S PmRN ARIE S 547 K, GST-n%
BRI, S BUR A T LA G 5]k 4
B, R S GST-ndk H R 1A, KIAGST-nlH
IR 5 R ARG Bush Ty, #oT1E R
S AR IR bR R T, G er alt" LU 0700
&b My i 58 A R IR EL 0 PN G S TG 2k 1A 7
ST, 4 JL AR W & e SE A A Ak R A0 P P A
A1 Z3N GSTIE AL IE 7 41238 BTt e, i
Hk a0 N SR A GS TIE AR A 5 TEAH
K. AT RT-PCRA I K e 138 41 J4 L GST-e
mRNARIL, BRI AR &2, (A B
ZE. AT, FRATTR AL 414151 BH 4 Rk [ PCR
FEIA T S IR TY, BEARN FH A EEPCRE 15
SCK AR, TGS T-ndEAk 247
15, i Z 4% 5 A2V ek, AR K2 W
(14 5 F 52 21 B 161,

ui R (telomerase) & — Pz I R A
A, FHRNAFURE RIS 4 10 8 (A3 35 R R %,
AE LA A 5 RN A BB A e (DN A 42
FEB, A 30 5 S . N b g 4 2Dt 34N W
PR ALK, B RIEER N A(hTR) i b i A1 5%

K H (telomerase associated protein 1, TP1)Flif
LB (AL S5 1 IV B4 (human telomerase reverse
transcriptase, hTERT). 40 il 7k A=A 2 g & 2F
(R BE At 5 | e T8 G R 4 L P S Bt o R il (1)
AT R IR, MTh TERTHE A A A2 i bor i 14
(1 B S DR 2212 P AN ST R W, it s
T B h TERTHIRIEAT — DL P-FAT IR K
AP In S BoR, hTERT S 14k it i 5%
REY), FHAmEHRAL . mALTREE
IR Dk, HEWThTERT RIS 2 H AL F)
s AR T R rh ) I S Lledo er al®W
HqRT-PCR(real-time quantitative RT-PCR)%}50
181) K P g K8 RS O 491 Akt e 75 RS 4 J If ofn. %
hTERTHE KA AT & =00 Hr, 45 0% 7 3.
W7 V2 5 T e R A I 1 R R R
P32 98%FH64%. IX A 45 H g (K AR AR A1
LWL T ¥ )ik, Shin et al*HIRT-PCRYEH
S B ANH MR b TERT mRNAKIL, [RIFE
INAAMEMhTERT mRNA ] LA A B 2 W
S FhRC). AR, K &R o
JEAR AR SR A IhTERT mRNA K%k
WS e 1 R AR B AN AR A L R AIE
WAL, TP (B 75, hTERT mRNAZE IR
I 1 BE AN LR A A v A 0, R R
FEEAS HL R 38 A v B AR S A, E IR S
KW AR i R i) — S B L. FRATT I 45
WAERT-PCRALIAM ) ILhTERT mRNAZK LXK
Jgs B WA B . BT NE, 7R IR NS
A0 Sk AN AT — 2 S hTERT mRNAKIA,
DR, AE S K 9 40 B 23— B ac ) BRI 8 38 A
g 7855

AEAF R (survivin) 25T & IR —Fh gi
s 111 P R O =207 o VR Y S N R A e NI
VAL, FE SR B IR AR IR A
HARIEAL, A A BRI AL 2R, AL A A i
A, W g ekik. 2 N A1l
FIPCRETIH WL IR Msurvivindil, RILEEA
A7 A TR R S P A (R R A, A R i 4 2R
Tisurvivin A (K BH % 4 34%-100% A 5502,
survivinf{FRiIATE K ) & A H — e EH,
[FIF, 5 T - K g 2 (R A AR B3
FHORPH. BATTA SR T 2841 K e i, 43 18451 4F
JE I # 15 survivin mRNA |, BHYE 2R 464.2%; IR
HRER AN IR A 2 AT S0% FH R IR 2 R AN i
T AR 2 BHPE R SR 11.1%; 10 28 M B A4 A E %
ZHTosurvivin mRNARKIE, 51200 K
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A5 g v AN ORI AR 2 e 2= ), B R
BREEASIIIE A ] L RV A SOE B R 2=
523 . Kawasaki er a/™ "%} B 7 20 23 7 511958
AN A I BHFR A P survivingR IA T DL AT,
S5 R RIAE R A ARER A RPER . &
FERGAEA RYERRIE . B W surviving ik Bk
TR0, 2.3%, 52.4%, 63.3%. Al I, survivin
TEg A rh i) ikt — ANk i i A, B A
96 A 60 S PR R (R R, LR AR B M T s, Ut
Wisurvivin AR R BT 51092 W v A
(8. #HE er al VR ILAENAME L5 EL40 AT
survivind& R slios . IS4, AR SE5 K
SBF AN E I 2Rk ) survivin mRNAJE K H T
PRI 4n I, 38tk B TR R S B S
B 5 R TS A PR A P, 5 R P R,

20 M S AR AH < 81 112(S-phase kinase
associated protein 2, skp2)/F K NZF-box i 1%
TR — B3, AEVE 22 40 R B0 42 R 1R 2 3R A
SCED KR g A POk B0 e 1 U R AR
N2 55 40 i S R i . B N AR 2
FUHR R IWAGAE I Jed 2 2 b sk p2 R 0 2 AN ]
P s, S s ) kAR R TS DA
KRBT Ay SL D (M e BRAIAE T AR R
M, Kl d i skp2 81 1 AmRN AR A 5.
PR SER, 78R g B A AL skp2 mRNA
IR G AU, T NS L IR Rk,
A] e AERF IE W A AR DR s

16K W g B A R b SR 1 AR
b ic A2 e — I I HE 1T A S B s SR AR, Al
SR A, A A RT-P C RAS I 41 J# ifi.
hTERTHlsurvivin mRNA {12065 K i (1 5 1]
Wi = . (BEhTERT Msurvivinfg & ik X
e WIS W IR 2 AR bl A
5T,

4 BEH
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Abstract

AIM: To investigate the association of gene
polymorphism of tumor necrosis factor-alpha
(TNF-a) 308, lymphotoxin-alpha (LT-a) with H
pylori infection in Han Chinese in central China.

METHODS: Specific polymerase chain reaction
and restriction fragment length polymorphism
(RFLP) were used to detect the genotypes of leu-
kocyte genome DNA, TNF-o 308 and LT-a gene
in the peripheral blood of 264 healthy volunteers
from Wuhan, China. H pylori infection status
was determined by a validated serological test.

RESULTS: The positive rate of H pylori infection
was 62.1%(164/264) in the healthy volunteers.
There was no significant difference in allele fre-
quencies of TNF-a 308, LT-oo AspH I, and LT-«

www. wjgnet.com

Nco I between H pylori positive and negative
group. In comparison with Spanish Caucasian,
the frequency of TNF-a 308 allele was not sig-
nificantly different in Chinese, but the allele
frequencies of LT-a AspH 1 GG and Nco I AA
were markedly lower (P < 0.0001, OR = 0.207,
95%Cl: 0.104 6-0.409 6; P = 0.0001, OR = 0.396 3,
95%CI: 0.247 1-0.635 7). However, the frequen-
cies of LT-a AspH1 CC and Ncol GG were
notably higher (P = 0.0057, OR = 2.043, 95%Cl:
1.241-3.366; P = 0.000 4, OR = 3.644, 95%CI:
1.677-7.915).

CONCLUSION: The polymorphisms of TNF-a
308, LT-ao Nco 1, and LT-a. AspH [ are not corre-
lated with the susceptibility of H pylori infection
in healthy Han Chinese in central China.

Key Words: Tumor necrosis Factor-alpha;
Lymphotoxin-a; Helicobacter pylori; Gene polymor-
phism

Li L, Xia B, Li C. No Association between polymorphism
of tumor necrosis factor gene and helicobacter pylori
infection in Han Chinese in central China. Shijie Huaren
Xiaohua Zazhi 2006;14(3):287-292

LR

BHY: K34 MF 78 358 B F-a(tumor necrosis
factor, TNF-a))#=#k &2 % -a(lymphotoxin-a,
LT-a, BFTNF-B)A A % &M L5 E Ak T35 4F
B (H pylori) 2 6948 % M, 33T 78 ERAER &
*TH pylori B 3 5y BV a9 48 X M.

Frik: KRRt B A KL b
HT26445) K, Ak B EH AN R S & m e H
2ADNA. TNF-a 308, LT-a Nco | . LT-a
AspH 1 AR % Ak

LR EEEFTAH pylorifE£62.1%
(164/264), TNF-0, 308+ LT-00 AspH 1 .

LT-o Nco | 3B % XV 1H pylori B 4 4 (Bp
H pylori™4)e Z.H pylori B3 40(B7 H pylori
a8 A L R E M £ 7. FEATNF-a 308
EARARFFLEARARES> A EBHIETFH
Jmk AR, 2LT-0 AspH 1 GG# 8 2%

mi %k #

H pylori 8 Z3VA
RZET 45|
MRz L5 E
Z [8) o e K
LERIVEE
N, BRARE
AT 50% 89 AA
H pylori B %, 12
AN R A AR R
Fek, AHA—L
A% H pylori
AR 36 I7 G AR B
Xtk I R
RH pylori®y 5
MRk B F AR
REEAN: REH
pylori B B %
5 BAFE?

i — B
RAFE T AR
#REG T, e AT
HKHE LT, 8, 9,
215, MR RATR,
g E, Hm
BERAE R E R FH
FRETNFARA %
A5 H pylori B
kZ A AT HE
AR . ASNPIZ
ER S, KRR
R A F e B R
Fa g B RS IRN
R AF A
B RRZ AT A
(A & RN
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WA # & 5 T & A& A(P<0.000 1, OR = 0.207, 95%CI:  JEEAFAEMIFNE,

AR 3l i st K, i
H K ok A B
TNFA R %2 &%
w e, XL 5
H pylori B 3 A8
%M

0.104 6-0.409 6), MCCH 27 2 % & T 27 (P
=0.005 7, OR = 2.043, 95%C]I: 1.241-3.366);
LT-ao Ncol GGRWLZMmEARRIEZHP =
0.000 4, OR = 3.644, 95%CI: 1.677-7.915), AA
AR T H Ak AP = 0.000 1, OR = 0.396 3,
95%CI: 0.247 1-0.635 7).

2518 P B ATNF-a 308, LT-a Neo | LT-a
AspH | X R % 5 5H pylorit) B 3 AR K M.

X8 MIESRFEE F-o; MEZE-o; WITEMT
B BEE % A

X, 2K 5. EAPBIRMER SRR SH pyiloriRk
RToAERIME. WRENENAYE 2006;14(3):287-292
http://www.wjgnet.com/1009-3079/14/287 .asp

031
W | TAEKT R (Helicobacter Pylori, H pylori)&Y
ENBTEE 2« AT I 20 K D 445
BB 2= SN ], 5 i A B G vk 2 R
(I S RP 2 SE N NE 2L ST O o2
H pylorfl& 55 B R A2 2 [AAFEAE 10 25 (1 AH G
PE, FE AT ALk B I R AR . H pylori T &G
FAT R B ROk K AR 2 ¢, OF
HASTRIFRZE AR R 5 Bl 25 22 5 s A (1) N K
PABE BB ANE]. S48, RIAT2E EEAH IR pyloriK
AT RAFAE ARG 5, IXIRORH pyloriE ek
TOTRE S A B BE ) LR AT KA,
516 0 S BvE . B R N ISR ] BE A A
MR R, EFERAMNITRINRT MRy Z
AT 4 A 3 VRSN 2 35 W e H pylorilk
Y BORH pylorilE 4 vl BEATAE B A% by kb
IR R ZE A F-(tumor necrosis factor, TNF)
RN EA 2 AYE R RN RE T, 5
PG . PUMIRE DL RS 5 R WO SR
TN FALFE MR PR L R £ - TN F-o0) FITAR L85 3R
a(lymphotoxin a, LT-a,, ZNFETNF-B)228. AT
TETNF-off) 218 8™ & 52 B TNF I K 2 81 1)
MR DL R B R e S KT 1R i st Sk, i O
TNFRR Z &M 5H pylori &G A HEF5T.
TNFEKL THLA M5, K£)750 kb,
JA ) T-3080L L A/GE M TN I Z . Yea et al™”
WFFTIE R TNF-o 308557 FE N A 5 H pylori CagA
JRGEAT G IRATT I R BE AL B T 0 4 il
DX At B N FREAROCR FRATT FRIIE 500 G SR 41 3 (R 1L
WENTNFHE R 2 &V 5H pylori 5% 5y A 2 1]

1 RAITSE

1.1 A BERLIZEE E s R B e 1 5 g
FRAARKS #2644, 5518011, L8445, ~F- 14 14%48.1
+12.4% . B oMo R WAL DOR N, B
B s 2. FECER BKED TAPUAREINL4 mL, K
BRI, & T /P L R 4IDN AL BT
BTN 5359 R TR G 2 W B0 (enzy mee-
linked immunosorbent assay, ELISA), #illA
pylorii& 4, Dtect-ELIS AT s K27 B A
RISy

1.2 Z i TNFERBK R TNF-a 308 PCR
¥ 5 TNF-a(+)5'-AGGCAATAGGTTTT-
GAGGGCCAT-3', TNF-a(-)5'-TCCTCCCT-
GCTCCGATTCCG-3'(genbank number
AY274901). § 484 1F: 94 CTIAZES min; 94°C
1 min, 58°C 1 min, 72°C 1 min, 3£33/MEFF; 4%
JE72°CHEMS min. HL10 pL PCRY G4,
N66.68 nkat Nco 1 PRl 1E N VINE, 37°C/KHEG
A4 h. AL 80 g/ L3R VA M I e st fie
HUK, R ER YL tt. PCRY W& br e 4y 1
SRR, UESZ 107 bp. Z&Nco 1 BV G I %
87 bpMI20 bp B, ATNF-a 308 G/G4li
G715 107 bp W) BORBEY), JTNF-a 308
A/AGLE T BEVIE 18107 bp, 87 bpAii20 bp
=B, NTNF-a 308 G/AZE T (E1). LT-a
PCRE|YLT-a(+)5'-CCGTGCTTCGTGCTTTG-
GACTA-3', LT-0(-)5-~AGAGCTGGTGGGGA-
CATGTCTG-3'(genbank number M55913). 41§
4442 94°C 5 min; 94°C 1 min, 60°C 1 min, 72°C
1 minsHE334MEFR; 72°C 5 min. BU10 pL PCR
184, Neo 1 2251 H66.68 nkat Neo 1 [
HIENVIRE37CHstka h, AspH T Z&MEH
66.68 nkat BsiHKA1 W VIlEAspH T B [H 1
AiF)65 CIH A4 h. WAL W20 o/ LIt Ia R &I
HK, AL CBE R, 7R AN Bl A T 5. [T
PEDNA Hfif 2= BT ZRETRF P H K27 . PCR
P =) 4740 bp, LNco 1 B I KS555 bp
185 bp —NH B, NLT-a Neo 1 *G/G 45
740 bp/ W BORYEEY], ALT-a Neo 1 *A/A
a1 WEY)JE 740 bp, 555 bpHl185 bp—=
B, HLT-o Neo 1 *G/AZRE . M4
BsiHKA 1] 5, 425 bp 1315 bp - EX,
HLT-a AspH 1 *G/G 4451 X740 bp— /N T L,
ALT-a AspH 1 *C/C4lit51; WYl J5 K 5740 bp,
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y

-

=

;——- = 107 bp
- = = 87 bp
M 1234

B 1 TNF-oBBLDF=4080 o/LRMNIGELIZERMEBIR. M: PBR
322 DNA/MSP I Marker (Sabc); 1: TNF—oarR g EI R
Wp; 2: TNF-a Neo 1 A/A%ET+; 3: TNF-a Neo I G/G4f
&F ;4 TNF-a Neo | G/A &+

123 M4 567
2 LT-ofBtD=180 o/ BREELAREEMEBIR. M: 100
bp DNA Ladder (Sabc); 1: LT—a Neo I G/G4i&T; 2: LT—a
Neo 1 G/AZET; 3: LT—a Neo | A/AZEE T 4: LT—a
AspH I C/CHli T 5: LT—a AspH [ G/GAA T 6: LT—a
AspH | G/CH4F 7: LT—0 PCRF.

TNF-a 308

LT-a Nco | LT-a AspH |

ERRE FUERME ERIRE  FUERRE

ERARE  FUBEERE

G/G G/A A/A G A

G/G G/A A/A G A

G/G G/C C/C G C

H pylori* n = 164 144(88) 18(11) 2(1) 306(93) 22(7) 41(25) 76(46) 47(29) 1568(48) 170(52) 10(6) 81(49) 73(45) 101(31) 227(69)

H pylori-n = 100

84(84) 16(16) 0(0) 184(92) 16(8) 22(22) 49(49) 29(29) 93(54) 107(46)

6(6) 51(51) 43(43) 63 (32) 137(68)
76 16 132 116

B 228 34 2 63 125
TNF-o. 308 LT-aNco | LT-aAspH |
GiE AlE GiE Al G CE
wEEE wEHE TE e

Hpylori*d 162 20 117 123 91 154

Hpylorird 100 16 71 78 57 94

425 bpHI315 bp—=M B, ALT-a AspH 1 *G/C
ARET(E2).

St E HHHASPSS 115500k
AL, AR R Y SRR B DR A A8 DL R i IR 4%
T AR LR R FH o A 56 IR i E 2 VA 56
P<0.05\ KA Gt 2 L

2 #R

H pylori I FH pylori i TNF-o. 308, LT-o0 Nco
[+ LT-a AspH T KBRS A7 55 PR A2 4
6] FE B AT 0 3 1k 2 e, IX3AMAL U RN 2
BYESH pylori B AA7AE 3 KHE B R
(TNF-a 308GG. GA. AAFNMH pylori ¥l
MH pylori AR L, PAES M 0.460 0,
0.259 0, 0.527 6; LT-a. Nco I GG. GA. AAJE
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NIH pylori 8 FH pylori 4 41 1F LA, P43 53 Ky
0.168 48, 0.769 8, 0.952 6; LT-a. AspH 1 GG-
GC. CCHHAH pylori 2A FH pylori 120 7] LE
5, PIHAY M 1.0, 0.899 1, 0.898 4)(#1). H py-
lori W HH pylori 41 TNF-o 308, LT-o Neo [ -
LT-o AspH I JEPR5 174 20 W) LB o 25 1
255 (TNF-a 308 %° = 0.293 7, P = 0.587 9; LT-au
Neo 1l x*=0.01134,P=09152; LT-aAspH |
=0.000 197 1, P = 0.974 5)(£2). Wb plik
ABLT-o0 Neo I GGHILL IR A W] B P =
0.000 4, OR: 3.644, 95%CI: 1.677-7.915, AAT 4]
BECT 7P =0.000 1, OR = 0.396 3, 95%CTI:
0.247 1-0.635 7; WAL DU AN LT-00 AspH
[ GG AR T =& AP<0.000 1, OR = 0.207,
CI: 0.104 6-0.409 6, CCHIHI & =T X 7P =
0.005 7, OR =2.043, 95%CI: 1.241-3.366 (#3).

