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Wnt/B-catenin{s S SR E:

mEE, E R, HWRE

AIGREERIT IR

miER, Fk, WRE, PEARMAES ZFEEXFRIT
E LR B B SFHRT 20 P I 8 P s R T 400042

ORI, 2000FE=FERZRIBFINT, 2004FE=FEKX
?g@?ﬁiidﬁﬁIEM$X%Eﬁ%%EWﬁ%%ﬁ%
SHR.

R ARFFELFHAA, No. 30100228

TR AR SR AR A AT BT B, No. 20016824

ERMEE: T2, 400042, EXH, PEARBREE=FEKX
SR EBEP G MR TR,
dongwang64@hotmail.com

B335 023-68757346 {EH: 023-68757706

RS EEE: 2006-06-04 ESHHT: 2006-06-24

fikj 1

KB ARFT TR BEZ—, A RE
LA EERARAGEE, B2
RIBAF R T A 20226087, B4R
BT 25 M 3k B B 0 TG L R AR AL B A TR
YR, AR eg o -TFIemissriaf B%E. Wnt/
B-cateninfz 5 &R EIERE A F I AR 4
Mrige R A, RREPREZHER G TLEA
KRB RGP 6 7 i2iE, AT miey A K
A Fa A, CAR NN AN B R AT Ko
AR — REAERBRO A L. AR
L, BETAFR A, 490%% KL A L%
BT FIMER K. R A, — RIS
ALK T M EACE Y. B R BR BB
) Ao B 2B %, A 46 ) 4F AR 49 ] Wnt/B-catenin
15 B ERE, IEA TR R E RS
aF e Fapw K A KB G T S5 T
BT RT T ARIF IR R

XE18: Kip¥E; p-catenin; Wnt; 1555 %; WE
H=vig

B, TR BIREH. Wnt/p-cateninl=SkSERE: K88

http://www.wjgnet.com/1009-3079/14/2473.asp

0313

Wntfs 5 g2 2 H i C a0 iR ig & 5 BT 2%
TS Sk, RINEMRE K RA . KR
HiZ i el Oy i s R AL IO &R,
208 B (0 1o B 5 2 Bl NIRRT
DI R, U K kA RIE L, H
HIBF R, 2990% (1) K s A A 5 12 % it

www. wjgnet.com

FEWOE A O, & MwWntf5 5 7 IR R B0 K56
S AZBARATAT —MF 57> T 5 H BB-catenin
FEM BT AR, 4k Tk AN A% 0 Te £-4 5 5% D]
T, BN s, DI Z Wntfs S Sk
12 S FR A Wnt/B-cateninfs 55 T &2, FATX
Wnt/B-cateninfs ‘54 Fid e 5 Kk k. K
JEHIRZR, VLA IZAE S AR HVG YT SR A —

1 Z8Wnt/p-cateninfESiERR

Z M Wnt/B-cateninfi 5 FE MM, M. Mok
T3y, ATHERE N WntER (5 U 10
ith & F (frizzled, Frz)32 & S AR B IR 8 H 244
FHICH I (low density lipoprotein receptor related
protein) LRP-5, LRP-64i}) 52 {45 4 [ Wt
MFrz 2 ki 4 5 9 WIF-1, CerberusflFrzBow
i, MDickkof (DKK-1, DKK-2)ill i)
Vi) 422 95 /0> W] 1) FH IR0 B 52 AR L R P ) 2508 ok ) 42
HIWnt 5 A2 A 45 404 B B Wntfs 5
It JE A 5 Y HGEL R 1 (dishevelled, Dsh)iik
i, DshBf iRk, FiIB-cateninfF MR &2 4 4%
fiffB-catenin; B-cateninZfi# &2 & 1A L5 K M i Jed
B W% H(adenomatous polyposis coli, APC), 4
5 M (axin), ¥R A A (glycogen synthase
kinase-3p, GSK-3p) FIF& & ¥4 lo/e (casein
kinase, CK1o)%%, B-cateninf#fiE & & 54 (i
APCaxinZ A2 %) FIB-catenindk A A 5 5848 1)
A] EB-cateninPF AR FEAS, 7 M A R4kim i
A A%, S 5 S T Tof-4/LEF, Ji 8l FEIE R
S (We-mye, cyclinD1, MMP-7, FGF-18, EGFR
ESta