3 e

H pylorif&4e 2 B 2R R 2 —, W5TiEm
H pylori (P JEEGL 3 54025 28GR A A& B DA DG 1.
K E GG W WA T R K, O
(G R <40%". RIFIH pylori*F 35 &GNy
58.07%, Hr110-2028 #-FHEGEX50% ", L

miAEE
AL ERREH R
AEAEAT B HEAF R
SR, 2R teH
T 8 A &AW R
B H pylori
BRERBET A
&k, Foh H AN
okt —F F&
H i 09 SNPAZ &
SATRBEAFAZ
2]

S
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PEEIHERREA FBYFSNRA

HEER FUERE ERZA FUERE
TNF-o 308 G/G 228 (86) 490 (93) 83 (82) 182 (0.91)
TNF-0 308 G/A 34 (13) 16 (16)
TNF-0, 308 A/A 2 (1) 38 (7) 2(2) 20 (9)
LT-a Nco | G/G 63 (24)° 251 (48) 8 (8) 58 (29)
LT-a Nco | G/A 125 (47) 42 (42)
LT-aNco | AJA 76 (29)° 277 (562) 51 (50) 144 (71)
LT-aAspH | G/G 16 (6)° 164 (31) 24 (24) 97 (48)
LT-aAspH | G/C 132 (50) 49 (48)
LT-aAspH | C/C 116 (44)° 364 (69) 28 (28) 105 (52)

°P<0.01 vs SNIERA.

WX N FEHH pyloril& 4% 66.4 %Y.

H pyloriF)Fe 825 G% 5 1420 i D51 1 2
K2 &M IFH " : IL-1A, IL-1B, IL-1RN,
IL-8, IL-10, TNF-afITNF-p%%, JFA7 i i i
TNFIEN 2 S S H pylori AT 3P0, M
5 B IR AEAH SR,

TNFAFETNF-o 1 LT-a, LT-o /& 32 5 ik B2
0 i E5 SR G 6 T — P 8 L BT, T T I
N A, SRS, 1SRN T
Fak, WG A0 A A i L PR, (e gEB Ik
ELA P A Ak, BITHLA- 1. [RPUEERIA,
HAT 2 W75 3 SRR 15 S Dhfe.

TNF-ou — P A EE G T IaE. 2
5 RIE RN AT H pyloril&4s T 3018
B RFMEITNF-o/K V- BT, 5 R E) AR
HRPE R A1 (R AT %, R A EARPUM A (o
H pylori) &L It FErf, TNF & HZ 1 LR A 3R,
DAL A ' R A WA BTG, ' N p HIRAIR AT ) T B
pylori (PG, AR b 5 (1) 98 5T J& 5 S IR 73 Wb
PRAR A =R R, LR INAE T 24H pyloril&d
RO, 5 R ) 20E e NVAFTL-1-BAITNF-o7
WAHEIN, JEAE S G 15 AR IR AE S B A
PR LR - 350 01 S TR 0 PR ),

BAT 5 B T I AG AR eI T 264 44 UG AR R
AR AN I A BB TNF-a 308, LT-o0 Nco
[\ LT-a AspH [ FEFFRAL A, RILEDHLX
fa FEDURE N TG FETNF-0 308 LT-00 Neo 1 B
LT-a AspH 1 £ s RN 2 38 YEAEH pylori FIH
pylori W34 3 J0 B Ve 7 . Ui b [ E
NHWH pylori&Ge 5 UL 134N R 1) 2 250k
AL REANAF AR L RE B OC 2. v [ DU 5 TR B2
RN 2R At R I NPT DL 3N A 2 A

OIATHEAT ELA. RATTRILTNF-a0 3084 55 3Fh 3%
BRI R W N () o A G R 2 . PR A
FFTNF-a 308 ASEALEE RIS A 7%, S5 PHYEF
FNRNE9%) 5 E P (7%) 75 1% A
LR % oy A LG R R 22, H A
(10.89 % ) 1% 2 FERUBTUR 0T P AP AE B3
PEZE S WAL SOR AR IR LT-a AspH T 47
MGG AL T m R A, mCCRH B R
TXT, GCMAE —FH i L R EH M7, AT
LT-o Neo 1 i i, Z485 1 A A (e 3 /3 A S Az
(0.473/0.416), GGELEL m N AP i 14 7,
AATIHI G ZAR T X5

FATHE 5 R I B IE AN TNF-a
308. LT-a Neo | FILT-a0 AspH 1 fi i 2 &M
H pyloriff VBRI JoAH I, AT R A
NETRE: (DFEATE Iy, BAl T H i 2 o
PTPURN, H— AN —AN RO, 7T REHI I
TR MEL SR, B RATE LS T —22 9 K
FEAR G AR RIEIATHIIE; )M T-H pylori
JRYRAE R [F 5K, MUK, i 7] 4047 16 25
BES, H pylorif B R 5 NI &5
P R I A B, — BOR UL B 4 - L 7 Ik
PR M, HATRAEN EERRNTXA, &
DEA AT, DRI AT R A B AT AR 4 R B
P2z, BL TR SR, (3) A Al eI LM A
W SEAE 5 NIRYCH pylori ANAEAERE DR Bl e
7y (WIEARIEH pylorilE G i BUBR I W 7122
PCRP, i 3AT 1R F IR I3 2 R A A pylori
Puodk, Ha e . fustt s, EA TR
TTIRF VR AR N2 S H pylori&Fe, AN
JEAE T E R a2 Wi 2 96.4%, Hr 5k
h192.7%BN. AH L3 2 7 AGE TR A, &
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SRR NH pylorr G508 Ja MAA 25 HIURE 57
YEBUR, HICH pylorii& 43 MM AE(EAE Xk
NAPEHUR, H pylorif R 5 3 sp Hia al A I
(B CKT-6 mo) 4 £F FH 7K F-.

M2, H pylorifE Gt — N5 1 3
() AH BRI 25 38, B T 48 5 1R agt 4% R 25 41,
SOAR T R R e AR 2 AR S AT . TRoOKOK
Uai MU P R S R, AR Sl
FErpit —J7 1, 6T AR e R A H v
TR DRE. DA R 2 AR E M IR HH pylori
AR, HH pylori PG 5 3P 3L A
FEBCR, (HREXTHIEW NH pylori&Y i
5 B = A AR 38 HL % /b WL, Hamajima et a/''%
LA AR IE A IL-18-31 T/THE M 5H
pyloriF SEEGER OC. AR RWEF LR TH pylori
SR AL Sy BV DT IR AP ST, BRI
A PR AT PR S5 R, E A AT mT ek 3
TV R RH pylori IR G- HE T — N R,
A FRATPRE A 1 — 20 - FR LA ) SNP AL 5043 7
RS EE A,
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Abstract

AIM: To investigate the effects of Nimesuli, a
selective cyclooxygenase inhibitor, on the inva-
sion of human hepatocelluar carcinoma cell line
SMMC-7721 and its mechanism.

METHODS: Human hepatocelluar carcinoma
cell line SMMC-7721 was divided into control
(C) and Nimesuli (N) group. The cells in group
N were treated with Nimesuli (25, 50, 100, 200,
400 pmol/L) and those in group C were treated
with dimethylsulfoxide (DMSO). MTT reduction
assay was used to evaluate the inhibitory rate,
and Transwell chamber assay was performed to
determine the effect of Nimesuli on the invasion
of SMMC-7721 cells. The expression of matrix
metalloproteinase (MMP) mRNA and enzymatic
activity of SMMC-7721 cells were detected by
reverse transcription polymerase chain reaction
(RT-PCR) and gelatin zymography, respectively.

www.wjgnet.com

RESULTS: Nimesuli inhibited the proliferation
of SMMC-7721 cells in a time- and concentra-
tion-dependent manner. In comparison with
those in the group C, the expression of MMP
mRNA and enzymatic activity in group N were
obviously lower after 25, 50, 100, 200, and 400
pmol/L Nimesuli treatment (MMP2 mRNA:
0.968, 0.545, 0.330, 0.158, 0.083 vs 1.063, P <0.05
or P <0.01; MMP-9 mRNA: 1.005, 0.758, 0.465,
0.208, 0.103 vs 1.075, P <0.01 except the result of
25 pmol/L Nimesuli treatment). The invasion
of SMMC-7721 cells was significantly inhibited
in group N (7 <0.05), and the inhibitory rates of
the cells” penetrating polycarbonates were 7.8%,
28.0%, 35.6%, 53.6%, 61.4% for 25, 50, 100, 200,
and 400 pmol/L, respectively.

CONCLUSION: The selective cyclooxygenase
inhibitor, Nimesuli, can inhibit the growth and
invasion of SMMC-7721 cells and the possible
mechanism may be involved in the down-regu-
lation of MMP level.

Key Words: Hepatocelluar carcinoma; Prostagland-
in-endoperoxide synthase; Matrix metalloproteinase

Fang ZD, Li JS, Xu XC. Effects of selective cyclo-
oxygenase-2 inhibitor on invasion of human
hepatocelluar carcinoma cells. Shijie Huaren Xiaohua
Zazhi 2006;14(3):293-298
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B & P09 v

m¥ % %4
EHF SRR A,
COX-2%5 T M
TR AR
iR Y
Rk L P arE
Wy 36 BY G . AT 3
M SR MR 3L
WSS, w3
F ) B A By & Bt
TR



294 ISSN 1009-3079 CN 14-1260/R HRENBNZE  20065E18288 145 34
WA B A 08 ZER: NimxrSMMC-7721%a e 6938 5 A k) LG AW T, Je LA A . —H LMK

%R
COX-25 i & 14
KA. REAR
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Nim#t EAKSMMC-7721 %8 i 5 ik 9 MMP
MRNAF= 8 49 &H(MMP-2 mRNA: 0.968,
0.545, 0.330, 0.158, 0.083 vs 1.063, £<0.05 3%,
P<0.01; MMP-9 mRNA: 1.005, 0.758, 0.465,
0.208, 0.103 vs 1.075, 225 pmol/LAE A 4, £
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40 oL F & TR AR BR B R A B R A 7.8%, 28.0%,
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17200 pL. 24 hjGHe, #% Bk o4, e
FR AL, Bdla AL, 37°C. 50 mL/L CO,
MTT 20 pl, 46485974 h, W LB IR, 40
HIINDMSO%#150 pL, P %#R10 min, Bhx
1490 nmP K AFFLIE B (8 LA ), sk
FALBOGE(A). TS A A A, ] A
=(1-5L B ALA TS AE LA T H{H) X 100%.
1.2.2 fmfefz & & 2K R 5 B SMMC-772141
i AA ST ZEHE 1 1) 5 £E Transwel I/ % Fh A T,
AR 7S I SCER[7]: T4 CRbf#Matrigel,
£EFL50 pL AT I Transwel 12 28/ 5 AL
M b, KR FRRE T37TCHELh, D
PBSIE Y& AL. MR LIRS s dl, F Mg
B FEOR 25 AN [7) vk B2 N P G L 97 5 77 90 o 5
SMM C-7721 4 i & ¥, 40 ff %5 & 1 X 10°/L,
3 AL B & 4L200 pL, 76 & 550
BN TS 8 FISMM C-772141 g 55 5% 1 15
600 pLAER A 1, BEAFLE R 3R 37°C.
50 mL/L CO,¥ 24 h . F5-2: Ak, B
P T M, 8% S 110 R PR B oA 2 ok 1 4 M,
2840 g/LZ 5K HER 5230 min. FARHEY (4, B
BLT20005 688 REC . R 25 £ FRulsA
PRHT, TH B2 ik 2R I 1 M 1 4 5, SRR FE
S (0P S8 B 3R O IR A LR 28 e, IR
e, HARIG 3. ] = 4112 22 4
I - S 6 £ 42 22 4 R 50) 0] AL A2 22 4 M 4 X
100%.

www.wjgnet.com



THERR, . WA SREE - 2300 IR N AR RS 22 08I0 295
R YIBREREMRNSIYEINKE AR S
AL Leamid
mpp kAL

2R Ell TIZHRKE

MMP-2 IEY4%5" - CCACGTGACAAGCCCATGGGGCCCC-3 480 bp
2 X4%5 ~GCAGCCTAGCCAGTCGGATTTGATG -3

MMP-9 IEN4E 5 ~GCCACTTGTCGGCGATAAGG -3 243 bp
2 4% 5 ~CACTGTCCACCCCTCAGAGC -3

B-actin IEN4%5 ~-TGACGGGGTCACCCACACTGTGCCCATCTA -3 610 bp

2 X45%E5 —~CTAGAAGCATTTGCGGTGGACAATGGAGGG-3

1.2.3 Nim#SMMC-7721%8 JEMMP mRNA#) %
why BUOGHE K ISMMC-772140 i1 X 10°4%
TEFE T, #% LR SR A, 4W1ER24 hig
AN MY, #5413 T AL 3. 1 I B-actin i A
Z I, MMP-2, MMP-9, B-acting |41 (#1). 4%
TrizoBR 7 & Ul — VR HURRNA, 4
JEEEACIIRNASE R ¢ 7. U RNALE T Wi #%
%, AR ZR20 pl: 5 0ligo(dT)ys 1 pul, MMLV
W SERFL ul, RNA 1.0 pg, 10 mmol/L dNTPs 2
uL, RNasin 1 pL, 42°Ci#60 min, ¥z WiRA
YA T0°C. 10 minbhZ 1 V. PCRIW {4
%40 pL: cDNA 4 plL,10 mmol/L dNTPs 2 pL,10
X buffer(¥Mgcl,) 0.8 L, . FiF514%1 uL,
TagDNAZ 0.5 pl. PCRY 14 (IIEFR 54y :
96°C 3 minji7, 94°C 455, 55°C 45, 72°C 60 s, 35
AMIEER, 72°CIEML0 min, [FIR XS Py X B-actin
AT M. (520 o/ LBkl EakaT ik, &
UV-30048 4h 2 BT A O H MO026 (B i 22 T ) J M4k
£33 FEMMP-2. MMP-9 5 B-actinif % & 1)
ELAR % 75MMP-2, MMP-9 mRNA AN & .

1.2.4 KA AR ERE XM 2 40 e EF R P
MMP &g & ke W] RS S 56 770 2 BOCHR[B]: B
X EAE K ISMMC-772140 i, 17 4840 il 2 i
1X10°/L, Hehh 244U 97, 0 0 i sl s 97
WG TR, $ FIRSEH 4NN Z5), dkELi;gR24
h JE AR B IR G A0 M. BT R
WiZ:1 200 r/min, 4°C #0010 min 0.22 pmyE it
V&, LA PREOR IR AR AR, e 5 SERNEAT
kT 53 T OKE 40 PR 4% PR 1 2R R (B 10°A4 4
T S IR B vk FAE ) S5 SRR 2
X SDSEEKE EAEZE MR A, FFET80 g/L SDS
BRI IBER (51 o/LIIIR), 4°C LK, LI A
12 Viem, 15 4 Sy 0 B A8 b sl LA PR G2
(25 g/L Triton-X 100) F- %3 FUbke2ik, K
30 min. BERE T & 2207750 mmol/L Tris
HCI, 1 ummol/L ZnCL,, 0.5 g/L& %4, pH7.6),
37 CIHIL R IR IS PE 18 h . LY th i (10g/L 1K)
F i R250. 100 mL/LZ &, 100 g/L5 A
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100 [
80 |

60 [

NI (%)

40 F

20 [

0
24 48 72

t/h
B1  NmXSMMC-77214BIB A< B HNHEIER.

FE) 44430 min, DA (A3(100 mL/LZ PR, 100
o/L A N ED) I 2430, 5 2 0k W a1 35t
FRE A I TM, 72 000F192 00047
Kb I FH B IRE I A5 43T ZR G0 52 45 41T 1) - 1) I
JCHE (AME) S ILTHAR, LAk 4 AR 2 RO
AR BERE PE AT 2 B0, THRS 40 AR 2
VAE (VI =AM X T

S e A T e Eh T i 1 P
(mean+SD)#R, FIHISPSS11.04¢ U fAFEAT 1.
K275 29301, P<<0.0545 4i il 75 L.

2 BR

2.1 Nim*FSMMC-77214m Jit, & ¥ %9 % & 25 pmol/L
NimfEH24 hjg, 40 A K305 8 5.6 %P>
0.05), XFSMMC-772140 g A=A HI/E TG 2 5+,
A2 556 A AT LENTmXF SMMC-7721 41
A A A P 38 A 3 M (P <<0.01,
1). B I [RDRN R S5 00, 25 )0k JFFE 40 e e 4
B T, B, R AAOBE. 7524 h,
25. 400 pmol/L Nim¥ 4 i A= KA =250 b
5.6%. 26.5%, Mi{E72 h, [F)2 2511k B 4] 2%
439 015.2%- 79.9%, ik /b K 25 44 41 A
AR 1R 22 e DD AR R 35 ), R AR 28 5
Kbk F 2591 FH 24 h,

2.2 NimsSMMC-77214k 9M& £ 4% 1 49 % 5%
PR A 258k FEAF 24 hg, #illSMMC-7721
i M 7B L I 2 Matrigel R B, 25 umol/L
NimfEH G, 5 AR L 2L 2% 4 7.8% (P

JEJE S B 3R AT
COX-237 %1 7] 3¢
95 ta RoAZ 2
e JHAm
COX-237 %1 7] 3¢
T 5% 48 A0 2 sl 64
MMPA %,
IR+ COX-237 %]
) = A X AP AE R
AL



296 ISSN 1009-3079 CN 14-1260/R WRENENAE  20060E152880 145 3
| B 3E XA £ 2 NimXSMMC-77214BiRE2EE NEVE 0

A Y A 5
T COX-2#7 4] 7
T VA AR 95 4a
JAGECE & 1 PN
o 3 ) BT R 09 4%
ALK H
COX-24p %) 7 By
BT RRAET —
AL IRYE, A
A VT R R A IS
WG FRZ—.

4B TEMIRE HIFHIZR (%)
WiRHE 58.60 + 6.95
SXAE] 25 pmol/L 54.00 +3.28 7.8°
50 pmol/L 422 +3.96 28.0°
100 pmol/L 35.4+3.91 35.6"
200 pmol/L 27.2+1.92 53.6°
400 pmol/L 22.6+2.70 61.4°

*P<0.05, °P<0.01 vs WHBAH.

&3 SMMC-77214BFEMMP-2, MMP-9 mRNABNES DT (mean + SD)

Nim MMP-2m RNA MMP-9m RNA
O(HR) 1.063 +0.062 1.075+0.039
25 pmol/L 0.968 + 0.0332 1.005 +0.021
50 pmol/L 0.545 + 0.062° 0.758 + 0.059°
100 pmol/L 0.330 +0.032° 0.465 + 0.037°
200 pmol/L 0.158 + 0.025° 0.208 + 0.036°
400 pmol/L 0.083+0.017° 0.103 +0.015°

*P<0.05, °P<0.01 vs WIBA.

M 1 2 3 4 5 C

~ p-actin

610 bp
—MMP-9
243 bp

2 SMMC-77214BfEMMP-2, MMP-9 mRNAZRIAAIRT-PCREER.

<C0.05), #HHISMMC-772141 i 7 B (1) e 11 48
THEERE X, MRS A SMM C-7721.41 il 757 i
fie 1 AR A 2 3 4t L (P<<0.01),
o A28 61.3%(#2). 45 KK, Nimx)
SMMC-7721 A5z 2 e A7 W) b 4 il
H R

2.3 Nim#SMMC-772128 EMMP mRNA# % v
ESMMC-772148 ffd v o] LU 2IMMP mRNA
P2k, PR ZIREAE /24 hf5, MMP-2,
MMP-9RIEIIH T (K2, 3&3), S5x 4Lt
MR W R

2.4 Nim*FSMMC-7721 %8 JeMM P4 7% 1 64 %
" SMMC-772143 Wh 1) b 7 e A% A I )
MMP-2, MMP-9)¢ik, i A VAE AT LG
MMP-2/135PE B & T-MMP-9. ANRIRENIm
£ FSMMC-772141 /224 hfii, MMP-2, MMP-9
FILY %, S A e, LAV T %R

A RFE (1813, 4). JLAMHIE B 25k
(FIE A T 494 6, S 7 B AR

3 iR

AL B (cycloxygenase, COX) i Ak 4625 DU #i
MR 44k A T 41 B 25 (prostaglandins, PGs)[#)
iy, H AN, COXH COX-1LRICOX-2HFi [ 1)
FRAL, COX-Li—Fh 4l I Al, 7F¥F 2 4148
TRk, IS 5 IR AR BLI)RE; TICOX-2
H— R AN, RN ARE, R
BRI~ g 771) R g i DR 402 0 SRR I A
AL HORE 2 IR, COX-21)3ik 5 g
(1) R A0 R e AR SR, ok R B, COX-26ik
BB SRR, A . il
Feh R COX-21FRIE Gk 453212 = IE
FHIK, SRT, COX-275 MR 2%. A ML
AW if.
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1 2 3 4 5 ¢C B 9 2 50 B AR PE . RT-P C R A% WA Jie it it ks 0 ik ;@ﬁﬂr
. et A A i b 2R
MIMP_2 N, AESMMC-7721 A1 P RERS AL TN ZIMMP-2, 5 0 s o0 20
—72 000 MMP-9[¥ %%, NimBEBHIHISMMC-772141 s Nimesulishif &
;S N N ZfSMMC-7721
— o SHEMMP-2, MMP-2 8T8 K AT E, N 22 50 g it

B3 SMMC-77214BIEMAEIMMP-2, MMP-9BYBRILE AT
1-5: 400, 200, 100, 50, 25 umol/LNim; C: IJ884H.

0 25 50 100 200 400
Nim(umol/L)

B4 SMMC-77214Bi8DIMEIMMP-2, MMP-9Z & HIRD
VIELER.

PRI 28 B A ST i Rg 1 T AR )2
1720, e 4 B A AR 22 e B i R v 0 SRR IR e
21 ) ok J5 R 35 T M8 L o P 40 PR A 35 5. e oRg
OB CBNN S = a0 a7 e el VRS B A B ST T
AN, WS E . AR EeE
V). ISR R A, A A0 AR ) T 1) T E
Iy MR AR, TR AR X, SR S IR 4 P
Tok 20 [ 356 o R S R, E N ML AE IR 3 — 20
R L. A5 S 55 R 40 0 A B 5 ) I A v O
Wi B AN E R H RS MMP&—
SR BS HGE IRE, ARE PN, )
Gy AN RS, I B 2R (L FEMMP-2
FIMMP-9) FIAE H A A2 VIV B Jit. K s
HRY, WIS MR R B CRENR
2 ) U DR Ay il AR R LA R fRE 4 i 1) 5
853 6 T PR S U I R - IV AR e S O,
McKenna er a/™™ {15256 2% B, v s T M T 4 41
MMP )ik Jad VT, S R &S . &
SRV AR CR. BOE IR ER I, COX-2
() 75 23 AT LL 51 MM P-2F1 M M P-9 (13 1 1)
#a5E. Kk, BATERTT T COX-24H 77 §E 15 30
To F 2 g ok A ARG P P A5 28 RN A% . Al 1 ik
MT TR 7R Nim ] LU SMMC-772141 iy
ARz I, o0 B LA 2 AT R I, UL
HINIimBEFIHISMMC-772141 i 4= K. Transwell
/N S RTINS R 4 Ak AR 2R e ) LA
AL SO AU R Nima] DL 25 %
IKSMMC-772140 i i1 28 6E s, H.BE 25415 H]
W PE RS N, JCA o FH 2 0 s, 7R — e e
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11 58 W INTm T LU L 5% 0 e 40 MM PR {1

= JE bk

AR 25 hE

B2, RSERAIPUESE T R HEPECOX-240
AT LB MMPag A, BRI 40 i i1 12 22
RET, AT (B R A . X b ik 4
COX-24Mfi IR e AR A3 T 52 K BRI K 4,
FAT AT RERON IR B 8 T-Blz —.

4  SEEK

1 Lagorce C, Paraf F, Vidaud D, Couvelard A, Wen-
dum D, Martin A, Flejou JF.Cyclooxygenase-2 is ex-
pressed frequently and early in Barrett's oesopha-
gus and associated adenocarcinoma. Histopathology
2003; 42: 457-465

2 Mann JR, DuBois RN. Cyclooxygenase-2 and gas-
trointestinal cancer. Cancer ] 2004;10: 145-152

3 Kune GA. Colorectal cancer chemoprevention:asp-
roin, other NSAID and COX-2 inhibitors. Aust NZ |
Surg 2000; 70: 452-455

4 Yao M, Lam EC, Kelly CR, Zhou W, Wolfe MM.
Cyclooxygenase-2 selective inhibition with NS-398
suppresses proliferation and invasiveness and de-
lays liver metastasis in colorectal cancer. Br | Cancer
2004; 90: 712-719

5 Koga H, Sakisaka S, Ohishi M, Kawaguchi T, Tani-
guchi E, Sasatomi K, Harada M, Kusaba T, Tanaka
M, Kimura R, Nakashima Y, Nakashima O, Kojiro
M, Kurohiji T, Sata M. Expression of cyclooxygen-
ase-2 in human hepatocellular carcinoma: relevance
to tumor dedifferentiation. Hepatology 1999; 29:
688-696

6 Huang DS, Shen KZ, Wei JF, Liang TB, Zheng SS,
Xie HY. Specific COX-2 inhibitor NS398 induces
apoptosis in human liver cancer cell line HepG2
through BCL-2. World | Gastroenterol 2005; 11:
204-207

7 Arya M, Patel HR, McGurk C, Tatoud R, Klocker
H, Masters J, Williamson M. The importance of
the CXCL12-CXCR4 chemokine ligand-receptor
interaction in prostate cancer metastasis. | Exp Ther
Oncol 2004; 4: 291-303

8 Kleiner DE, Stetler-Stevenson WG. Quantitative
zymography: detection of picogram quantities of
gelatinases. Anal Biochem 1994; 218: 325-329

9 Fitzpatrick FA. Cyclooxygenase enzymes: regula-
tion and function. Curr Pharm Des 2004;10: 577-588

10  Joo YE, Oh WT, Rew ]S, Park CS, Choi SK, Kim
SJ.Cyclooxygenase-2 expression is associated with
well-differentiated and intestinal-type pathways in
gastric carcinogenesis. Digestion 2002; 66: 222-229

11 Leung WK, To KF, Ng YP, Lee TL, Lau JY, Chan
FK, Ng EK, Chung SC, Sung JJ. Association be-
tween cyclo-oxygenase-2 overexpression and mis-
sense p53 mutations in gastric cancer. Br | Cancer
2001; 84: 335-339

12 Sankhasard S, Lertprasertsuk N, Vinitketkumnuen
U, Cressey R. Expression of cyclooxygenase-1 and

AT T AR, A
B, Fhikits A
G, LEBR
¥, LA — T35
FEL, AR L H
Nimesulif A 4t
ZFEERARE R
%04 52 W R



298

ISSN 1009-3079 CN 14-1260/R HREOBNZYE  2006E18288 251445 535

-2 and clinicopathologic features of colorectal cancer =~ 14  Lynch CC, Matrisian LM. Matrix metalloproteinas-

in northern Thailand. Asian Pac | Cancer Prev 2004; 5: es in tumor-host cell communication. Differentiation
44-49 2002; 70: 561-573

13 Edwards JG, McLaren J, Jones JL, Waller DA, 15 McKenna GJ, Chen Y, Smith RM, Meneghetti A,
O'Byrne KJ. Matrix metalloproteinases 2 and 9 Ong C, McMaster R, Scudamore CH, Chung SW. A
(gelatinases A and B) expression in malignant me- role for matrix metalloproteinases and tumor host
sothelioma and benign pleura. Br | Cancer 2003; 88: interaction in hepatocellular carcinomas. Am | Surg
1553-1559 2002; 183: 588-594

wim KE hiE BAR Wik KET

ISSN 1009-3079 CN 14-1260/R 20064F S A% V-1 HH 5 15 fizpis 2% x4t
0‘7i!§E'0
W b A g 2L B 8 75 2006 % & 1870 Ak X Fe

AHRR CHAEEIBARIZEY SHTA AR BER E T2006-04-21/25¢E 0 MM LRI 28 I0 W A0 IR AbRHA 7
L S, EEGETALIE MR T ARG A <R B, AN AR A B AR e A ) B, IR
B N T &R T RIS AN I ) B, TG ER2E AR T, (e AL MR AN RHA T 1 R R, e R R T
YEZAERE.

1 SWERERE

IR R AR B (1)L T A N S AN G S (S R EF); (2)HIH ARG T A (3 £ OB B AR =
PF); Q)IHLARZMIR I £ iy T (AN V), (4)BRBRIIE S RRA YT U OB T3 1= UF); (5) B REIMGAIET A
(FE3CeE); (G)BEBE A B RHRIA AR RO TUE); (7)8 R K AMERATT CRIEN V), @)V R H
P IR AT T AR (L ), (YIRIEBE T 14 B T RO TE); (L0) RV K TME T A S AH 5 i 7 (it
V) (11) B RAMEHATT BT HE R (70 E5F).

2 IEXEKR
PN 28I 5 9 A R (LA S T o 2) A RHE T AT 0%, SR word SCRY A% 2, 7403 50077 A2 47, #5007 /47
CRAE. MU,

3 NEREFT

Sy (L) ISR K ST LA T e 5, i« T AR MR S RLA T 20064 I igtR " AiESL, SO
R oL A TN — Ve Lk 44 W T5 46 zhwewk@21cn.com. (2)IB2F: 4T ENF ] AALR (KA, AT B W
WEH. {E4.

4 BXAMU KBTS
AFE F19: 2006-01-31( LA 24 b HREE A vEE). X R Hbhk: ) M ol — #5585 (510080) H 11 K24 B g 25— B fg. (rh
EH AR ZED) gt — 5, FiE: 020-87335945.

www.wjgnet.com



HREANILELC

www.wjgnet.com

(59

WFAL ) OBAYE 2006E15285; 14(3): 299-305
ISSN 1009-3079 CN 14-1260/R

& R #F 5% CLINICAL RESEARCH

RS F) 75 AT RN PR R AT

i, BRI, BREE, TR, HEE, K i

e, G, BRAEdt, 3R, RE, ikig, LhmEs
BRELEEET, PLRFNBEE P CRHA - RAE)
510060

BHREE: 85K, 510060, | B INHRXRIE651S, Ll
REF AP A0INSLIARY. tik@gzsums.edu.cn

E315: 020-87343302 f&H: 020-87331906

INASEIER: 2005-10-14 #=HHA: 2005-10-17

An analysis of outcomes for
hypopharyngeal squamous
cell carcinoma treated with
different methods

Hai-Jie Xing, Zong-Yuan Zeng, Fu-Jin Chen, Zhu-Ming
Guo, An-Kui Yang, Quan Zhang

Hai-Jie Xing, Zong-Yuan Zeng, Fu-Jin Chen, Zhu-Ming
Guo, An-Kui Yang, Quan Zhang, State Key Labora-
tory of Oncology in Southern China; Department of Head
and Neck Surgery, Cancer Center, Sun Yat-sen University,
Guangzhou 510060, Guangdong Province, China

Correspondence to: Dr. Zong-Yuan Zeng, State Key
Laboratory of Oncology in Southern China; Department
of Head and Neck Surgery, Cancer Center, Sun Yat-sen
University, 651 Dongfeng East Road, Guangzhou 510060,
Guangdong Province, China. tjk@gzsums.edu.cn

Received: 2005-10-14 Accepted: 2005-10-17

Abstract

AIM: To analyze the outcomes of hypop-
haryngeal squamous cell carcinoma treated
with different methods and to explore a more
effective therapy for it.

METHODS: This retrospective study concerns
187 hypopharyngeal squamous cell carcinomas
and their characteristics. The survival rate, re-
currence rate and influence of laryngeal preser-
vation on the survival were compared among
different therapies.

RESULTS: The overall 5-year survival rate
was 44.9%. The 5-year survival rates of stage
I, II, Il and IV were 100%, 81.8%, 47.6%, and
30.2%, respectively, and the former two were
significantly higher than the latter two (y* =
22.878, P = 0.000 1). The overall 5-year survival
rate for synthetic therapy, surgery and radio-
therapy alone was 60.8%, 38.7%, and 22.0%,
respectively, and the survival rates of patients

www.wjgnet.com

at stage III and IV were 75.5% and 45.3% for
synthetic therapy, 33.3% and 17.6% in surgery
alone, 16.7% and 7.7% in radiotherapy alone.
The survival rates of stage III and stage IV in
patient received synthetic therapy were mark-
edly higher than those in patient received sur-
gery or radiotherapy (all 7 < 0.05). The overall
recurrence rate was 44.9%. The 5-year recur-
rence rates of stage II, Il and IV were 31.8%,
47.6% and 49.0%, respectively, and there was
a significant difference between stage III, IV
and stage [, 11(48.4% vs 25%, X2 = 5816, P =
0.016). Significant differences were shown in
the recurrence rate of stage III, IV between syn-
thetic therapy (26.7%) and surgery (60.9%) or
radiotherapy (80%)(all /7 < 0.01). The recurrence
rates of highly, moderately and lowly differen-
tiated carcinoma were 34.2%, 50% and 56.1%,
respectively, and there was significant differ-
ences between highly and moderately or lowly
differentiated carcinoma (y’= 4.977, P = 0.026).
The 5-year survival rate was not significantly
different between patients with laryngeal pres-
ervation and without laryngeal preservation at
stage Il or IV (all 7> 0.05).

CONCLUSION: Synthetic therapy is superior to
surgery or radiotherapy alone in the treatment
of hypopharyngeal squamous cell carcinoma.
Laryngeal preservation can be achieved in some
of patients at stage IIl or IV.

Key Words: Squamous cell carcinoma; Hypopha-
ryngeal neoplasms; Therapy; Prognosis

Xing HJ, Zeng ZY, Chen FJ, Guo ZM, Yang AK, Zhang Q.
An analysis of outcomes for hypopharyngeal squamous
cell carcinoma treated with different methods. Shijie
Huaren Xiaohua Zazhi 2006;14(3):299-305
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WA B A 0 ZER: SadhAEAFL9%. |- IVHSat A% 560(30.0%), @wI11282{5(43.9%), A 42114

JRIL AL E L F
BT 2
WA m el S A
T ¥ 5 5% 89 16 R
BB e TR 5 A
R OE) AR
GERZAWN TR
SRR 69 E 5
Fa ik &

5% 4 100%, 81.8%, 47.6%#230.2%. 1 . 11 4
AAFESTI. V(= 22878, £ =0.000 1).
B G T 5 Al kA A RSB A A%
60.8%, 45F K& J738.7%, 44877
22.0%. ot F R e TEBF RiEFft
WA STi6 77 (= 4.651, P = 0.032; = 24.248,
P =0.0001). M. VM5 azk A F 55 454
7497 75.7%H945.3%, 45 K& J7 4 33.3%F
17.6%, 24635 E 7 A16.7%F7.7%. 4
B AARFENELG T ELTF KRG fo sk
HH8 97 (* = 4.290, P = 0.038; y*= 22.247, P =
0.000 1; x°= 4.149, P = 0.042; y*= 11.163, P =
0.001). BARE & $44.9%. 11-IVHI#5 all &
F 53 #31.8%, 47.6% #249.0%. . V5%
Bl 5 R FEH48.4%, AR T 1. 11 44525%
(x*=5.816, P = 0.016). &7+, M. IV
JA1) 695 a K F 4 A k48 F K& 7760.9%,
PUE TG T 80%, LEAi57726.7%. F 4T
KRG TF o BB T I AR EN RS T4
At 97 (P = 9.425, P = 0.002; > = 36.064, P =
0.000 1). & P Aedkor 18k 5 69 5K F o 5
H134.2%, 50%F256.1%. 15105 o 2 5 9A
25T a0 R =4977,£,=0.026). . IV
Hgm b, EA ARG ARG B 095 ad
BB 53 A T72.4%, 46.2%4260.0%, 36.8%. %
HAAY £ F TR E P (P >0.05).

it TRSBBEGEARTE—%7. F5
. IV 3357 45] 5T 4770 2 AR G F A

FERS: B ; TWME; TR TR

mEA, BFM, BEi, BRI\, BeE, Kiz. THE
BABLDEBTHIRKRERON. BRENBUERS
2006;14(3):299-305
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0 515

A g P A6 (aerodigestive tract) /i
2, B, 2 BURE 2 N O s,
B LM o, TG, RABRA 4% —
TG I PRV TT B, D BRI WA Sl 1 0 v
TR, BRI P B 1985/20004F I WA fif Jex s 151 5
kL i R

1 MRRTTE

1.1 A 18741, 5171451, L1645, E#s22-80
%, V315755 . FrA i i B 2 AIE 51 A IR
g B, SLrb, B T 2038411(20.3%), @ 11 2%

(5.9%). HRAEUICC2002857HE, Firf7 s 5 58773 301
(GR1). T bR g .
1.2 7k BT el AR T A9Thl, s S
WI7 +FAR3641, FAR+BH G614, HaiF
RIGTT Y1311 F 2l gt VAT 415941
1.2.1 &&%ra B3y FFE+DDP+
5-FU 5 %54, DDP+5-FU-+BLMJ5 %304, 4A
IRBE +5-FUJT 101, 45 253&4%: H1/KBE100 mg
FkvE, 1-3 d. FFE120 mo# ke, 1 d.
DDP 30 mgi#fikifiE, 1-5 d. 5-FU 0.5 g##flikii
¥, 1-5 d. BLM 8 mgiffilik#fiid, 1 d, 3d, 5 d. fk
I S IRDAS 0 1f 5 B RRE SCHREVR YT, B3 wkis
HE, WIT2-58%, W7 45 K5 3-4 wkAT FARIGIT.
FARI7iE: T WA A R VA AR4901, W 43 1)
B 4 W W8 23 DT BR AR 16491, MR )32 D) Rk R 32
. RJG AT AT C ¥ 97 4561, 6-8 MeV
B NE AR 164]. ik 1k48-64 Gy, Ty
58.2 Gy. #ERMIT 4741, 40-64 Gy, “F-34148.4 Gy.
Sy EIFIE2 Gyld.
1.2.2 FAi i I 4l A C2¥0 YT 44491, 6-8
MeV H 4 i 48 1541, o7 i JRkkh48-84
Gy, ‘T-1468.2 Gy. #ii40-76 Gy, “I-1460.4 Gy. 4>
E|FH2 Gy/d.
1.2.3 FAEFARIGIT AL IR B A AR VA AR 23
51, WG A3 I B3+ W MR 5 43 D) B AR 2461, R 32
IR A6H.
1.2.4 WEWRAE S T HikEE5980, B Ligaf,
2 AR B B 13461, TS WA 4451, T
T R e245, M KL 7461
1.2.5 0k EL 5 VA T S bk B 455 4 AR 93491
JLOGHMN. AR A IEFIARABIM, T REME S
FAAR21SM, 43 DX S0 AR 258000, Tl 1 250
TEFAAR BN, S0 41 A i bk I 45 BH 18141,

Beit 2403 18711/ SPSS10.058 HH 4 Hifigi 73
HT, Z 0 LU F R OTR S, P<O.05H Geil 2 X

2 BR

Rifi1/i2-183 mo, 1541, kitii)i %97.8%.