2 Wnt/B-cateninfSSERAERNPELE. XE
PEWER

2.1 Wnthk B &K 24K % Wnth R 5% 2 /040
TN E BRI B R . WatdE 7R
RS bR Frz 07 05 A2 AR AR 45 45, IR &5 6
LRP-5HILRP-6, 1X/&Wnt{s 5 18 5 1% A ) 12
HUHME 5. WntiR 72 WIF-1, Cerberus, FrzB

n¥ % %4

What/B-cateninfz
THFERL 3
Fb A 5B 8 A
EHEMOKE,
E A RIS 8
A RELE,
RN LI
90% 9 R M & A
25 ETER
WEMER XA
% AE T R
WY I8 & 9T R R
B BT AT R A
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WA A %
A3 Wnt/p-
cateninfz 5 & 2
Wy o F ¥ E g T
e s o
Yoo T R%AES
HREWXEEST
B-cateninX # 4
F B FTef-4. 4o
AT JE 4k 1R 237
HEfET®ER
A )G BER 0 KA
Faxf &

SR P PRI Wt 5 Frz45 4, MiDickkof& ik
(DKK-1, DKK-2)i iz [a)#2 sk my R H 1 By 52
AL R P ECE K RN I Wnt 5 RS2 AR I 4545
Wnt i R 5 i 52 (1 Wnt-1, Wnt-3RTWnt-10b#E
& MM T Vi A /0N B Mg 1Rk e v v A 1)
LR /N Wnt-1, Wnt-2, Wnt-3a, Wnt-5a, Wnt-7
FERAE R AN HA oAb Al M i) e . H RS
LW, WathE R S0 44 5w 1 5 NI v & Ak
AIREAHOC. i, Wnt-2HIWnt-5an] fg 5 KW
KA R JEA S DKK- 1555 AE K g 3k i b
th vy ke R AN

2.2 B-catenink B ¥ % B-catenintK(CTNNBI)
SENL T NG A3P21.3-P22, %X I8 NI A
M2 RGN AR I X A, FE R 42 1623.2 kb,
AT 164N B 7, HmRNAKJE H3362M%FF
PR Y B-catenindE P (CTNNB 1AM 31311 45
33, 37, 41, ASH7 51 ith DX I A4 Ji [ B-catenin
HAMNH2 AR b, {5 5486 5 kA
B A A o, L 2R B AL 25 3 B B-catenin A
58 A ka ST M, T 3B-cateninfE Y
SRR, i B 1 B-catenindt A% N 5 Tef-445
B, AR A YL PR R DR A 5, D mT R A e 9g ) K
A AR K i IR MK W g o A AH 2 B A8 TR Sk R
17 B-catenindik K 5845, H LIAME T3 i UL, 1E
APCHER TEHE I KW b B-catenindk R 40 13
(K158 48 2 ik 50% . fE S Bt #0551 3
K e v A ] A A B B-catenindik K 58 A5,
2.3 B-cateninffi# A AR FFF P-cateninfFfiFEE
GARI I RELE Tl B-catenin®f iR 1k, 1115 #iZ
R-EOMARE S, APCEN &Y 2 MKk
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Hot AN PR [ R AP CHE R S &5 i i
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Ji. K LI80% I A A 4 it vl Az il 2 APCHE A
Bl R ZAR BRI, T APC R DR (R R 2 6 e 2
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APCHEA— R L R . BFo0 R IR, — 4%
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TaxinW5AZ, FHB-cateninfiZ BH, 5
Pic A& 52 e b 2 A Y. B-catenin B fil 5 A 14T
il —AME 5 7 5RAR . R BT RE S s T
3 B-cateninfFfif 52 BH AT E M5 A S A4, BE R
B9 B-catenindf A K% N, J0S S AT 1) 0.

2.4 Tef-4% L ¥k B 7% TefXIRWT4MAA

(¥1%8 A Tef-1, Tef-2, Tef-3, Tef-4/Lef. {£ KW IE %
BRI AN R ) B e Tef-4. A Tef-4
(hTof-4)/& NGl b F B "™, bk
DR 2 i 52 A7 T AL (04K 109253, AdH 1740 1
AV Z B PEELE A 07 555, Duval er al?7E244%
K M e 40 L R B BT 1 2B A M T f-4 5 B R AR,
P UR AR AR FE R )3 A iy, X LB AR KL A
FE) AT B C- oK i 45 5 8 11 (R 45, AT Y
SR DR (1 2 S M, U B T £-405 DR 7 465 e 110
RAPEREZER. HAM R B Wt
SRR T ) B B-cateninE LN BB, W ES I
B-cateninit A% N 5 Tef-445 & TR &), JH 3
T U R R 118 S A s DT A B g e A A A
JHO JE SRR X R IE D 2 A i T 4
AL IR AR AR 2R e AT G, We-mye,
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FR I8 B R R IEAH G, $27R B-catenin i 1A W]
e I Kl e-my cMlcylinD1TE I IR R 2 —,
HAERMRERAE. R EEER.
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HEZFOMRE R A RIBE VMGG 5 1&12,
DR 30 4[5 N A0 23 22 7 TR T B R AE
SRR TR NS, A2 A AR R 2 )
(ClnHE S AL R 259, DG W) ZE
P REEAE ), BLACER W10 A8 25 5 1
LA N e 1 1 | N i W O R R g 1B SRR i
/:;%[23-25]-

3.1 G REIR K HHNSAIDs 7E1d 210 akl,
KB I AT 0 27 FTIG ARHIE 50 B8 L 6 B, AT 1
VF 22 AR 40 M 15 M 20 ) SR R I B 0 s, B
2 MR SRR R ), Hrhafaiks
PECOX-24MHHIF. V2 MR & &ILCOX-2. K
PR W], NSAIDsHUfE/E LT 32 225 H 4
TR 41 L C O X-2 R IAAT 0%, (R A I AT %
WIFTR W], NSAIDsX ANFKILCOX-2 1[Ik 41 Jf
WAT BRI, P IA NS AID s A g
T I COX-240 Mt AN ARG i [7] By ¥ s A
. HErF5i £ W, Wnt/B-cateninfs 5@ #2 2%
FINSAIDs/E 114> F#E 55 1), Dihlmann
et al”"WF9¥ W1, 314 I (indomethacin) A1 =] /G
M (aspirin)¥y n] # K e 40 i B-catenin/ Te £
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NSAIDs XWnt/B-cateninfE SEZBRIER YR/ 4RI R SE R
Indomethacin HHIZB-cateninZRik INSIN T e
H0HIZp—cateninFlcyclinD17RIA SwagoZpi™

Sulindac
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S p—cateninZRIA
HHIB—cateninFlcyclinD1ZRIK, HDHIB—catenin/Tcf
SDNAGSEIE

H&lcyclinD1ZRIA

B -cateninZRIRX
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12 NIER-cateninZIA

HDHIB-cateninZRiA

I B -cateninFcyclinD1ZRIA
HDHIER (L B—catenin, cyclinD1 A IMetZik, H0f
B—catenin/Tc&EIE

Aspirin &leyclinD1ZRA
HIIB—catenin/TcEREIME, {B3HB—cateninBEER(L
FOARTEER PR
{ &3t p—cateninfZfR

Rofecoxib B\ B EIp-cateninfERIA

Diclofenac HD5#ZB—cateninFlcyclinD1RIA

Celecoxib B DIZIRE AR —catenin B —cateninZHR
{&3tt p—cateninfEfR(EBEFAF]Caspasefkii I Th)