21 AA/HL 1. IEE280, 5 S Em
15%, 111 IV 585%. 5 af k17 %44.9%. |
-IVH5 a’bE A7 %451 100%, 81.8%, 47.6%F!
30.2%. SFIBIT LIS akh AR LSRR 5 5k 4
H0TT4160.8%, FLALT-RIGTT 4138.7%, HLALMK
SHRYT 4122.0%. ZRAIRYT AL TR Al TR
WRIT AR AU AT AL, E R R EE( =

www.wjgnet.com



AEA, 5. TRSYERNEHZ8TVIBRGERE DN 301

7= 1 1878 N IRBEEEIRAR T 5= (%) W4 # 4%
WA B R
kA ERS, RF

. PR it 597 7 % 4 =

~ GEBTTEN %) ST AREN %) EX T G n (%) FRA 84 %

BV AL 5 =R

FURES 86 (88.7) 24(77.4 40 (67.8) 150 (80.2) B9 b7 76 A AT

HEX 7(7.2) 4(12.9) 10 (16.9) 21 (12.6) & 5 6 TR

SR 4(4.1) 3(9.7) 9 (16.3) 16 (8.6) 5.

T8

T1 9(9.3) 2 (6.5) 2 (3.4) 13 (7.0)

) 15 (15.5) 9 (29.0) 25 (42.4) 49 (26.2)

T3 40 (41.2) 9 (29.0) 18 (30.5) 67 (35.8)

T4 33 (34.0) 11 (35.5) 14 (23.7) 58 (31.0)

NE

NO 19 (19.6) 18 (58.1) 29 (49.2) 66 (35.3)

N1 36 (37.1) 8 (25.8) 18 (30.5) 60 (32.1)

N2 41 (42.3) 5(16.1) 12 (20.3) 58 (31.0)

N3 1(1.0) 0(0) 0(0) 1(0.5)

TNMA)ES

| 44.1) 2 (6.5) 0(0) 6(3.2)

I 7(7.2) 6(19.4) 9(16.3) 22 (11.8)

1 33 (34.0) 6(19.4) 24 (40.7) 63 (33.7)

v 53 (54.6) 17 43.8) 26 (44.1) 96 (51.3)

* 2 BEFEREURARREBISHENBETINMDEINS o EF% (%)

D

o4 | I Il [\ it
ey iR EAE] 100 (4/4) 85.7 (6/7) 75.7 (25/33) 45.3 (24/53) 60.8 (59/97)
BT AA 100 (2/2) 83.3 (5/6) 33.3 (2/6) 17.6 (3/17) 38.7 (12/31)
BAKYTH - 77.8 (7/9) 16.7 (3/24) 7.7 (2/26) 20.3 (12/59)
=t 100 (6/6) 81.8(18/22) 47.6 (30/63) 30.2 (29/96) 44.9 (84/187)
IsFARA 100 (2/2) 75.0 (3/4) 66.7 (6/9) 47.6 (10/21) 58.3 (21/36)
FABTH 100 (2/2) 100 (3/3) 79.2 (19/24) 43.8 (14/32) 62.3 (38/61)
=ur 100 (4/4) 85.7 (6/7) 75.7 (25/33) 45.3 (24/53) 60.8 (59/97)

4,651, P=0.032; 5’ = 24.248,P=0.0001). 1. II
28, 1M1, V15941, 5 a kA 47 2530k
85.7%(24/28) F137.1%(59/159), Wi AHLL, 254
V(= 22.878, = 0.000 1). %497 40T
VIR k=472 53 0 h 2545 16 9T 41 75.5%F1
45.3%, FLAiTFARIG)T 4133.3%M117.6%, AU
1BITH16.7%H7.7%. LiGRIT AR fE R BE A
TR Al RIS AU Al ATT A1y = 4.290,
P =0.038; y*=22.247, P =0.000 11y’ = 4.149, P
= 0.042; ¥*=11.163, P = 0.001). iF FALIT+FA
FFARHBUEIT IS adifr R I 2 7 (y” =0.149,
P =0.699)(£2).

22 F A A H ZRAE SR AU K. S R kL
SORATH, FE 145 5 k381, i b # 15
i), JEUR b+ 200 bk B 45 5 R B S b L 4
R+ THI, TR R+ i1
1, TR+ 0k (0 5+ A e B L. AR
R HA4.9%(84/187). 54.8%(46/84)¢1H5 4 T4
Sl aN E K.
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I1-IVIN5 a%d k%537 431.8%, 47.6%
M49.0%. 1. I1HWiBI 5 Kk %25%(7/28),
. IV 448.4%(77/159), P& HItL, %5
HEFEE(y* = 5.816, P = 0.016). & 0IT
Y1, Pal TR G YT AR B S U VA T 4L B A
2R F W h25.8%(25/97), 51.6%(16/31) Al
72.9%(43/59). Al TF ARG 4R 4l T iR
JTAM R R m T oA RIT4l(’ = 7.205, P =
0.007; x*=32.174, P = 0.000 1). III. IV
filrh, ZEE 6T I E K %N 26.7%(23/86), ik
F 4l TR IE T 41 (60.9%) F1 B 4l JRU ¥ 9T 4
(80%), 2747 W& ME(y’ = 9.425, P = 0.002;
x>= 36.064, 2 = 0.000 1)(#3).

TEA R ER A, s Ty AR A
S (R 52 2 R 53 59k 34.2%(13/38), 50%(23/46) i1
56.1%(46/82). 1% 1 e 1) 52 2 i T 04k
e, 7= A W E YRy = 4.977, P=0.026).

25— JR K& (second primary tumor, SPT)
KA #5.9%(11/187). Mo, LR iy T 4lef,
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iR &2 %3 BEATERKAEES5 oEZR (%)
e BT AT
) S B 0 B L b
AR, FFN pg | I I v Bit
G ER Y EE
L B A A LREAISH  0(0/4) 28.6 (2/7) 24.2 (8/33) 28.3 (15/53) 25.8 (25/97)
FRG B, BAFARAE  0(0/2) 33.3 (2/6) 66.7 (4/6) 58.8 (10/17) 51.6 (16/31)
LI ENTR, BAKYTH 33.3 (3/9) 75.0 (18/24) 84.6 (22/26) 72.9 (43/59)
KA RFHEA ST 0 (0/6) 31.8 (7/22) 47.6 (30/63) 49.0 (47/96) 44.9 (84/187)

R4 RIDEERBST. NDH 1)

REBUXINAELA (61)

TMREBURTDAELA (67)

Eal Tl T2 3 T4 T T2 13 T4
NO 6 13 8 5 0 0 5 0
N1 5 10 6 4 0 0 5 14
N2 0 1 3 0 0 22 20
N3 1
ST 11 24 17 9 0 0 32 35

&5 BRIDAEERBANMREBEBES aE3X (%)

58r3 I [ ] \Y Bit
REBIRTDEEZR 100 (6/6) 84.6 (11/13) 72.4 (21/29) 46.2 (6/13) 72.1 (44/61)
ARBBURTDEER - = 60.0 (6/10) 36.8 (21/57) 40.3 (27/67)
=T 100 (6/6) 84.6 (11/13) 69.2 (27/39) 38.6 (27/70) 55.5 (71/128)

A gy A, AT RGBT AL, AL,
ZESR I FE (= 0.497, P = 0.780). KA
[6]:0-120 mo.*V-3J41.6 mo. FLrfr, i B fr e ik
FETH, ¥R AR 455 mo. TR+ A
S, MR PESCT 16, Ty 24, W R AT
10, 2BIRGEIRT . IT 4R SHIRIT G R,
SPIAEEL0 mo. B F AR B IR IR
LSRR B e A% e 240, FRIRTF RS ). BE S
11 mof142 mo, {5417

Z g4, R E39 moFl113 mo,
%376 mo. i Bt g s 5 S R i 1401, AT
T OT o ). B S A 5 AR IR
FLIOPR s 1490, AT RV YEBOT . BEVI6 modl
2 mo4AT.
2.3 "EH ARG L SR AT RIEYT 12861, Mk
IIRe PR FAR6LEI(FRS). T T EI447 kL)
RefR B TR L. IV, WDl Re of i FAS
RIS aifr R LB EH ZE R (* = 0.113, P =
0.737; x*= 0.387, P = 0.534)(¥5).

3 11e

3.1 TrE&Ee & 7B T WEHE UG R
72 1 TR £ T AR BB Y6 T R R R b
I VIR 2 B £ TR + 8O R IT . Ik,

WI7 +FR, U +FAREGIT T RN Z,
5 a7 %10%-67.5%".

SRR et alRAFA T80T, Haigyy fi
AT R IR NIREHE, 5 at A fE RS
5 449.2%, 18.0%7122.5%. Bova et al %1 T
AR+ T80T R SRR TR T 5 R 32%F17%.
Ullah et a/®3ii #.46 T RIGIT 05 alfe %N
26%. T e al B P07 +TF-AR3GI7 T
9 15 al R B3R H67.5%, 1. IV w15
A T2.7%A157.1%. Il IV 34355 6 sl 5oy
(115 aE77 % h33%H15%!".

KGR, SEARTT S AT RR A
JEIT 5 a il M AE A7 % 57 5l 4 60.8%, 38.7%71
20.3%. I, VWG4 & Ry k4l (15
aEAE Ry 7 A T75.7%F145.3%, 33.3%F117.6%,
16.7%FH17.7%, 5 FiR 45 AR, Bos faiF R
AT AL IV, JCH VIR 6L TG 167 &
X Geik g R W, LEEIRIT IS ali i, B
TR RRIER GG TR R
WA s, JCICIIL.  IVI Y, AT 3RAFECUF VR TT

7 A0 R /N IR AR, AR TR DR
g AN B e Th RED. BT 5 RIS, JTRE
s, FARRPLIERSSJ RGP, Ad 5
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W BT 3-4F2 J5 FAR, X LUALIT ATCTEMRI K 18.2%(2/11), A7 A K B W2 ﬁ;ﬁf .
Rrer, AR IS ARG B, IR AN T IISPT 34 K 6 1]45.5 mo, ~F Y 47i% f’;};i ﬁg}ﬁ‘b

FREERE R, Horhafil TR D)6 N e A5 5 S 1
BT, AR T TG AT RO AL, BUEn
fl(CR, PR)4kZALITIAS-5FE. 50, I TR, K
DR 2 g . R, BRATTIA A 2R AT S R4
J7 R, BT BAR N (YR YT 57202 AT 1.

ARAT ARG BT A B TEI D, AT+
ARJGor, WL V15 atEA7 2537110 79.2%
F143.8%, T 5077 . SRR A5 IR 47 47 ook
b, T, BATTTEA A IR AR 4128, R
P A S5 9 RS, 7 5 S s TR0 T S AN, R T
PR R, Tah, ARG T8 n] i KR &
AN 1) e 4, 2 ST PR B (N Ok 2 45
3.2 LA A ZRA S N WA 5 R A
Chu et al™ i 1t 5 R % }37%, Bova et al
41.1%, Godballe et af ") 45 Ki%70.3%. AL ¥
IR KR H44.9%, 1 al Kk # 1554.8%, ok
SR WH ST IR T 7 SR B2 R R, PR
SR T R LIS ) O

N ) R R Z . Ty N,
BE AR ) A5 B4 2T WA B 2 R PR A ST )
U Layland et a/**HiENOI 1115 atsd
A7 (57%) 27 = T N+11(29.8%) (P=0.001),
TIA T TDSHW B ) 52 R 2R AR T T2-4 40101, IV
1. Johansen er al™" ({45 He R i AL E 15 ads
il %.(48%) = TR A I (23%), 22 5 A7 W 5 1

AU -1V asd k%5 431.8%,
47.6%F149.0%, 1M~ H. KB L K
K35 434.2%, 50%F156.1%. ks Bifi 2 I PR
X W1 BT, RO B, SR R A T
fer T IV IR 3 A Jie i 491 1) 52 6.(48.4% 11
56.1%) 2 w1 11I(21.4%)F1 5 2 1h J s
11(34.2%)(P<<0.05), failim bR 73391, o HL oAk
ZE % T WA 5T R M E BN B HAEAN [ T &
BITIIL. VIR B, R —RIT MR R R
T EEAIRTT (P<<0.05), 3A MG IT &
SRR R R R E BT, ARG PR R
FAR )R, A8 FH T8O V6 T7 R T 45 ik B
AR L MRG0T RIS E R, $EmEAE
[RBIT T .

SLEEBSP T & A2 % 0 2.1%-6% 12 A4
PR A5.9%, 15 Fikgh B8 Dikshit er a5 B
60.4%[1SPT R AT FIFIRIH AL, JLUE
ghl. BUABRANIEE e, A4 Bk, 72.7%(8/11)
MISPT AT &4, U HARIR27.3% (3/11) 15
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10 mo. 2051 FARBRFL KR 4 [, P34
G2 a. $ER R AT HORBRMSPT R & AT
TR TG LF. R RS R T /T RS 7 FFOIR AR,
BT A, BUESOAN B T I A EIEAE, 18
THRIRKISPT. 280 2 Ffi K A e dy
43510 all B, Al Eopl, PR A R
(176 mo. A& 75771 A AE B T 22 i iy R (1)
P AT TS,

HATA Kk X sk L (field cancerization)fl#%
k40 s (transformed cell)iT-#% (migration) ] fig j&
TERCSPT I TE LN, 4% B 22 5 F ik 080 A2 5L
R R SPTIRITIER D, BRI R
AWFST.

3.3 TrEME AR AARE R IRBEE b 20
MY, R NRIE) T, — BRI ANIE A OR B
Thite. B IR RBF IR A TG YT B ok, %3
AT I WA s B )0 2 Wk 4 2, B 75 i

FPIRERE 552 15 1, VIBR A2 Ge 4 &
AR e PR B, B I BEAS R
AR R R, T IR T
ARG MR RE, KT TTEEE, PR
IHREIFARAE. TIT. IV, 16 Th RE O B3 Al
AR 5 asE A7 F 03 )] 4 44.3%H140.3%,
P>0.05. Ui EA I IV 33995 18] 45 B e T i 42 T
F710, (RIS B AR . AR AL FERH A2
(1) FWA B, JRBR T4 IRAY; (2) T WA S BEE R
12 S TR (Q)ALIR B ke, — WIS v ig s R 2
B, (4) PR 5 DO A o Hh 4 T AT Ik T e AR FE AR
I DX g ao v 2R s AU R g e B, AR B
PR AR, i JE N2 A0 ) 2 DL v e R
I R Y E R4 D) R

MR 4R A TR AR g, A
Kk, BOTIEFARS BRUITERNBIT . S
WIT JE T8 BT R T G F AR REE B ia
IT 7 R WGBS, 75 s BE I VI i
o, Pem R, SCREIR B IR DI BE, SO AR TR T
i, I AT RO R VP AR TR &5 R B R
ARFTATT ARG BRI T7 I £5610 7 2 N R i
P BARIATT B, AR

4 ZEIW
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carcinoma: retrospective study of 149 patients. Cancer
Radiother 2004; 8: 358-363
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Mt 5 41 35281 BT S TR AR A AN B R
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Bt MES PRI R B S S R A PR R AR,
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IR R E . R TR AN B 2=
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FEBE S A AT e e i AR R BRI AR

www.wjgnet.com

pyloris | FEINIETE, Hur% &5 ) E R R
A% AR FLRRAT TR AR AR 20 /B MK 1 DA A W i
JEH R A R HLRIAE . A mT RE I /E AL
I SH pylorise 445407 i B RN P SLIRAT
AR H pyloriB G R RE, ANRERFRH
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SiE A 5 RIS T A 260 [ A7 2 P bk 2 4 i A v
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containing Lactobacillus gasseri OLL2716(LG21
yogurf)Re W skl SbE H 9 IFA FEAOBUC R,
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HE S 2 SEN T 51 BiR 2 E 211 7336

WEFE], FLRRAT R TH pyloritl 5 H 9%
W IVRIT & 24 0, JEHE TF R N RS T
EU VR i 710 B A Ak i A (HIAT BRI A
PR, T HoEH mrohaE, ENAMORFR 2 AT
SLIEAF BT 11 770 11 1 DR 208 28 1 o6 3L A 434 FH BRI L
IR D, ATt Z 0] B ARTE L R e PR )ik
Feo N HIALS RKELzmym) LAY J7 000 T i,
L 2SR IR IR 2, il an ] N FLIER AT T g
HGE NHEH pylorf I G PR N T-10 40 R 731
K- EIRANBIFFURANRE € ¥ 5 H pylori Z 18] A H
HAEH 720 B e 4 e F OF re )z B H R Ry
S LR AT B A T ) P T 95 ) T80 A0 VR 9 R 2
AR R e,
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R HETMIRIG T IS T — 2t e, (HYEA
Rl NBE . ASFIAMA AT A 2 AT 1 3%
SESTEE RO ) S . E R PR 254
XF 2/ T0%I1 BB E T A B, 20%-40% (1
B RERRZ T ARSI T . R A T
2 U AN W AT AT T BT IR S, Sy
A 2 TR 2R T (1 S 3 2 R S R A
AT I SERES, 2t Ak 221 25 ) 3L R 41 2%
VE 9 IR B 3697 1 & 2 82 Kk, iR 2y
W FEDR AL 24 54 2 A% O B 2 T8 ek 6 AN A3
DRl 3s A 22 A PRI AIE 5, 0000 HL X b 25 1)
REPEEEPET, A A e — L A
PRSI T A7,

1 YR TN 5

1.1 5-Fua % 2 4z Fml o 5-FUBEAAR N
SRS A A R I I 4% R (B-FAUMP), 1
T T ASE (1) =T S5 W (7 R & 1l 5,
10- LU SR« 5-FAUMP) 01 i EF 82 7 1k
ik, AT FELAS I S0P TPIR (dUMPY) B A% DAy Jit 42 i
HFR(ATMP).

1.1.1 JAFF B A s BEFmRNA (thymidylate synthase
MRNA, TS mRNA) &) &ik TSHIZFRIEALE LA
5-Fuhy JERT R AT HEPUAR G, 1T H A5 I R 1905 A1
%. Lenz et al "R IITS mRNAZK - i) e i
Fh AL A A6 mo, TS mRNAZK AR H 7k
1739143 mo. Bifi 7, TS mRNAK I Bk S50y
R EAFMZ 5 R AR it
FURENIrh B A5 B0 AIE L. LR T T e
B S-Fulky 7 A 2R 5T S/ AH S I SR &
P2 R [ e £ IR S AR RIATS
AL NG EPES-Futk T S A AR, SR e
B IR A A WARRIAT S AR L 23R 23 14l
WiAky7 . SR, X Le 4 BUK 22 K5 T PAS-Fu sy kAt
AT IR 23, DRI A 0 BEAE BTG PR 5
A5 FFT IR B AT 7 S8 BB A T DI

1.1.2 O35 & B 3 5 T ¥ 5% X 3% (thymid-
ylate synthase promoter enhancer region, TSER)
TS RN 2 E 2%, TSERIIZER 2
AL E R EEHIETSHR L. TSERHA
7] 4% U1 %4128 bp (base pair) =Bt 1 HH F4H
B, $2 28 bp =11 5 P A1 AL H R T 30T SAE
DRIk 88 0, T SHEE MR w0, B FTRe 2 B
AT I e B8 T SERIB ML R AL I, 5 3R40
G AL, 570 A7 2R 45 A7 K5 DA 1) B8 o BRI S0
P2 FE AN e 2, 59— 21 221490 o 6 o 252 il
WI5-Fu+CF Iy 407 RIBFFE T SE A€ 7 TSER
Z AR RN : 2RAL G T FI2R/IBRA G
(163/221) H % F K AEAF W4, BRALS
T(58/221) o EAE SR 752, Sarries et al™4y 17400
i (100451 %} e, 30041 Jlzpdes « Mt FLIE) b
ARIMTSERZ &MEHTS mRNAKIEAE, 3R4L
ETHBEPITS mMRNARIETEME. 1k A HA
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(MRETSHAL AL TS mMRNAKIA LW B KR,
IR BT S5 AP A 5 RS IF I 45 R ),
X W RPN R AR KRR R E e W5 T Sigt AL
1.2 F 342 (xeloda) 48 % 25 49 2w AR 5 F
HH T 35 AV LA A v A T TR R A T
(thymidine phosphorilase, TP) {8 41 ffg Py B¢
JR5-FuiX —HF i, A LR —AMEA S e
Fi S PE W), TP ML/ INARCE 1 1R P B 4t i A=
BRI, o PR A DG 8 AR R -, T e
S0 M) v R A AR 28 ) DA R A I
AT, R A BOIR T AR RS, A7 R
1o A IE T PR i 88 2H 23 fi 50 AT 280 b IO 5 3 it 4
G T VN 5 IS e a0 v S (LR
7 B AR R o A L EFETP, TS,
S i &S (dihydropyrimide dehydrogenase,
DPD) =77 Il LAVEAL 6 97 2 LIy KU I 4 W
PEE Sz b, R R, RRIA
TS. DPD. TPHEP#H A A5 mm ™™, TP/
D P D R 1A (1) UAE 7R AT 88U 5 HE Bt i 98 v
B,

1.3 sak ShinAn K o m A 45 F 1KY
W) 3k TE FSCBE PN 1EE 1] D N AN 400 1 41 e 52
. AR 2 AR RT kDU A A Tk
DGPIRRER . I LSS SR R e,
w28 250385 5 AR DN AN ) 1) Tid 52
M, BUE R DNAB R AE P A R )
&4 (nucleotide excision repair, NER) &% 5
PRGBS, BRI B R
Y H.A4hH1(excision repair cross-complmenting
group 1, ERCC1). XPD(xeroderma pigmentosum
complementation group D). XPG(xeroderma
pigmentosum complementation group G) %51 /&
NERI& A% (1) B A 1

1.3.1 ERCC1 56452 GPJ; Z A7 M E /N4
JffitifiE (NSCLC) i, ERCCLE K& ik
A5 mo, MR IA A7 A= 4711515 mo.
XA B G U R WIERCCLK
PR IR B S AR, & VR
DDPHEAL I el 3 [,

1.3.2 XPDEXPG 73 #r7344% 52 5-Fu+ 5 IR 41
TBIT RS P e R X PD RN 235k, &
PINSNPFEXPDE F A 7515 1 i 24
(Lys) ¥ N B Z 2 (Glu), X —Z &M 57
WERC: Lys/LysIER R 35 o 4 AR A7 1174
mo, 1MLys/GluZ%&112.8 mo, Glu/Glu4li&1-3.3
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mo; 17 H, Lys/LysJt PRI 825 RO AT R B =
(P = 0.015)", JL4F H it iX—SNPZEAE G54
7 25 ) ) B ARBL] v AN 48, H AN
X SN PAE Ay 8128 245 9 2850 Pt ul KT~ 1y ik — 25
M. IEAk, Lys kA2 G EDNAE K R 1224k
WILERE— DI . X 336148 52 F R A1 16 9T W
R, Vila et al ®V5 i1 T HDNAB RIS
Z R IEISNPs. KILXPD 75147 % 1 C—A
T () R AR 5 B ATVE T B IR AR A G, 5
XPD A/ARIAHLL, #51XPD CICHYSEAT SR
Gy KA M F R (44% vs 9%); TR R B,
XP G 30 it C—TH I AL 73 5 SR A1 254
HRRMK, #HXPG CICHRIZAT KL N &
HMERF B E S TXPG CIT. TITHNA
(70% vs 8%, P = 0.002). firLLIA 4, XPD C/CHifi.
WA E, TIXPG CICHVE W ZEf#% . TTP
SAAE SISO FE Br.

1.3.3 XRCCL(X &M F_ 3L L 7 A4b4i1, X-ray repair
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CSIJT 5% 6 1451 1% 52 5-F u+ 5 FRAH 697 1) 3k 391
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FIE FHPE E ANVRIAKE B 345, M
FEELAA XTI Y. Rk, W

AT 5

JERY B F A4
F AR S iR 0 R
By R AEAFAAN
#HINIRE], xF
ES i NE
iR F R G, o
FAMFARE
ki) B E KR
AR FAMRAAL
ey Ek. By
wAEFIH M A
B 28 S A A M
B FTE%
B )iz R E,



320 ISSN 1009-3079 CN 14-1260/R HRENHZYE  2006£18288H £514%5 S35
;@?%f@ . HAS WM IL R RBAIERFIE AR BT RERE.

LA A x H N 3 D, y= = 25
WEE T %4 ik A% PEAG P88 20 i 2 75 0 A2 SR 2 U b nT e
FORRMBEEC 45 ] RIS L S R . 2 AYSIERD T

I3 2t 25 4 97 A
R A vk 84 TR AR
A, HFEHRITT—
S e 2t P AR R, 3
5T, FFERLL
T AR BT
W& 89 48 % P8, *
TR AR X AR A
H—RH B

% (breast cancer susceptibility gene, BRCA) [¥]
DIRe RIS e U MEFL I B S A N,
BRCAZIfit k3 5 DN AXUBE W 24 (1115 52 Thfig 52
B9, MG EXIDNAST . % FDNAX
HEWT R W)UK, TN AR T 22 7 R 7 A 1)
2R A AR P

1.5 {840 % 25 4 8 T o T BT IRIE
J5EEMI(ribonucleotide reductase M1, RRM1):
AR A% 5 PR O 5T /2 DN A B G 42 11 B S
EDNAG B E et K ELZ/EN. B %
A R TR AZ B A% 1 TR e A A — W TR i A R Hf
AR, WML, M2P RN Y. 255 SCiRHoE
RRMLid 235 # il b7 R4, Rosell et
al "MJF9% 7 1004INSCLC, & IRRM15DNA®
B EK KGEMARA O¢; ERCCL5DDPI
K, “HMFRLIKTEEMH K. RRM1I mRNA
k£ IARRM1 . ERCC1 mRNAM{KEIL# GP
J7 R, TP AR AR B W K (13.7 mo vs
3.6 mo).

1.6 & A KB F % (epidermal growth factor
receptor, EGFR)#741] %] EGFR/& /b HEH,
SRCARAZ I R AR SR AGAE L T 0 4 i
JEUR KRS R W EGFRE Sl Bt b 44
SR PR AE B R TS . EGFRIES &R I (TK) 1
T A SR A A S 46 41 B P A5 A% 3k 1) DG B
P, REVHST NG T . 04 A0 i R A7 0%, b
W HEGFR{S i@ A MEGFRIE N AL Rkt —
Wi, HILR R T & 5 GCRsgh
X 12 NG M. EGFRER KIS — NS T
1A IRRE R 2 o VAR B 28t L S i T
—HAmEBREZESENCAKTRES)T
#|4. Gebhardt et a/ "M iECAT E JF A % H
L EGFRIE PRI il Mk 5 A 8. Ik — 253 (1)
2 3L i PN /P A i 17 B T E G F R I R 5k BHL 1K
L A5 5 LA R A PO R 1 Y. Lynch et al ™
WF5E R BLOBI Xt gefitinibif )T A %% B el fe
E G FRAE DRI it 2 B Wty X I A7 A0 A4l L 58728 s A
25 K452 it gefitinibiByT IINSCLC i i 24
WAEERATAR, ARSI IESCEGFRA
AT EGF S i Ho X gefitinibif i 5k R,
oAb g A 2RIE. EAR R oY 45 R
AR RFEA IR IAUE 3L, HEE R MEGFR
FEDRIW] B2 — A AR L A 1 e B2 gefitinib

2.1 5-FUAR X TR B -F S W e il &
i (dihydropyrimide dehydrogenase, DPD) &
5-FUAR 0 BRI, 7E5-FUAR A %5 24k
FH. A& A 5-FU & 1) 85%#5 42 i it D P DAL if 2%
i, DP DGR S i T ARG R 2 2 K
IR TEARS P 5-FAUMPA 1, S8k 4™ &
(195-FUM SR PE M. 3&4 h 1E O EDPDA
3O AN [ 10 6 R 58 A8 1 22 A T, I e g5 AL
(1) DPDIEF 251 9864 & AEAZIG I b (55
FrFEKIDPY D*2A) T 34 W 11465k 5%, TE G
TR, AE A AR L S-F USRI RN B
24%-28% 1] Kl £ IX Fh AP, 4% DPYD*2A
HAIE A FS-FUTE Y (i —HLAI™, h T
PN AEAE R =00 5 T AL 42 DP DG PE, BRI
{5454 D P DR DA 284 G I -1 Foa Ul ™ E5-F U 3
PEI R AAT 75 AR

2.2 CPT-1148 % &t Faml B F CPT-11/2& i
PERHT 2, 752812 B2 ViR N 1 0 A 2 7 oy S0 vk
R 7= My SN-381 2 45 %5 . % PESN-3811) =
P BRI AR I U G TIAL IR B S Ak A 1
AR J ToTE T ISN-38G, Jo Zilnk R . iyt
Heth . A CPT-11 32 B 5] o R il 1k 2 A
JETE PR A R D 35 5 SN-387K 1Y =i A
S0 1 56 T-CPT-11 1 25 W 8t A% 2% 7 THI (HI )T
FEED T HUGTIALZ AT EISN3SG
AL, BEFE R ILUG TLALI 2R IE 2 i & vl AR (1),
I 5 AN (] 553 1) SN-38 A S5 I ) 33 4 A1
75 B i 150455, UGTIALIER i3 11X A A
B AN, AP TATAS X 414 75-8
MNTAELZJPH). H DL 64N TAE G741 (1)
DRI 5 A DL, JF LS B BEE TATE R 741 50 H
(380, UGTLALE L F %S UGT1ALIAE
FH——UGT1AL*28)5 3 F R L TATASG X
WASTNTAELPY), %471 5UGTIALR
KRB K, IS ESN-38G /K FRAR . 7F
CPT-113497 1, UGT1AL*28%4 £ KL PH (77 4E &
FOm A P S N-38 K 2 1 n, M &
5 1 L A gk 2 1y LR S 1 oo, 4
7NUGTIALKE R A () il v e F T 1 R Tl 5
CPT-LLAH G ™ H 5 Rl A FH 1

3 EASEE
A 25t 2 R D A 22 U R AT DR P 46 2
B L HC S0 IE 8 K e, (L i O AE I R

www.wjgnet.com



T & SYREFNAYERAZ IV PeIN A 321
LR AL T IR, UL AT S8, Mol Med 2001; 7: 507-512 mings
R TUA e e e e e o 1 - 8 Carlson CS, Newman TL, Nickerson DA. SNPing in T IR
JE, S LR I R AE ) R SR TR the human genome. Curr Opin Chem Biol 2001; 5: 7§—85 Bip itk F A
VEME. #H MACHREELZ TR Z:; ok, B 9 Kallioniemi OP. Biochip technologies in cancer re- Zf }35;]5?'5!5 7;?_ 7“;
e A L . search. Ann-Med 2001; 33: 142-147 IREITT, 0D
O SEANOQ IR S 0 AR S B IR BERR D5 10 Rignak M, Kisabeth RM, Herbert DP, McNeil DM, T 16 /& T 2 B
& ) Ifn PR FA 45 [R] 2% 45 52 b 2 W1 TR 2% 1) 5% i . W Pharmacogenomics: a clinician's primer on emerg- ji j’; T f/lz;\ ﬁ‘f_j
. . . . , 25
oS SR, AR e (GBS Teved petent e MO e i st
IHER AL 22 IR S = A2 T — S8 A RI5% 0, FF 11 Hess P, Cooper D. Impact of pharmacogenomics on =
VR, SR AR T N T I f S — A TR the clinical laboratory. Mol Diagn 1999; 4: 289-298
12 Buettner R, Mora LB, Jove R. Activated STAT sig-
S i) S A WU PR A A TR R 2 A R RS naling in human tumors provides novel molecular
F A AR A7 AE 2 PP BE S H AR &, Af AN [ targets for therapeutic intervention. Clin Cancer Res
2002; 8: 945-954
RIVFER AR R 22255 A, 13 Meyer UA. Pharmacogenetics and adverse drug
j’g m — E E(] ﬁﬁﬂ:_[:ﬁj— E/‘J E)[%ﬁ'ﬁﬁk @J '/1\‘ ﬁ] E(] %% reactions. Lancet 2000; 356: 1667-1671
. W R " 14  Lenz HJ, Leichman CG, Danenberg KD, Danenber
TE&E% FE A I';BIZ* &éﬁﬁ%%ﬁ %éﬁ EKJZ:H% ?6 PV, Groshen S, Cohen H, Laine T:g, Crookes P, Silg-
ﬁ, ;[rﬁ{%‘jz% I‘D] @EKREQ;{%}EE‘@Z@@@% %3& berman H, Baranda J, Garcia Y, Li J, Leichman L.
N N N N Thymidylate synthase mRNA level in adenocarci-
BEIR), 75T — W B2 i Al S IR D AL (K 5 nor};a ofythe sto};nach: a predictor for primary tumor
OB S T AERFFH RS 51 AR [0 237 42, response and overall survival. | Clin Oncol 1996; 14:
. Tt P N \ 176-182
ﬁﬁ%* E ?7'(% N Tﬁjﬁ?ﬁiﬂﬁ (ﬁﬂ ﬁ‘ﬁ*ﬂ‘ /‘:Ei@ 15 Leichman CG, Lenz HJ, Leichman L, Danenberg K,
%‘E‘f&jﬁ)‘ Ilﬁﬁ WJ:‘ 1/2 Oy ﬁ:é} N /fﬁ\ Baranda J, Groshen S, Boswell W, Metzger R, Tan
N, N - [68 M, Danenberg PV. Quantitation of intratumoral
BURFATS *}lﬁ]]j’(mjﬁlﬁé}ﬁﬁﬂl‘]fiffl ! kSR thymidylate s?/nthase expression predicts for dis-
TR HB H Rk Re, 2548t 4h 22 1k seminated colorectal cancer response and resistance
LTI B ) . JE N B P AT P to protracted-infusion fluorouracil and weekly leu-
AR TS AR IRAL JE, Ty BT 4TIk coforin. J Clin Oncol 1997;15: 3223-3229 !
%%Eﬁ‘ﬁﬁﬁ E%{Z@% RIT Qﬂltﬁi, %’75%% 16  Salonga D, Danenberg KD, Johnson M, Metzger R,
éﬂi’ =) ﬂﬂ T /EE }7'—( uﬂg %Xﬂ‘%@g fmﬁ— % ﬁﬁﬁtﬁ iJl Gr.oshen S, Tsa.o—‘/.\/ei DD, Lenz HJ, Leichman CG,
Leichman L, Diasio RB, Danenberg PV. Colorectal
PR BEIR T, A B IE 5 S B RN IR T K tumors responding to 5-fluorouracil have low gene
Sy Tl OO S st XM [ RIS T Itk I expression levels of dihydropyrimidine dehydro-
. . I genase, thymidylate synthase, and thymidine phos-
L AZ AT T ) e 2% H bR S Tl A 4 e phorylase. Clin Cancer Res 2000; 6: 1322-1327
H %ﬁ{? %#&ﬁ*ﬁ, JZH_@% E%'f% VA JT?ZT %1 ;F{X{X 17 Huang CL, Yokomise H, Kobayashi S, Fukushima
o . N IR, N M, Hitomi S, Wada H. Intratumoral expression of
Ye R PN TT HAT BRI ELE S A OCT™  R thymidylate synthase and dihydropyriilidine de-
SRR A T T REA AR AR ST R 20 7T hydrogenase in non-small cell lung cancer patients
treated with 5-FU-based chemotherapy. Int | Oncol
. 2000; 17: 47-54
4 %’*%E‘Zfﬁk 18 Nishimura R, Nagao K, Miyayama H, Matsuda
1 Ross JS, Schenkein DP, Kashala O, Linette GP, Stec J, M, Baba K, Matsuoka Y, Yamashita H, Fukuda M,
Symmans WEF, Pusztai L, Hortobagyi GN. Pharma- Higuchi A, Satoh A, Mizumoto T, Hamamoto R.
cogenomics. Adv Anat Pathol 2004; 11:211-220 Thymidylate synthase levels as a therapeutic and
2 Bordet R, Gautier S, Le Louet H, Dupuis B, Caron ]J. prognostic predictor in breast cancer. Anticancer Res
Analysis of the direct cost of adverse drug reactions 1999; 19: 5621-5626
in hospitalised patients. Eur | Clin Pharmacol 2001; 19 Allegra CJ, Parr AL, Wold LE, Mahoney MR, Sar-
56: 935-941 gent DJ, Johnston P, Klein P, Behan K, O'Connell
3 Suh DC, Woodall BS, Shin SK, Hermes-De Santis M], Levitt R, Kugler JW, Tria Tirona M, Goldberg
ER. Clinical and economic impact of adverse drug RM. Investigation of the prognostic and predictive
reactions in hospitalized patients. Ann Pharmacother value of thymidylate synthase, p53, and Ki-67 in
2000; 34: 1373-1379 patients with locally advanced colon cancer. | Clin
4 du Souich P. In human therapy, is the drug-drug Oncol 2002; 20: 1735-1743
interaction or the adverse drug reaction the issue? =~ 20  Johnston PG, Lenz HJ, Leichman CG, Danenberg
Can [ Clin Pharmacol 2001; 8: 153-161 KD, Allegra CJ, Danenberg PV, Leichman L. Thy-
5 Pusztai L, Ayers M, Stec J, Hortobagyi GN. Clinical midylate synthase gene and protein expression cor-
application of cDNA microarrays in oncology. On- relate and are associated with response to 5-fluo-
cologist 2003; 8: 252-258 rouracil in human colorectal and gastric tumors.
6 Macgregor PF. Gene expression in cancer: the appli- Cancer Res 1995; 55: 1407-1412
cation of microarrays. Expert Rev Mol Diagn 2003;3: 21  Lenz HJ. Pharmacogenomics in colorectal cancer.
185-200 Semin Oncol 2003; 30(suppl): 47-53
7 Taylor JG, Choi EH, Foster CB, Chanock SJ. Using 22  Tomiak A, Vincent M, Earle CC, Johnston PG, Ko-

genetic variation to study human disease. Trends

www.wjgnet.com

cha W, Taylor M, Maroun J, Eidus L, Whiston F,



322 ISSN 1009-3079  CN 14-1260/R ERENERZE 2006018288 $145 53/
W% E BH Stitt L. Thymidylate synthase expression in stage suka H. Positive correlation between the efficacy
Bt IT and III colon cancer: a retrospective review. Am | of capecitabine and doxifluridine and the ratio of
(pharmacogenetics) Clin Oncol 2001; 24: 597-602 thymidine phosphorylase to dihydropyrimidine
RAFR G Hho R 23  Etienne MC, Chazal M, Laurent-Puig P, Magne N, dehydrogenase activities in tumors in human can-
V[ AP AR 5 84 Rosty C, Formento JL, Francoual M, Formento P, cer xenografts. Cancer Res 1998; 58: 685-690
AR DNAJR 5'] Renee N, Chamorey E, Bourgeon A, Seitz JF, Delp- 35  Johnson NP, Hoeschele JD, Rahn RO. Kinetic analy-
! igﬁ_ij % é%éﬁ% ero JR, Letoublon C, Pezet D, Milano G. Prognostic sis of the in vitro binding of radioactive cis- and
FHH— 54, 2 value of tumoral thymidylate synthase and p53 trans-dichlorodiammineplatinum(II) to DNA. Chem
qfh'T/F‘}f]ﬁa,:E\‘ ZFE in metastatic colorectal cancer patients receiving Biol Interact 1980; 30: 151-169
;fﬁggg?i fluorouracil-based chemotherapy: phenotypic and 36  Tanabe M, Izumi H, Ise T, Higuchi S, Yamori T, Ya-
AL T B genotypic analyses. | Clin Oncol 2002; 20: 2832-2843 sumoto K, Kohno K. Activating transcription factor

TR X IT . . . . . .