Meloxicam HH#ZB-cateninZRiX

Etodolac HBE-cadherinEEBFImRNARIR

Nabumetone HhHIB—cateninZRiR

HT-29, HCA-7, SW480, HCT1164833">"
SW480, HCT1164B18”

SW480, HCT116, LoVoBia®®
KA

FAPSEE IR

APCA78/ |\§53

Min*/) \E_:'E\ml

SW4804Bi3
DLD1RISW4804Rfz™>

SW480, HCT116, LoVoZBig®
SW4804pE™"

HCT116483"
APCANBU \glml
Swag04mER"™
REFIAOMANBHEIATE", Caco-24B1E""

AEAZAE™
Caco-24fa"®
Min”J \§[39]

_FVBE-cadherinRIGSK-3pZRIA
HH#ZzB-cateninFlcyclinD1ZRIA
_EVBE-cadherinfIGSK-3pFRIA

BUEFIAOMAMEBIAE™

SR TERIBESE KleyclinD1K &, X} B-catenin/Tcf
AWM. Dihlmann ef a/* "B %
B, o) ] G AR ] 38 oK i i 4 i B-catenin £ 11 g%
FRAk, MIfEHEp-cateninfé . 75 NARIREHT 5T
WRIL, MR (sulindac) 4T 3% L HA0 5
FAP & IR 2L 21 B-catenint 8 iA 4T 51, £ Fh
NSAIDs (indomethacin, meloxicam, sulindacZ)
A1 YR BT 3509 7705 4 (1) 30 K i Jiev g A b Al i
TEZAER, HALHIZ 5 HAD I B-cateniniZ K 1A
YR,

3.2 AL FACEY WATW I B, K
KI5 G A 5%, V8 7 ik L K NHE P
RMFEPE S TREL RGN E, SBERPN
TSN DT I NFE, a0 2R m b X ) e RS F
LD Z M ED), DA, o-3 1R ITR X
KA B 2 IR B A6 7 VR L, e S s i
A7 U, R IS T 0 B A A ) R
I A IFSAIE SR, 223 Z (curcumin) A 1461
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Z O BT FRRE A R I R, BB N A,
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JL B A e PR R AR AT, e o 4 LT
BA R, JATFFE I, CAPE S5 &

Kunduera/® ..
AmZR T EE
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A L& 4 8@ ¥
T A Wnt/p-
cateninfz 5 4 3
#E A ¥ E K
MRRET R, &
ENBT o F
I F) . R Ae
ABEHFEST
PG IT Rk

N [ 4936 7 A0 1) K s 0 M 3, 5 5 40
YT R0 240 P ) B EL U, ) A o 4 P )
B-catenin/Tcf# sk % PE AL K cyclinD1, c-myc
FIEM FLAR P C APE B B0 K iz 40 P 4 B
B A AR 1) A R 2 A o

3.3 o F¥edis sy BEAE X I ARG S5 1L T &
PR FTII AN TR N, AT Mg 4 i P 50 1) e
5 DRRH 0 DR S5 (R A B, BASABATTR Jih
IR TP B TR 5 1) 6 20 JB ke Bk 4, DAL b et 6 e
Je TRVRE S R 20 1 S BT B R YR T R T R
WA RE. HATELAmAbIRYY « /N T4
A B A AR B SRR YT . 4
BRI R IR IR YT 45 2 IR A ) VR T 25 ) e i
53U ) 245 49 30 1k EL 0 e 989 40 i Sk O 4 i 1
SR, ORI M B PR Rk, A T A R R
HE b6 40 1, S 1) 245 40 B K PR AG DA 9Rg 4l
Ji B8 2 RH O TR 40 i A B A, 36 B b A o]
AR 40 I, AN A AR TR IE 40 i, AT
e — R R RS IR T 2499, B ik
BEHE S Wnt/B-cateninff 51842 IR S 48 1)
TBIT ), H S H AR BT ) VR T 25 1) B SR
W) BoRZ A5 5 IR AT A 2 T HE IR YT 1
WRAEALE A

3.3.1 Ao Fap sl AL AN AR 2 T )

AR/ TN AR A, i BB 3Z2 AR KHA
SR R IR Ak AT R R AR 1
%) T(Glivec/Gleevec) it —Fl/NMr T A, &
FH 148 P 8 P 7t 995 R 7S i T ) 58T 1) 1l R
BIT. WEICARIN, A% 51 1 fie 2 3 I K A e
W5, JFRE R M Wnt/B-cateninfi T iR 1R R iE
PE, fiiB-catenin A\ 4H k% 21 40 g 5 751 BT A
B-cateninth &4 51 LI ¥ A RE AL RIHA 1) DA
Bk — 0 I K O R e AR R T 2. I
N FZ #0125 (endostatin) & —Fi 140 1 84 M= FE PR 20
B 22 IR, X Ah R AR AR 1A 5t IR IR X VI EFR AH
XFr B 20 kDaffClii v BL. JEAE19974F
NI P 2 PR JRE 440 i b B 4 0 ke, AR S
R ML A A RSV IR, A PN B0 22 T fih e A7 1A
AHAE . RS0, endostatin AN
M A R, AR AR K e . FLBR T L e 45
P96 240 It AT L AR AR L g oK i e A
1 F #5985 Hanai er /™' i endostatin/e: Wnt/
B-cateninfs 5 AR KAT MBI, 9050 A Bz 40
MK DLD- 140 L AR T W nt/B-cateninfs 5 5%

SETEPE, {2t B-catenin &A%, Lepourcelet et a/™ i
Tl VR R 70008 b S W SR R L, K
IL8F AL Wy fie iy s Hu A il B-catenin 5 Tef-4 5 75
YT IR, $1HB-catenin/Tef-45% 36351k, T i 43
KleyclinD1 Fle-mycFik, Mgl ok i 41 e
HEB. AR F I PR DY FH A ST 5 2k 4

3.3.2 A BT HETIE A SRR A
ST RIEFE A, B A JE DR pS3 I E 4 A\ p53
R B AR T U A IR« 1E i d B 1) — i A
BIT I, IR B BN TR T AL TR
WAPS3 % 1T iz RE3&E R Siah-1 1) ik &
R E, (BRI GEB-catenin I B AR, BHIEZAE
SIS K Te 4131k, B E A HITef-4
[R5 %, T Wnt/B-cateninfs 5 i@ 257,
EFXIWnt/B-cateninfa 5 iR A2 I 5 ML RIR ST
WEFCHHE 73 1 8 A5 TR AR I KB 1
B-cateninF% % 5 A FTef-4. LhB-cateniny il
SURIEEDRVR T S0 3 22 I L SERZ TR FIRN A
THRNAIL. WFFUHE, B-cateninx L TR
BT 9> B-catenin mRNAFI & 138
5 Tef-4¥Es% % M McyclinD1 K15, AN 4h W%
P AP CIE R 5 A 1) K e 40 P 384 5. van
de Wetering et a/*"f}ti, B-catenin siRNA W] 4
HI KL S17AT A M Te f-4 5% 3 1k, 75 5 40
It ) S BEL i AN 2 0 4N e 53 Ak Verma er al' AR
I B: 2R Oligofectamine’% 44B-catenin siRNA,
A N AP0 AP CHE IR 58 47 B B-catenin & A S8 AR (1)
K e 240 R 50 W S PR S A I /E H. Brunori
et al“'FIH K ¥ Wnt/B-cateninfs 5145 5
OIS BRF R, A T Tof- PR 52 1 200 5988 i 75,
I3 B 1 A 15 B-catenin/ Tef-4%% 5% 1% P i 40 i v ik
PR S T el o A T, A A Yk TR A TR A
iR A= KA . Malerba er al*Fyzdt T Tef-BR il
SR N g, B To s 6 R 1 10 85 G 0
i ANP4JA 3T, PAR ) T4 /N A1 /N B¢
NS1, NS28 FERIL. KILAH /N B8 = P 1E H
EW ntf5 5 (1 K e 40 Ak Hh 19 n 13001, 1H
TEJCW ntf5 5 1) A 48 Mk b B 8 RIS, WoR
B PR PR PR 22 A 0] i i IR )
VAT 84T —FBi i decoy (FBl /155 B ) sic s, E)
B B I TR A — S0 XUE 55 28 Il 4R 1 1R
(ODNSs), 54 MM 5o X A -1 (e s DR -17) 5 0t
ATl E &, TR T HIDNAS GG M.
Seki et al* W FTIESE, 543 Tef-4 45 & o1
18-mer X4 Tef-4 decoy ODNs ! # HlIHi|HEK293