AT S T 24  Edler D, Glimelius B, Hallstrom M, Jakobsen 4 increases the cisplatin resistance of human cancer
MR R A A, Johnston PG, Magnusson I, Ragnhammar P, cell lines. Cancer Res 2003; 63: 8592-8595
#3547, Blomgren H. Thymidylate synthase expression 37  Park DJ, Stoehlmacher ], Zhang W, Tsao-Wei DD,
Bk A in colorectal cancer: a prognostic and predictive Groshen S, Lenz HJ. A xeroderma pigmentosum
% (pharmacogeno- marker of benefit from adjuvant fluorouracil-based group D gene polymorphism predicts clinical
mics) &% 4k A chemotherapy. | Clin Oncol 2002; 20: 1721-1728 outcome to platinum-based chemotherapy in pa-
LA AR (B A A Ae 25  Desai AA, Innocenti F, Ratain MJ. Pharmacogenom- tients with advanced colorectal cancer. Cancer Res
B8 KGR HIE) R ics: road to anticancer therapeutics nirvana? Ornco- 2001;61: 8654-8658
FFam — A Bm gene 2003; 22: 6621-6628 38 Vila JM, Moreno I, Monzo M, Ibeas R, Moreno J,
ARSF—AN—4 26  Villafranca E, Okruzhnov Y, Dominguez MA, Gar- Pinuaga M, Martinez F, Navarro A, Pou E, Monne
2 My g BRI 3, cia-Foncillas J, Azinovic I, Martinez E, Illarramendi JS. XPD, XPA, ERCC1 and XPG/ERCCS5 single
A Y F AL, J], Arias F, Martinez Monge R, Salgado E, Angeletti nucleotide polymorphisms (SNPs) in oxaliplatin-
S, Brugarolas A. Polymorphisms of the repeated se- treated colorectal cancer (CRC). Journal of Clinical
quences in the enhancer region of the thymidylate Oncology, 2004 ASCO. Annual Meeting Proceedings
synthase gene promoter may predict downstaging 2004; 22(Suppl): 3677
after preoperative chemoradiation in rectal cancer.] 39  Stoehlmacher J, Ghaderi V, lobal S, Groshen S,
Clin Oncol 2001; 19: 1779-1786 Tsao-Wei D, Park D, Lenz HJ. A polymorphism of
27  Elsaleh H, Grieu F, Joseph D, lacopetta B. Thymi- the XRCC1 gene predicts for response to platinum
dylate synthase genotype and survival benefit from based treatment in advanced colorectal cancer. An-
chemotherapy in patients with colorectal cancer. ticancer Res 2001; 21: 3075-3079
Proc Am Soc Clin Oncol 2001; 20: 493 40  Lunn RM, Langlois RG, Hsieh LL, Thompson CL,
28  Sarries C, Haura EB, Roig B, Taron M, Abad A, Sca- Bell DA. XRCC1 polymorphisms: effects on afla-
gliotti G, Rosell R. Pharmacogenomic strategies for toxin B1-DNA adducts and glycophorin A variant
developing customized chemotherapy in non-small frequency. Cancer Res 1999; 59: 2557-2561
cell lung cancer. Pharmacogenomics 2002; 3: 763-780 41  Zhang K, Mack P, Wong KP. Glutathione-related
29  Kawakami K, Salonga D, Park JM, Danenberg KD, mechanisms in cellular resistance to anticancer
Uetake H, Brabender ], Omura K, Watanabe G, drugs. Int | Oncol 1998; 12: 871-882
Danenberg PV. Different lengths of a polymorphic 42  Stoehlmacher ], Park D], Zhang W, Groshen S, Ts-
repeat sequence in the thymidylate synthase gene ao-Wei DD, Yu MC, Lenz HJ. Association between
affect translational efficiency but not its gene ex- glutathione S-transferase P1, T1, and M1 genetic
pression. Clin Cancer Res 2001; 7: 4096-4101 polymorphism and survival of patients with meta-
30 Kitazono M, Takebayashi Y, Ishitsuka K, Takao S, static colorectal cancer. | Natl Cancer Inst 2002; 94:
Tani A, Furukawa T, Miyadera K, Yamada Y, Aik- 936-942
ou T, Akiyama S. Prevention of hypoxia-induced 43  Watson MA, Stewart RK, Smith GB, Massey TE,
apoptosis by the angiogenic factor thymidine phos- Bell DA. Human glutathione S-transferase P1 poly-
phorylase. Biochem Biophys Res Commun 1998; 253: morphisms: relationship to lung tissue enzyme
797-803 activity and population frequency distribution. Car-
31 Matsuura T, Kuratate I, Teramachi K, Osaki M, cinogenesis 1998; 19: 275-280
Fukuda Y, Ito H. Thymidine phosphorylase ex- 44  Rosell R, Scagliotti G, Danenberg KD, Lord RV, Be-
pression is associated with both increase of intra- pler G, Novello S, Cooc ], Crino L, Sanchez JJ, Taron
tumoral microvessels and decrease of apoptosis in M, Boni C, De Marinis F, Tonato M, Marangolo M,
human colorectal carcinomas. Cancer Res 1999; 59: Gozzelino F, Di Costanzo F, Rinaldi M, Salonga D,
5037-5040 Stephens C. Transcripts in pretreatment biopsies
32 Miwa M, Ura M, Nishida M, Sawada N, Ishikawa from a three-arm randomized trial in metastatic
T, Mori K, Shimma N, Umeda I, Ishitsuka H. De- non-small-cell lung cancer. Oncogene 2003; 22:
sign of a novel oral fluoropyrimidine carbamate, 3548-3553
capecitabine, which generates 5-fluorouracil selec- 45  Montgomery RB, Guzman J, O'Rourke DM, Stahl
tively in tumours by enzymes concentrated in hu- WL. Expression of oncogenic epidermal growth
man liver and cancer tissue. Eur | Cancer 1998; 34: factor receptor family kinases induces paclitaxel re-
1274-1281 sistance and alters beta-tubulin isotype expression.
33  Schuller J, Cassidy J, Dumont E, Roos B, Durston S, ] Biol Chem 2000; 275: 17358-17363
Banken L, Utoh M, Mori K, Weidekamm E, Reigner 46  Turner N, Tutt A, Ashworth A. Hallmarks of
B. Preferential activation of capecitabine in tumor "BRCAness’ in sporadic cancers. Nat Rev Cancer
following oral administration to colorectal can- 2004; 4: 814-819
cer patients. Cancer Chemother Pharmacol 2000; 45: 47  Rosell R, Danenberg KD, Alberola V, Bepler G,
291-297 Sanchez JJ, Camps C, Provencio M, Isla D, Taron M,
34  Ishikawa T, Sekiguchi F, Fukase Y, Sawada N, Ishit- Diz P, Artal A. Ribonucleotide reductase messenger

www.wjgnet.com



108, 5 AREFAERBZ B SITPEIN A

323

48

49

50

51

52

53

54

55

56

57

58

59

60

RNA expression and survival in gemcitabine/cis-
platin-treated advanced non-small cell lung cancer
patients. Clin Cancer Res 2004; 10: 1318-1325
Adamson ED, Rees AR. Epidermal growth factor
receptors. Mol Cell Biochem 1981; 34: 129-152
Carpenter G. Receptors for epidermal growth factor
and other polypeptide mitogens. Annu Rev Biochem
1987; 56: 881-914

Porebska I, Harlozinska A, Bojarowski T. Expression
of the tyrosine kinase activity growth factor receptors
(EGFR, ERB B2, ERB B3) in colorectal adenocarcino-
mas and adenomas. Tumour Biol 2000; 21: 105-115
Ciardiello F, Tortora G. A novel approach in the
treatment of cancer: targeting the epidermal growth
factor receptor. Clin Cancer Res 2001; 7: 2958-2970
Chrysogelos SA. Chromatin structure of the EGFR
gene suggests a role for intron 1 sequences in its
regulation in breast cancer cells. Nucleic Acids Res
1993; 21: 5736-5741

Gebhardt F, Zanker KS, Brandt B. Modulation of
epidermal growth factor receptor gene transcription
by a polymorphic dinucleotide repeat in intron 1. |
Biol Chem 1999; 274: 13176-13180

Fry DW. Inhibition of the epidermal growth factor
receptor family of tyrosine kinases as an approach
to cancer chemotherapy: progression from revers-
ible to irreversible inhibitors. Pharmacol Ther 1999;
82:207-218

Lynch TJ, Bell DW, Sordella R, Gurubhagavatula S,
Okimoto RA, Brannigan BW, Harris PL, Haserlat
SM, Supko JG, Haluska FG, Louis DN, Christiani
DC, Settleman ], Haber DA. Activating mutations
in the epidermal growth factor receptor underlying
responsiveness of non-small-cell lung cancer to ge-
fitinib. N Engl | Med 2004; 350: 2129-2139

Paez ]G, Janne PA, Lee JC, Tracy S, Greulich H, Ga-
briel S, Herman P, Kaye FJ, Lindeman N, Boggon
TJ, Naoki K, Sasaki H, Fujii Y, Eck M], Sellers WR,
Johnson BE, Meyerson M. EGFR mutations in lung
cancer: correlation with clinical response to gefitinib
therapy. Science 2004; 304: 1497-1500

Van Kuilenburg AB. Dihydropymidine dehydroge-
nase and the efficacy and toxicity of 5-fluorouracil.
Eur | Cancer 2004; 40: 939-950

Collie-Duguid ES, Etienne MC, Milano G, McLeod
HL. Known variant DPYD alleles do not explain
DPD deficiency in cancer patients. Pharmacogenetics
2000; 10: 217-223

Humerickhouse R, Lohrbach K, Li L, Bosron WF,
Dolan ME. Characterization of CPT-11 hydrolysis
by human liver carboxylesterase isoforms hCE-1
and hCE-2. Cancer Res 2000; 60: 1189-1192

Iyer L, Hall D, Das S, Mortell MA, Ramirez J, Kim
S, Di Rienzo A, Ratain M]. Phenotype-genotype
correlation of in vitro SN-38 (active metabolite of

www.wjgnet.com

61

62

63

64

65

66

67

68

69

70

irinotecan) and bilirubin glucuronidation in human
liver tissue with UGT1A1 promoter polymorphism.
Clin Pharmacol Ther 1999; 65: 576-582

Iyer L, King CD, Whitington PF, Green MD, Roy
SK, Tephly TR, Coffman BL, Ratain MJ. Genetic
predisposition to the metabolism of irinotecan
(CPT-11). Role of uridine diphosphate glucuronos-
yltransferase isoform 1A1 in the glucuronidation of
its active metabolite (SN-38) in human liver micro-
somes. | Clin Invest 1998; 101: 847-854

Fisher MB, Vandenbranden M, Findlay K, Burchell
B, Thummel KE, Hall SD, Wrighton SA. Tissue dis-
tribution and interindividual variation in human
UDP-glucuronosyltransferase activity: relationship
between UGT1A1 promoter genotype and vari-
ability in a liver bank. Pharmacogenetics 2000; 10:
727-739

Beutler E, Gelbart T, Demina A. Racial variability in
the UDP-glucuronosyltransferase 1(UGT1A1) pro-
moter: a balanced polymorphism for regulation of
bilirubin metabolism? Proc Natl Acad Sci USA 1998;
95: 8170-8174

Iyer L, Das S, Janisch L, Wen M, Ramirez J, Kar-
rison T, Fleming GF, Vokes EE, Schilsky RL, Ratain
M]. UGT1A1*28 polymorphism as a determinant of
irinotecan disposition and toxicity. Pharmacogenom-
ics | 2002; 2: 43-47

Ando Y, Saka H, Ando M, Sawa T, Muro K, Ueoka
H, Yokoyama A, Saitoh S, Shimokata K, Hasegawa
Y. Polymorphisms of UDP-glucuronosyltransferase
gene and irinotecan toxicity: a pharmacogenetic
analysis. Cancer Res 2000; 60: 6921-6926

Relling MV, Hancock ML, Rivera GK, Sandlund
JT, Ribeiro RC, Krynetski EY, Pui CH, Evans WE.
Mercaptopurine therapy intolerance and heterozy-
gosity at the thiopurine S-methyltransferase gene
locus. | Natl Cancer Inst 1999; 91: 2001-2008

van de Vijver MJ, He YD, van't Veer L], Dai H, Hart
AA, Voskuil DW, Schreiber GJ, Peterse JL, Roberts
C, Marton MJ, Parrish M, Atsma D, Witteveen A,
Glas A, Delahaye L, van der Velde T, Bartelink H,
Rodenhuis S, Rutgers ET, Friend SH, Bernards R. A
gene-expression signature as a predictor of survival
in breast cancer. N Engl | Med 2002; 347: 1999-2009
Pirazzoli A, Recchia G. Pharmacogenetics and
pharmacogenomics: are they still promising? Phar-
macol Res 2004; 49: 357-361

Durant J, Clevenbergh P, Halfon P, Delgiudice P,
Porsin S, Simonet P, Montagne N, Boucher CA,
Schapiro JM, Dellamonica P. Drug-resistance
genotyping in HIV-1 therapy: the VIRADAPT
randomised controlled trial. Lancet 1999; 353:
2195-2199

Stebbing J, Bower M. What can oncologists learn
from HIV? Lancet Oncol 2003; 4: 438-445

Wi R A EBEW Wik RKiET

W & AR
o AR 1
A
B P eER B
BB FM, KL
ZR T iRk
Flhap R EmF
FEACTT B 2 4
Ui & & TR LR
MAER. 3 A
Lk A, AA
MEAE T AKX
— 7 | AR it
Je, fmpkiE A
B — W FERK
F AT AT A
B



WREARILEL®

www.wjgnet.com

(59

WFRAL BV 20065515288; 14(3): 324-331
ISSN 1009-3079 CN 14-1260/R

XK 4ziE REVIEW

PR B 2%

&, bF

e A 77 iR

| E )
WK, RIERE
8 5w AR R
YT He M R R A
Ja b e 4 A 7 A
TAMG T 2E
M, 5Kt iE )
g, B
I R 69 A ) T
W TFRIOK, A
w3 R 2K
B OAWERRY
MR R I 88
ik, Pk
o R R ORE W
RAFH. BEEE
H ARG HE IR
T Ak
RN R EIN
IR, T —3eAb 22 R
S ) R Fe
RAEH AR AR L
Fl— o B T 6 A
MAAR, AR LF
R B A R AT
HAR.

R, NE, M KFESRE TR EHM T 225001
BIRAEE: BY7R, 225001, SR INEEES11S, NS
EEER0FEE S5 6T.shi-1e2003@163.com

E315: 0514-7978872 {E£H:0514-7341733

WRSEEE: 2005-11-23  #=HHEA: 2005-12-08

fikj L

RSB LE T AR B I IR 09 IR AL P AT
F) AR A % 0 IE 5, FARM T ik 6 BT R ALAFE
T EA. RAEEA2 T RI R R &3 H] 30
A, BEREZEEMNEARA, RELFAK, 20
T ke i R T AR R AR P
P 5.

REEE): WA, RIS MG SR, EESR
i 15 R MR LR 38 LR 3

Bk, N IRV A, HREAEATE  20086;
14(3):324-331
http://www.wjgnet.com/1009-3079/14/324.asp

03I

202 455K, HA D ae = AL IE R W 2 W 59097
(Pt 2 bt A I A A b e A NV H 1 B,
—UEEE R . RS . B, M. &R, WE
SEPREIR, BR T ALTE S B AN, B2 LT
Uit . X ) H N TS Wl ) &
W, SRR T AL T D RER A I A e, AT
B AR A R R PR AN A, e 27 ) 1 J R 5 B A 55 )
WAL R I . B NGRS iz 33 6,
— LT IR R AL B 2l B I EATE
Kl SR A R I AR B sl i . i
K, NI JBRGE S i A N A T RE I s 1
SEREHLHINT. T S G M RIE S Y A T ) A
Pk, A2 IR IRFIG T RS, AMTIEERER —L%
WHIC T, XTI L2 LU 464 (1) fig
MUHE 2 PP TR (2) BETRIIR
FB NI % S AR G2 44 (3) BR &R il N i
B (1 48 55 B AL,

1 Rl &= @A
1.1 RIT A SH69 AR R 3 A= 52 36 77 ik RIS /&

5 H R AT i SR LA (D00 e JUL ) e ot e SR
T 2 F R EOHE o JUL s 2 5 ] 00 Je — Sk L
Jet 1TSS, SO i s e AR VLA 56 4 A st 1R 1 4
FREHT. O JE T RIT(ASHY) AL N4 4k 1%
S, WP A RITLE ™.

RIS S — TN R G5 R Al
3%, f$5Physio Labo System, Notocord System.
T T B R TR . 7R S BRI B 2 o A
X R T STk B2 om 22 Jil— 3 2 T L RKG, 4%
0.17 Hz[#5i% (107%/min) 45 HEZ A 22 DL H 3%,
A5 U L AL S S A 4721 msTR)— 3 HR H
Sk, A = S UL L B B ek bR
X B2 T AR C % oK. RITLSC N & 2 5 /e 5F
I 90-180 msiH] ) 2 AHME 5, I BOK,
Herth, AR RAL SR, FIH &35 1)
V- 187 P R P RIS S R N 8 . AT B
SEH R S5 R, AR 5 AR ONE i ph 28 1 5 R
AT 2 T B 1 20%, JnLARE e, DL fgat—
AR, RIS 025 M 52 388 8 4 FH o) U~ 25
AV E o ok 3R B,

RITL S SR 3 35 5 v s 075 A 1 2 9 2% DT AH
S, Eetun, 10 mAZEA R R, SR I 5 9%
9o 1 (B 25 DIAH 9. AR AR [R)— B8 1 AN () I 201
HR AT ORG A AL, AEAS [ AN S 22 ). X R
BTN 2R Ol e M 0 750 6 S S BT 2, (B
IR A B OB ) R = B R AN A g
BRI AR, N 55 e, Bk, RIS R 2
AT LAk 55 0 fi LA 28 i 5 | e o o ek
BRI ZOU AR BEVETG R,
1.2 RITB S R ) AR b 5 il s 27 5K A5 K
LR A AT WA B BN AS [ A
[F) IR Ja 380 5 R, IS % 2 i A ) B PR RS A7 7T LA
PR B AL EAE IR A | X A4 SR i i
3R T RITLS A 5 T A0 5 A P S B S R A4
()P B R R e b 1 A RIS 5 B 25 %
LA IR UM A AR B 5 % 4 SO Al
B SREA ERECR. XA IEIER S5 B
LR TC I, WAL 4 BN B 1) 45
e Gl RS e Ui e E U EADTWINENS (e (1
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TRk, — o\ IR e s PER A O, (H
A0 TP A I 5 i 4 2 ) AR, D R,
TR I FA vl AT AR S PR, R
LR SR 58 4 Ko st .

TE [ 28 B Wik 5 v, HE W0 4 I SR A 1 R
TT 2 SF R 25 s 2 T SRR A FRD P A o e 3
77 (diffuse noxious inhibitory controls, DNIC) >k
8IS 2 BT S (RN FE A A Y R
[ DX I, XSGRO T, 7 T e
. PEIED N C o2 S5 [r) 0 S0 aod b o ) o 48 34
J W, AR S T RO, ik
TDNIC, DNICHF 5 1 Hh 53 i 5 4 15 00 5 5 4
G0, J5 B AR AR 5 A i PR G SR A
DNICHEMRH FARAG 2] TUESE, W KA E M 1
i 4 P TR Y, 5 DAy o 2 38 5 PO T A Jok e 5-
B I, Gz, SRS HERIT R
S0 B 2 W0 b T R A P Tk R ) A AR
B HFEARSZRE A TR, X R T
FA KR 220 DA N 28 P IR0 1) s . 7
DA BB (R AR I ) e S sk ) s A T
AR T 51 R I RIS S PR3 A T 9, ml
P I RBURE I 1 H 2 AL TR PEAT
1.3 RIS R 61 37 ) B 345 W IEAC S RITT
S A B B 2 i A N TN A
U TR VP
1.3.1 30 B e9B08 b W FSCRTIR, AT 1 R A4
PEIF A AT R —FF, AR 75 5 10 B 4 gk i n] 4
HIRIILI S R 25, Willer er al 944 4 e i il
S5 TENAFEKCEI B 5k i, 45 R R IAE200
mL. 400 mLZ Y KAV b, B EAE %
BUR AR OIS, O Y TG B R AR 4k, T E600
mL. 800 mL. 1 000 mL# &4 5K/, Hk
(403 B 5 43 591k 25% . 35%F155%, 111 i 5
LB koK NI S0 5 3 B IR A O
FHBR2 wkJE, S6EPIIRELL 000 mLZE 9K, 7~
Ao MBI X AT 4G J I T
AREZVEAETLF, v I 0 U= il
FRL A I VEAL
1.3.2 W0 A s R BT — I 5Tk
B, 1B S A PR I AR K P A o {2 A
FAR TR 2 Tk AR A, Al e A I, A
IF) (%) EEL M 5k 2XnT e A T AN [i) 1 g B S 52
A5 AR URL T Tk T RO RS2 A4, i PR
IS AR 7k R BE O RS2 2

Sabate er al ") 644 fi B G S E N FITRT A,
TE ey iR 45 7 F 22 - DR B2 S T 5 23 Bk e 2

www.wjgnet.com

FL 5K 75 5O RIS IR, 25 R B, A
ER NS TIRTE R 27 2P S/ TR 7S E T S
51 A PR RILLB AT (1 400, iy 2 B 500 A1 e e R 1
FEBREY K IR, 77U 5 BIRTILE S 48 s
G, M2 AR R a2 BN I TR, B5 A,
L B A AE PRSI IR 52 AR, DRGSR 1 o
ALY R BB (RS2 3%, R e A2 R
S, RIISCATG G P 1 88 sm A 00U ik
P, M2 REH T RS 2, BERICHRE Y 5K
1 R RITLE SR A0, TS DR g™ 5K AT HIRIIT
JS S PR 1 5 A 2880

2 [BESENEA

H 4% (barostat) fi /& tHAzpirozflIMalagelada
B I, W SR VP Ak 2% s I 2 1 5K g AR
WL LR L 2 AR, TR DA 2N
M TVE2 W50, LA 45 T o i I 25 5K )
AR, T dERE s B RN S D EE,
AN DT o) A T N B U, R AR TR
&5y m] DA e g B 5k ) AR S B0, VR ST
N E Hs 284 — R IR &, LAVPAl A I
() R,

2.1 B R 3 R A FE AR Sl e R A o ) R
BE, BEUR SR AR, G ERNIL.
W AW AN AR, AR A
ST IR SR B S ] DL AR, ) LA
SEIT I A%, SEIG AL DA 0N R GE AT R HE. W e
W HERUG, RGESEH 285, Xgi R A
N IR R A — SR 4 2%,

TR ESAE NP IR E A VFZ AL (1) WAE
R RN AT ER G D D7 5K PR JUE 28 1T 0, SR AT
DA e pad e & T 2 b i BE; (2) A1 17 vH5EAL
PRI ARG, ST EEREAT Z MK, (3)
FEESE . RREEN TR ) Ry kA =
Sy e r Az o, DR SR F AT VR AT (4)1E A
ORI A2 fie B8 YR DU ORI R T R A,
ToVe B[ 8 ZH0E UM D) (B5IR9T5K) B R
(EE22475K), T — A S KR g B e ) Hh P,

h T e E TS5 I N R B H M E
(R g, 1E Hs d 4l ACRE P IR0k, ARG
S lmBE. 2l A IR EEE H L AR, JF HoA2
K, AT AT I AT i R RIS, 3 A
FEAR Pt A2 4k, A2 T2 miie 5 8. ik,
AZAE IR 23R S0 R, AR FLIR %,
Je o TPUE s 28 0 7K ) AR A I B . H IR 4%
AFEI RS DA 2003 N BT RIE 9 1) 4 B R &6 ik

A7 B %

[ £ A 2 1% 5
o Z R, TR
F AR AT AR
B ot AF 7 89
B, LA el
LAY B )T 4
WOE, B AAT
2@ ER, A
W% 6 Ak, 2
R B IR
FE RS K
WU 7 @ A R
[ @
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WA # & 5

B A7 % AR R 5T
W HER £ 2L P
RN B
TR BRL, T A S
4 gk 25T 09 B
B (RAT0357%
AP H M R
45 AL) B
TR T B A F
R DR E 2o 8P Y o
MFELeEA G
KA, M A4
Z A FEFH
0Kk, ABfE I s
A AR E AN
KRB EEET
W 97 o N — A~
49 AR

U, SRR BUN /2700 mL, B K A2 410
cm, KEZIA10 cm, XFEER AR AR T4
A ERAEBTES). N E R, AR B
R, B RARUN600 mL, SEA kIR S
ALLHI12 om. XA RGT A S T E 45 1,
WHGOUT, AR R s sk g, AR
R AN I e KA AR 990 %6, DAAE R & % 11 it
IR

TEFKREGEH, HREBCEAERRE N, HT
S (200 mL) HUANZ IR T 2E. 2520 Ih
Jo (N H T RRIER), AR a2 AR (S
A B, WPETIHIT IRl sk miE K J), fr¥r
FE I SEAE TARE R g, FRE2 I 4E N I F,
— HBIATEE I EE AR A AR K 2 BRI E
o, R BRI R AS (P I A AN 1 15-20 min,
BRI BUAL. I8 BISP- fe, TR IR SE B AT LA
THR T .

TAEHs )y (operating pressure) F& & 7
FUIE R LE N I ) e IEE IS )R ). AEIX
—EJIF, WS AR IS R P9 s
FRFAE (sl Y s, BB, B
sk N ARy, BLIAR A B0 2 11
K, VB Z IR AR IR F bR AL 1) AR
J3, A AR EEAS 32X 5T A 2 [
E M. AN R AR 0 D bsitE. R G
JHHAEI0-12 mmHgZ W], SZE P 1 ) B IK 3
10-12 mmHg/2 & TH W iE A B S) )13 ),
H i 1 A 7T 0.

22 FIRBAR

2.2.1 3k 7 X ANF 5K 7 202 52 M A It
RIETTES . TG LA IR Hs )3k & LA AR iy A
BT — ke s SCP IO 10 1 Y L 43
X SRAEUR BT e SO 8 3, Hf 2Rk 7 2
AT T AN [ 02829,

PV A HEAT I 4 kIS, R a0 S0 RE
B8, WHEYT kIR tHEE N R )k
E (FEILY9K) b HEN TR RRE (B
oK) 10, DA AR 2 s SR L ), G %
AR EAREEN R A RN CR, X2
(1) K2 80w N RS2, (2) AR
A E4ETE; (3) AEEIRARFI R AN 25 5%
Wi L ZE AR B 21 2R, AT 58 M) 3] s ) —— 2544
Mk, (4) 1o RS b, 2B s IR S g &5
FAJ P 52 M. T D0 Hs g e 3 s 53 Wi 25 DU € 11
ZRIFR: AHEIAR, Tl BE RN 1 R B2, A
FUXS G 25 K0 55 DRI A AT 22 SR s 0

SR BBE . R 11 5 Tt e B T DA
EMBN I, ATHERY 7K. AL A
M, RZHG O R ERY TR E Ry 5K 1 45 R
SEAR R, P& I L Lb 7% ko {5 W) 5 HL
BYELT

Har oA 2 FBC ke, e F %
BT W RORNROE, RS, Wik, BAE
gk (RS 5K), J5—FEAE—E T A
PO IR IS A PE S 5K IR R AR A R i B (I AR MRS
5K). ki B A JiFRSE60 s, 3K )T KR
160 s I, B2 B A BE L /i
SR, X TR T 3-5 SHE Y, 1Ml SR
ifE10-20 sm k. BLCAEM, AT Tk
R AR A& A AR EEE PRI 5K,
Harraf er a/ "B, 1BSH ¥ T 10 st
BE YIRS 5K 9T 5 K. Sabate er al I LA W Fh )y
APk, G AR, PO AR PES 5K BT K IR
B A TR RA R R AR K. X e g R, W
Fldrk 7 20T REAFAEAN ] 5 N\ fh 22100 1.
2.2.2 PR R GE B M T ik AR T AR,
TEAff DX A BB RN S N A 2 (response bias)AE
IR RIS TN G5 NGRS =8 Ry S VA P
DUIEBVEA 52 A5 A7 AR U F) S 0%,

Wi B MR (ascending method of limits):
TEFRY IR R BB G I, B0 52 A e
ALFE L VR ST I B P 98 R IS P 347 48 1)
L MERIOL S TR RS D, A
— AN A A B AU LS T SR RO
AT ARG, BT ARG Co B i DL AR ABURK, 2% 5 o
H PR 2k BE A 50 B 20 A, A5 B AN 1T 4.

BEHLE (random sequence): LABEALIR45 T
FIBREE, 52 PPN BRI, D8 s e T aseb
52 B0 LIRS, SRPSORE P AN T TR, A A
UCEHH TR > AH 2 AT R 0 %08, nT g
PRAB AT, T S4BT 2 A0 PRV

B R (tracking technique): HELAIEN, N
— YR BEATLIE XS E— UORH [R) s omg 1 f 38, H
AR, N R BEHLE S b O [R] SR
S XM TV AN v S, HBE 2
2 ORI . AR TR E 2 IRk (215451K).

XUBEHLB 62 (double random staircase): %5
BB, RS R G, IRk R sk, R
AN, D733, 5 B BRI PR AR L ELRE AL
X B B RN AS R A, HE{ES
o2 AT e . AR AT R B2 IR A5k (221430
W), A IR B,
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2.2.3 ¥ RBL G- 7 ik A ISR VRAL 5
HBEESRAAARAEAIATT S 1 W Jn (1) 5 BE  H—
JUEFRHEAI S & § R A B ORI PR R
BEIFEAN TS, i 2 PR AL 2o 18 25 )
TV SERLSE AU R R 5 Rl e e ),

MR £ (visual analog scale, VAS):
VASHE—4c 2k, —iK10-15 cm, HilEAT 4 #
A, PR A k2 AN ] R P AN R R PR 1A T, At G
"L DUAR I R AR VAST R A — L4
R & GAT S50, B BUEER. A0
Tl 2 5% W (R A

55 B e 3L (verbal descriptive scales): i
T B R R BUR M LU VASTE 2. R IR E
iV 22 U A, Accarino et af BB T —
Tl EAL 5 M 47 5K iR o R8T 7 vk, T4 e T
TRV R, k32 ik B b — e flu A7 Tk
ATIESE 73 9. T4 2 B RV 5K 2 1 28l
AR ANIE R, T R, R
TS A IR 45 i T L () v
2.3 B R BAEM B AR B A
2.3.1 FNIBSE &89 A A R 19734F,
Ritchie®™ i JE R0 T 1BS & i A ) S50 F
i, Al A A BN E W 1) A w60 mLJE, 1
56% 11 BS 7 41 I, 1o R £ e N H
696/ I, RIIBSEF#H HI— QRS %
P 9K I B PSRk A o, Ed
KIS, 1BSHYS 885 LU AR IS, $eos B iz
ST RE T i a0 i ) S i ),

58510210, 1523 skl s b, IBS
FIUEBR. Trimble er a/ “HIEH], IBSHE L X 5K
(VBB LU TR, W0 SO i & BN
451 A0 H . Houghton et af “MrmiFo to kK 15

FORTIEAT i, DUE— 26 f0A 0y, IX AT e 2
T B AL it Ty € B 05 5 S0 WAL I 5K 0 389
T 0 5 f B BB R 52 5 P B30 X S8 45 R,
1B S i 2 7 T vy BB D03 DR AT RE A7 AE T N JIE
fe N, (R AR (R D)7 B G R W1 6. XF1BS
KB 5 TR S A AT 2 B A N 28 LR
Pk i sEg, a5 R KBIBSEEY KT )
I ) L T LA, T P R | (1 S 5 LE
LARTA. XASGERELTR, AR AT RELL Tl BEA LA
IREZ 0.

2.3.2 PRH A AR B A FALR R 0 R RS
Rtk Klatt er al "IEDREMEI A R gk
ITE IR, U R B B R AL
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Johnston et al "N IS KB T B KK
WL R AR N W DR (¥ g R AT
PAFEY IR 1 B E ] AR TR N BRIk AR
U (VT A B85 1) R AR, 8 A 11 D K1 £ g o
A7 A FH AP T LS o S TR AR 5 R
TR (T SR ) TR 36 R OB P H PR T 7 T
PRI Ml A, T LA I P R BT IR R AN TR, S
IBSHHEL, &% P2 5K 22 H 0 U5 g A
AR I 1) 6 ).

2.3.3 PR E WS PR TN P A A I M A o)
Pk A sz k. SRR gk, 161k -2 8 2
o, Bldvidp R i o, FERLAT e mL/mmHg.
AR, 7 B A — A B Bl e < 5
PR, BIE -, R, NS
P MR 1 fh 20 1 TS 25 T DT 000 T 288 £ A [+ T
ANF, AHZ RS R HEAR REVECR, P2 H
gk, PUAE R B B SRR B BT BT T I
ZVFZ R, AR AT 15K . A
Ve e e A I S ek R (SN NN
S 58,

3 IR
B i 28 B s 2 DO R g, AATTAR 27
% B WREIR AR IS AT o e, il B 7 Th RE A B
Fvs 1) AR AL AR 21 T (4 A, d
R R I AR AR T LU NS T 8 K
P J2 A B P B AR R IR A, S E R A
L, 3R — S Rk T v 5 I A 25 1)
LA, BT 1 AR AL G ) B g 3k
& (FMRI). IEHF RS WS AH#EA (PET) A
LG R ST L2 AR (SPECT). &
ik ifr (CEP) Misifii Il (MEG)™. {Hix st
B TR A e 2 I, A 9 B 5, DAL
MARES 2 TR,
3.1 At aE IR (FMRI) FMRIJE DL UL 2L 2
P B BRI O SR R IS AR B A
JH At A5 A TR A A AT I 8 M A 4 A L AT
B, AT S bR e i A AR . 2 A
P28 70 2% xS AR 7K S 1R 42 v 0 SR A 1 i 8
i 1L 98 F2 ) 38 0 K S 22 (AR A AL AR 1, R
RS CHRA 5 1 o,

Mertz et al PO LL1644 il Fé i il #1118 44 1BS
B RO B, oy A A I R R P
o sk R A TEIMR IS 7. 45 R BoR, £ K24
ZARE R, E I S Bl 1 5 1) A AT
i L1 57 = e & [ [ N TS0 A (R

i A%E

Jii A R )
R A LARE, 12
[ £ Ay 2 B8
o K e e &
r&ay-F RAL, A81E
Stk E S04
*ARIE . AV 2 R S5
H AR W T 22K
F Fote ) 0 &
RAREF, BT
AT %% E

.
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;'fé_f?iﬁ a0 SHEZHAH LG, IBSEF T MRS R ey ok, s AR ) h0) Frk A
2k 2 arostat): \ N - N 7P 7, Ay
Ay iz s EWEE. WU, IBSEE XS RIIAL I ECR. PR Il R R B AR R (45

HREE, AE
HEFE—ANAE, %
BH—rW RS, &
SR EAEA
EANAA, A5
AT R BT
THEER TR, AT
YHEBEETTAR
NEAWET, &
ENEACER 40
EN AR AE,
ARG 1B B 5T A
R D)
EAE L. R
# (compliance):
= NE 3 AT IR
AT, FIE
TR, EIES -
EEdwAd, A
dv/dp &k & 7R
o A S
mL/mmHg. # 13
R B, R
HF— AR ) B
TAERE, FT
B -5 E WA,
A SRR AR
A% IR Bk, W 2%
89 9% 3 T B AL
Mk 25 69 R B R
R, 25E5EA
KARZEMEXZ,
PEE AL, RAE
BN R
P8 A P 3.

PR 1R N TE W 75 5, B B 11 A
Bl

Bernstein er al PULLAS T IEH AN RAETE
iR BS L L N9 7k I i BTSRRI E A,
I N AE A5 R S I (14095 A [ 2 AL,
RER AT R O A 5 5 25 1 o LU IE S N 3
TIBSA, JOAEPEE X B R N B3, W
I, XSS = AR i
3.2 B FE S BB K (PET) LT 4
SHit ALl & K (SPECT) PETEH) K
SR 7S R SRR I 3% 20 i DX 45 1 9 = 4 R
AR RS AR, SPECT & A B 11 B0,
DA Sty R SR R BRIRT 5, R A LA R
SRR AL U 1 0 JU 000 8 DAAN [ £ J R
DTS P A 35 I A IRy S 2, AR el T kA5 1 £k
I T A 2 R,

Ladabaum ef a/ "SHF5T kI, 451540 fik ek
JEE 5K TR 0 B I 5 R
HHATPETAL AT, RIS By i (]
i RRZ S WK AT /N R Rk
R RS B 3 i, B A S O Tk
T NIRRT R 2544

Berman et a/ ®%3041BS &% K FHPE T
M BV He D0 03807 |2 1) J) 3 0 28 35 Bl 1 e
L S S I 484 o 7 5 A7 A S 4
ST} N R N1 o = TN LAY
T [RVRE (RIS AT, 55 2k 1R 0 6 J 30 47% B0
AR 5, SRS I 5 i R U, i
B WEFURIN, RS ) %0 A s )
A5 AR DG, T [ 0 ) 5 30 AN T
FEARAH .