www.wjgnet.com



BfRE, 5. Wnt/B-catenin5SSFRE: AipkoisBIHTEER

2477

AN RTK 78 HC T 11640 i Te £-4 5% 5% 75 2%, FHH]
TUFHEIE FleycelinD1, c-mycFIMMP-731%; 14l
KNI HCT 11648 MO39 58, 1%} 1E % THEK293
21 A 458 5 T 5, R ahb St R s A5 B 8 1) 32 [
MEEA T & SR INAE N TIB S

K2, Wnt/B-cateninfii 5 ¥ Fig 12 5 K

MR R VIAR, B0 ZAE 5 AR 23
TS )R A AT B K R Y T R BRI
[ROEE, FEERTTRAMAEDRL SD
S5 20 I AN it B A 25t K D K B (4 TSI AN
R NP g e SN SR

4
1

10

11

12

ZEIR

Reya T, Clevers H. Wnt signalling in stem cells and
cancer. Nature 2005; 434: 843-850

Thorstensen L, Lind GE, Lovig T, Diep CB, Meling
GI, Rognum TO, Lothe RA. Genetic and epigenetic
changes of components affecting the WNT pathway
in colorectal carcinomas stratified by microsatellite
instability. Neoplasia 2005; 7: 99-108

Mao J, Wang J, Liu B, Pan W, Farr GH 3rd, Flynn C,
Yuan H, Takada S, Kimelman D, Li L, Wu D. Low-
density lipoprotein receptor-related protein-5 binds
to Axin and regulates the canonical Wnt signaling
pathway. Mol Cell 2001; 7: 801-809

Mao B, Wu W, Davidson G, Marhold J, Li M,
Mechler BM, Delius H, Hoppe D, Stannek P,
Walter C, Glinka A, Niehrs C. Kremen proteins are
Dickkopf receptors that regulate Wnt/beta-catenin
signalling. Nature 2002; 417: 664-667

Taketo MM. Shutting down Wnt signal-activated
cancer. Nat Genet 2004; 36: 320-322

He TC, Sparks AB, Rago C, Hermeking H, Zawel
L, da Costa LT, Morin PJ], Vogelstein B, Kinzler
KW. Identification of c-MYC as a target of the APC
pathway. Science 1998; 281: 1509-1512

Tetsu O, McCormick F. Beta-catenin regulates
expression of cyclin D1 in colon carcinoma cells.
Nature 1999; 398: 422-426

Shtutman M, Zhurinsky ], Simcha I, Albanese C,
D'Amico M, Pestell R, Ben-Ze'ev A. The cyclin D1
gene is a target of the beta-catenin/LEF-1 pathway.
Proc Natl Acad Sci USA 1999; 96: 5522-5527
Shimokawa T, Furukawa Y, Sakai M, Li M, Miwa
N, Lin YM, Nakamura Y. Involvement of the
FGF18 gene in colorectal carcinogenesis, as a novel
downstream target of the beta-catenin/T-cell factor
complex. Cancer Res 2003; 63: 6116-6120

Tan X, Apte U, Micsenyi A, Kotsagrelos E, Luo JH,
Ranganathan S, Monga DK, Bell A, Michalopoulos
GK, Monga SP. Epidermal growth factor receptor:
a novel target of the Wnt/beta-catenin pathway in
liver. Gastroenterology 2005; 129: 285-302