Silverman et a/ "MIE52, IBS & fEBZ A
IR A 9 1 T A 7k SRR A R o Y8 ¥ 7. 5 g
FRENANIR]. A BN S 007 7 1171 (AL R, 1235
P 59 AN D Re A O, 1T 1B S ER IO A )
TEFRTI, %A 5 DA A 3 2 A i il i A
K. FIRIBSEE R B A IR R LY
377 7 SRR IR 3 2 P 1 v 2 A SH X s ) Ak PR i
TR ORAN I, 7 00 1B 7 8 3 3 100 e 2K D) 5 W s
gt i EN RN

Naliboff e a/ "M 7E126511BS % K 12451 ftk
FREXTIE T T — T 5T, DA B S R A
T A A 18 DR i 2 %o 0 I 118 T g™ 7k SR 3 B it
WA B Y akoR B (RIAF7E 3 o S8 K 20 n

mmHg) 194 55 RIS TR JR3 8 i 00 97 1
A GRS ES T RN, b2 I
JE IR TRURINE, 1 BS 38 A e 40 1) Ja3 38 i L
Yol s Hose W 22 5, S5 LE, 1BS
SR RN T 5GBSR, 1A [a]
H RS R R AT RIT RE JT  —— th A A K f
GG TR IRR G . Ak 1BS
RUEH N, 4545 Wik J0 S orn Fic ) 3,
RIHAT SN, AH . (3B A& AN R 1. BB
RRAPZE ST IBS £ 3 1 S A A2 AR K.
3.3 H A K A5 (CEP) CEP & KMt /it il ik
(LA R N, T Sk B bR HERR A SR R R, B
P 0 L P s e R

Fukudo et a/ ®*7HEA: T 10011BS £ 111
fit B S I gE RN R, R i s
A B SORIHT 9T I B D P e P e . &5 S
7, BRI, 1B S ER I T B R0k
[T 4 L33 AL A B2 4 vy, FLO BN I
Ji 45 Wis &)y () el AR 2 ) B AE ARG, 48 TR
JoTit 8RS W 2 IR AR AR IEAR DG, IX 30K, 1BS
S5 V1 M R0 g 6T BRI SRR LG F 3R 38 1) e
W iok R, Tk ok i PR S N 2 R AR AT BEAE LRI R

Sinhamahapatra e a/ "VF4% T 134 1BS &%
XoF L L SRS ) SR A L, AR e e
{EL50%1 5 0] LA T HUfilig, 7ERE B T2 cm
KA SR K 5 o VL. BIFST R IR, IBSEE X B
¥ L 0 U ) 1 L o LA, 1 vl o)
BT S S FHRA . T IR R 5
f7. IBSHEETIP,. Ny Pl (R L L R 415,
IBSE A IPL/N I 5 22 LU R ALK, FRATT AN 20
VTP R A N T B ) R P 1 v I BS I
— PRI
3.4 JarEEA(MEG) MEGIHHE & T3k i A 1) i
TR v R T AR NI IS Bl 7 AR I
] —7% S O G PE X . MEG 3 8 ] TP i i
(1) £ N T 1%

Schnitzler et al P 715 i B & B2 1) e s
T I AR AR L TE AP 8 1 SR A S i A%
NG HEAT T A5 08 P BRI A5 1 R TS ),
WIS MEGH: A 73 IR, 1F oA 28 (R R A it
A N A 28 RT3 | SR SRS K000 PR T 8 96 A J
B TRV AR I SN (20-60 ms) AKX I ¥
SR AAR I B T AR SO (60-160 ms). AT
B, B AR N RSB 5 ) KA R b
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BEJFCNE, T XA PR IR 20 SR A TR B P Je I )
55 1E AP 5 1 AR ORI S B AR R 4BL(70-190
ms). iR, B WIEAR AR AMBIR IR SE
fe NFEe, T B B IR GRAR BT B, AE4)
AR GE B Ttk = A R SCHIZRIL.

4 FRBRIBTSE

Rossel et al ® %1124, 1BS S5 48 HL i ARG A8
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Abstract

AIM: To explore the expression of TNF-related
apoptosis-inducing ligand (TRAIL) receptor DR4
in large intestinal carcinoma and its correlation
with clinical pathological characteristics.

METHODS: SP immunohistochemical technique
and flow cytometry were used to detect the ex-
pression of DR4 in 41 cases of large intestinal
carcinoma and 9 cases of normal tissues.

RESULTS: The positive cell membrane and
cytoplasmic expression were observed in large
intestinal carcinoma and normal large intestine
mucosal tissues. Of large intestinal carcinoma,
DR4 was positively expressed in 65.85%. How-
ever, the positive rate of DR4 in the normal tis-
sues was 22.20%, which was significant lower
than that in the cancer tissues (7 <0.05). The
fluorescence index (FI) of DR4 protein in the

normal mucosal tissues was 1.00£0.13, while that
in the cancer tissues was 1.17+0.13. There was
significant difference between them (7 <0.05).
DR4 expression in the cancer tissues was not
correlated with the degree of differentiation and
lymph node metastasis.

CONCLUSION: The expression of DR4 increases
in large intestinal cancer tissue, but it is not cor-
related with differentiation.

Key Words: Large intestinal cancer; DR4; Immuno-
histochemistry; Flow cytometry
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Abstract

AIM: To explore the association among hepatic
stem cells, endothelial cells, and hematopoietic
stem cells during liver development by observing
the expression of vascular endothelial growth
factor A (VEGFA), VEGFC, Angiopoietin (Ang)
-1, Ang-2 and their receptors in the human emb-
ryonic liver of 3-5 wk.

METHODS: Paraffin sections were prepared
from 24 embryos of 3, 4, and 5 wk. Immunohis-
tochemistry staining was performed to observe
the development of hepatic stem cells, endothe-
lial cells and hematopoietic stem cell as well as
the expression of CD34, VEGFA, VEGFC, Ang-1,
Ang-2, and their receptors, and flt-1, flk-1, flt-4,
and Tie-2 under light microscope.

RESULTS: Endothelial cells predominated in
mesenchyme adjacent to the liver bud at 3 wk,
but not in the bud. At 4 wk, the cells in the liver
bud migrated into the domain of transversum
mesenchyme, where endothelial cells began to
form vascular structures, and branched to form
a number of hepatic cords. A few hematopoi-

etic cells were seen scattered between the liver
cords at 5 wk, and primitive sinusoids, which
came from vitelline veins, appeared between
the hepatic cords. The numbers of hematopoetic
cells were increased in comparison with those
at 4 wk. VEGFA was expressed by some hepatic
stem cells and hematopoetic cells during 3-5 wk.
At the same time, most of hepatic stem cells and
endothelial cells were positive for VEGFC, while
hematopoetic cells were VEGFC-negative. flt-1
and flk-1 positive reaction was found in most
of hepatic stem cells and a few endothelial cells.
The hematopoetic cells were negative for flt-1
and flk-1, but positive for flt-4. Hepatic stem
cells expressed Ang-2, while hematopoetic cells
expressed its receptor Tie-2. Meanwhile, endo-
thelial cells expressed Ang-1 and Ang-2, but
didn’t express Tie-2.

CONCLUSION: Hepatic stem cells may induce
the growth and differentiation of vascular en-
dothelial cells through VEGFA signals. The
development of hepatic stem cells is affected by
VEGEFC, angiopoietin secreted by endothelial
cells and VEGFA produced by hematopoetic
cells. Meanwhile, the development of hemato-
poietic cells depended on the VEGFC and Ang-2
produced by hepatic stem cells.

Key Words: Human embryo; Development; Liver;
VEGF family; Angiopoietin family
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Abstract

AIM: To investigate the levels of CD11c" and
CD123" dendritic cells in the peripheral blood
and their associations with hepatic injury in pa-
tients with primary biliary cirrhosis (PBC).

METHODS: The percentages of CD11c¢" and
CD123" dendritic cells in the peripheral blood
from patients with PBC (n = 40), other hepatic
diseases (17 = 40) and normal individuals (2 = 30)
were measured by flow cytometry.

RESULTS: The levels of CD11c¢" and CD123"
dendritic cells in patients with PBC were signifi-
cantly lower than that in normal controls (0.087 2
+0.008 2 vs 0.169 0 = 0.011 3, 7 <0.01; 0.034 9 =
0.004 9 vs 0.064 3 £ 0.005 4, P <0.01). The ratios

www.wjgnet.com

of CD11c" and CD123" dendritic cells in patients
with severe hepatic injury were markedly lower
in comparison with that of patients without se-
vere hepatic injury (0.071 6 £ 0.007 3 vs 0.124 2
+0.009 4, P <0.01; 0.042 6 + 0.005 9 vs 0.061 7
£ 0.006 1, P <0.01). Furthermore, PBC patients
with AMA-M2 positive had statistically lower
levels of CD11c" and CD123" in peripheral blood
than those with AMA-M?2 negative did (0.076 1 +
0.005 1 vs 0.096 5 £ 0.008 3, 7 <0.05; 0.046 6 + 0.006 9
vs 0.063 1 £ 0.005 7, P <0.05). Dynamically, we
found the levels of CD11c" and CD123" dendritic
cells in the same PBC patients were increased af-
ter treatment, while CD123" dendritic cells was
notably increased (0.058 3 + 0.004 9 vs 0.032 1
0.004 1, P <0.01).

CONCLUSION: The levels of peripheral blood
CD11c" and CD123" dendritic cells in patients
with PBC are correlated with hepatic injury and
serum anti-AMA-M2 antibody production. The
dendritic cell subtypes CD11c" and CD123", es-
pecially CD123", may play crucial roles in the
pathogenesis and progression of hepatic injury.

Key Words: Primary biliary cirrhosis; Dendritic cells;
CD11c*; CD123"

Li YZ, Hu CJ, Tong DW, Zhang SL, Liu DH. Relations of
peripheral blood CD11c" and CD123" dendritic cells with
hepatic injury in patients with primary biliary cirrhosis.
Shijie Huaren Xiaohua Zazhi 2006;14(3):341-345
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##(0.076 1£0.005 1 vs 0.096 5+0.008 3,
P<0.05; 0.046 60.006 9 vs 0.063 1+0.005 7,
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CDI123""A 2 & T %7 %1(0.058 34+0.004 9 vs
0.032 1+0.004 1, P<0.01).
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Mat5 B B e PR AT R Y, i HAE—
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1.1 ##

1.1.1 #%2004-12/2005-07 b 5T B A EE e 3 B
FITTIZPBCHEE 400 (L 3441, YPEefl,
%34-70%, “13452%), IR GPBCEE LG
2 AT 24 2320004 fRPBCi2 T #7 7. A T
W AR AR 5 R AL DG R, TRATIERE T
AMA-M2 #2341, AMA-M2 % 1761, 4847
I HFIhRE™ E i # 18BI(ALPFIGG T /N =
LS5 IE 5 L RRAE, ALPIEH <1 833.7 nkat/L,
GGTIEH i <<833.5 nkat/L), FFEhfE ] B 4%
F22H(ALPEGGT<<1.5f% 1% _LBRAE); ZhAM
5220191, LLAO At S 105 £ 5 (HH 2 s w1k
R 6M1, LR EEENT 2 1241, A AL 25 1 T
R9, ZyMTERT R4, THAEF A, AW 5t AT Ag
PSS 95995 %oF HR A, 304517 1) 4% DG e ) ik
FREAARKS #1  1E 56 R 4L, ¥E2 mL4s i, T2
CLETIR - MRVALIBES oM

1.1.2 XA gl A T sk FITC-
CD4/PE-CD8/PerCP-CD3; FITC-CD3/PE-
CD16+CD56; FITC- Lin(CD13. CD14. CDI5.
CD19. CD20F1CD56); PerCP-Anti-HLA-DR; PE
-CD123(Anti-IL-3Ra); PE- CDllc; PE- Mouse
IgG2a; PE- Mouse I1gGl. %1l %% A5 EBDA
). A AR 3£ Db & 23 W] Coulter Epics
ELITE Esp.

1.2 7k

1.2.1 a4 B ARSI 4 B e 1 43 1 B i 3=
BITEESN 100 ul, JN20 pLAH RN PLiRIRA], =
B 20 min, 12 mLyE4l At 4
I MR, TR AT, R B 10 min, 1200 1/
minZ5/05 min, 7+ _EIE W, I02 mLBER £ 2% i,
VAT, 1000 t/min 25005 min, 77 FIEWH, [RVEBEG
21%, 500 pLBEPR Eh a2, 7B EAUA . B

www.wjgnet.com
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#&1 PBCEE 5IFHE ABESNVEMS L MIBPAMES R (mean + SD, %) WA %A 5

48 3l CD3*CD4-CD8~ CD4* CD8* CD4+CD8* NK CDIlc* CD123*
PBCEEEA 487+130 29.88+1.36 28.77 +2.24° 152+038 1324 +154° 0.0872+00082°  0.0349+0.004 %
TEENRA 6.18+0.84 26.75+1.24 2364+1.42 0.78+024 2069+ 138 0.1690+00113 0.064 3+0.0054

°P<0.01 vs [EENIBZH.

R 2 PBCASHAFIFRRE S INEMZRMIRFEIEETDRLLE (mean + SD, %)

48 3 CD3*CD4-CD8- CD4+ CD8* CD4+CD8* NK CDer CD123*
PBCESA 487+1.30 2988+ 1.36° 28.77 +2.24° 152+038 1324+ 1.54° 00872+00082  0.0349+00049
BHAERA 337142 21.61+148 22.37+1.56 212+036 16.28+1.64 00726+00053  0.0218+0.0064

°P<0.05, °P<0.01 vs ELOFFAFRAE.

R3 HFHERREE SIEEABINEMESXBBEESELR (mean = SD, %)

28 5 CD3+CD4-CD8~ CD4+ CD8* CD4+CD8* NK CD1lc* CD123*
EfAFReE  3.37+1.42¢ 21.61+1.48° 22.37+1.56 2.12+0.36° 16.28 + 1.64° 0.072 6 +0.005 3° 0.021 8 +0.006 4°
FEXRE  6.18+0.84 26.75+1.24 23.64+1.42 0.78+0.24 20.69+1.38 0.1690+0.011 3 0.064 3+0.005 4

°P<0.05, “P<0.01 vs [FENIRA.
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AU27004 A3 EANL.
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PBC & & I o i 3 1 A AMA-M230 Ak = 24 04 %
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3 e

JER AR BT PR AT A AE (PB C) St —F & e v
SIS M REAT PRI TR BT IR IR & 560 1)
R FI SIS =2 Wi B R I3k 8, R IR E A H#E

AXLHEMNT R
KM e b o AT
A E R
A R K e e
EAHCDIIc F=
CDI237, M T
35T e B4
B & AR IR
IR AR A
* %,



344 ISSN 1009-3079 CN 14-1260/R WRENENAE  20060E152880 145 3
L PR XA =4 RAEPRCEREHMNEMCDA*, CD8*, NK. CDIIc*, CDI23*/BiEPEIEES 2R (mean = SD, %)
A RGR By —
W A R AR fE
T ?F ,{}_ PBC 771 7,% 48 3l n CD4-CD8- T CD4+ CD8* CD4+CD8* NK CD11c* CD123+
7]% %l] ‘#’ é?]j‘/}; }ﬂ J}T (RN = Za= 22 ] 18 4.63+0.96 32.07 +1.42° 30.64 + 1.96 1.43+0.64 10.43 £1.27° 0.071 6+0.007 3° 0.042 6 +0.005 9°
T%Rﬁ ::&.'/ﬂ‘]PBC HhEgsERD 2 5.79+1.06 23.5+1.31 28.58+1.72 1.73+0.58 21.25+1.75 0.124 2 +£0.009 4 0.061 7 +0.006 1
B SN R o 0h At
K R il ﬂ@ I ﬁf” AMA-M2- 17 5.60+0.84 27.68+1.09 25.20+1.76° 1.83+0.48 15.57 +1.29 0.096 5+ 0.008 3# 0.063 1+0.005 72
CDI11c'42CD123" AMA-M2* 2 453+1.13  31.04+1.27 34.08+157 1.28+061  12.04+1.09 0.0761+0.0051  0.046 6=0.006 9
AT T MPBC
% %*}Lﬁi {]l] )”g‘ ;5,3 B3 8l 20 3.94+1.02* 33.54 +1.41° 32.73 +1.39° 1.39+0.59 11.32+1.072 0.064 3+0.005 3 0.032 1+0.004 1°
«Hij& B E 20 5.43+0.85 24.18+1.11 25.42 +1.96 1.96+0.47 19.47 £1.22 0.098 4 + 0.008 5 0.058 3+0.004 9

28/ vs °P<0.05; ZHA vs °P<0.01.
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Abstract

AIM: To investigate the influence of Rebamipide
on the expression of leptin in gastric mucosa
with portal hypertensive gastropathy, and to
evaluate its role in the prevention of gastric
mucosal injury.

METHODS: Thirty healthy subjects and thirty
patients were involved in this study. The former
were randomized into normal control and nor-
mal intervention group, and the latter into blank
control and trial group (15 for each). Normal
intervention and trial group were treated with
Rebamipide. Endoscopy was performed and
the level of leptin mRNA expression in gastric
mucosa was examined by reverse transcription
polymerase chain reaction (RT-PCR) before and
after the treatment.

RESULTS: At baseline, the expression of leptin
mRNA was significantly higher in blank con-
trol and trial group than that in normal control
group (0.816 + 0.132, 0.803 + 0.143 vs 0.344 + 0.202,
P < 0.05). After 4 wk treatment with Rebamip-
ide, the level of leptin mRNA expression in trail

group was markedly higher than that in blank
control and normal intervention group (1.120
*0.237 vs 0.867 = 0.170, 0.397 + 0.199, P < 0.01).
In the trial group, the endoscopic pathological
appearance was alleviated in 12 of 14 patients
in comparison with 0 of 12 in the blank control

group.

CONCLUSION: Rebamipide may protect gastric
mucosa against injury in portal hypertensive
gastropathy by increasing the expression of
leptin.

Key Words: Rebamipide; Leptin; Portal hyperten-
sive gastropathy
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Abstract

AIM: To assess gastric emptying and intragastric
distribution of food in functional dyspepsia
(FD) patients, and to investigate the relationship
between dysmotility and severity of symptoms.

METHODS: A standardized scintigraphic ex-
amination was performed on 60 FD patients and
27 healthy controls. Seven kinds of upper gas-
trointestinal symptoms were investigated using
a standardized questionnaire and a score (from
0 to 3) was assigned according to the frequency
and severity of symptoms.

RESULTS: In comparison with controls,
23(38%) patients had abnormal gastric empty-
ing. The number of patients with abnormal
scintigraphic patterns increased to 40 (67%)
when intragastric food distribution parameters
were considered. Proximal gastric half-empty-
ing time of solid and liquid was significantly

delayed in patients with FD. Maximal solid
fraction of the distal stomach was significantly
increased, and the time of maximal fraction of
the distal stomach was significantly delayed in
FD patients. In contrast, maximal liquid fraction
of the distal stomach was the same in patients
as that in controls. The symptom scores were
not different between the patients with normal
and delayed gastric emptying, but the scores
of nausea and early satiety were significantly
different between the patients with normal and
abnormal intragastric food distribution (nausea:
38.6 £ 3.1 vs 57.1 £ 4.5, P < 0.05; early satiety:
40.1+2.4vs54.5+3.3, P <0.05).

CONCLUSION: Delayed gastric emptying and/
or abnormal intragastric distribution exist in
some patients with FD, and abnormal intragas-
tric food distribution, but not delayed gastric
emptying is associated with some upper gastro-
intestinal symptoms.

Key Words: Functional dyspepsia; Gastric empty-
ing; Scintigraphy
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Abstract

AIM: To explore the significance of hepatitis V
virus large protein (HBV-LP) in the diagnosis of
viral replication.

METHODS: Serum HBV DNA level was quan-
titatively detected using real-time polymerase
chain reaction, and HBV-LP, Pre-S1 and HBV
markers expression were measured by enzyme-
linked immunosorbent assay (ELISA) in 254
cases of infected serum.

RESULTS: There was no significant difference
between the levels of HBV DNA and HBV-
LP (# >0.05). The expression of HBV DNA and
HBV-LP were not significantly different among
various patterns of HBV serological markers,
either ( >0.05). HBV-LP expression was mark-
edly correlated with the logarithm of HBV DNA
level (r = 0.945, P <0.001). A proportion of 89%
of the logarithm of serum HBV DNA changes
could be predicted by the linear regression mod-

el with the independent variables (the levels of
HBV-LP).

CONCLUSION: There is a perfect correlation be-
tween the copies of HBV DNA and the levels of
HBV-LP, and HBV-LP expression can reflect the
replication of HBV.

Key Words: Hepatitis B virus large protein; HBV
DNA; HBV markers

Sun Y, Xin SJ, Lei L, Hou J, Mao PY. Significance of
hepatitis B virus large protein detection in prediction
of HBV DNA replication. Shijie Huaren Xiaohua Zazhi
2006;(3):354-357
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(HBV-LP), # %
% 2 FHBV-LP 104 43 0.416 +0.081 29 67.44
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