Li Y], Wei ZM, Meng YX, Ji XR. Beta-catenin up-
regulates the expression of cyclinD1, c-myc and
MMP-7 in human pancreatic cancer: relationships
with carcinogenesis and metastasis. World |
Gastroenterol 2005; 11: 2117-2123

Smith K, Bui TD, Poulsom R, Kaklamanis L,
Williams G, Harris AL. Up-regulation of macro-
phage wnt gene expression in adenoma-carcinoma

www. wjgnet.com

13

14

15

16

17

18

19

20

21

22

23

24

25

26

progression of human colorectal cancer. Br | Cancer
1999; 81: 496-502

Aguilera O, Fraga MF, Ballestar E, Paz MF, Herranz
M, Espada ], Garcia JM, Munoz A, Esteller M,
Gonzalez-Sancho JM. Epigenetic inactivation of
the Wnt antagonist DICKKOPF-1 (DKK-1) gene
in human colorectal cancer. Oncogene 2006; 25:
4116-4121

Trent JM, Wiltshire R, Su LK, Nicolaides NC,
Vogelstein B, Kinzler KW. The gene for the APC-
binding protein beta-catenin (CTNNB1) maps to
chromosome 3p22, a region frequently altered in
human malignancies. Cytogenet Cell Genet 1995; 71:
343-344

Sparks AB, Morin PJ, Vogelstein B, Kinzler KW.
Mutational analysis of the APC/beta-catenin/Tcf
pathway in colorectal cancer. Cancer Res 1998; 58:
1130-1134

Kohno H, Suzuki R, Sugie S, Tanaka T. Beta-Catenin
mutations in a mouse model of inflammation-
related colon carcinogenesis induced by
1,2-dimethylhydrazine and dextran sodium sulfate.
Cancer Sci 2005; 96: 69-76

Bright-Thomas RM, Hargest R. APC, beta-Catenin
and hTCF-4; an unholy trinity in the genesis of
colorectal cancer. Eur | Surg Oncol 2003; 29: 107-117
Liu W, Dong X, Mai M, Seelan RS, Taniguchi K,
Krishnadath KK, Halling KC, Cunningham JM,
Boardman LA, Qian C, Christensen E, Schmidt
SS, Roche PC, Smith DI, Thibodeau SN. Mutations
in AXIN2 cause colorectal cancer with defective
mismatch repair by activating beta-catenin/TCF
signalling. Nat Genet 2000; 26: 146-147

Korinek V, Barker N, Morin PJ, van Wichen D, de
Weger R, Kinzler KW, Vogelstein B, Clevers H.
Constitutive transcriptional activation by a beta-
catenin-Tcf complex in APC-/- colon carcinoma.
Science 1997; 275: 1784-1787

Duval A, Busson-Leconiat M, Berger R, Hamelin R.
Assignment of the TCF-4 gene (TCF7L2) to human
chromosome band 10q25.3. Cytogenet Cell Genet
2000; 88: 264-265

Duval A, Rolland S, Tubacher E, Bui H, Thomas
G, Hamelin R. The human T-cell transcription
factor-4 gene: structure, extensive characterization
of alternative splicings, and mutational analysis
in colorectal cancer cell lines. Cancer Res 2000; 60:
3872-3879

I, SR, 2R, X1/ 4:. B-catenin, cyclin D1
FC-my cfERIDRRHA TR . R AH R
2002; 10: 305-308

Luu HH, Zhang R, Haydon RC, Rayburn E, Kang
Q, Si W, Park JK, Wang H, Peng Y, Jiang W, He TC.
Wnt/beta-catenin signaling pathway as a novel
cancer drug target. Curr Cancer Drug Targets 2004; 4:
653-671

Dihlmann S, von Knebel Doeberitz M. Wnt/beta-
catenin-pathway as a molecular target for future
anti-cancer therapeutics. Int | Cancer 2005; 113:
515-524

Kundu JK, Choi KY, Surh Y]J. beta-Catenin-
mediated signaling: a novel molecular target
for chemoprevention with anti-inflammatory
substances. Biochim Biophys Acta 2006; 1765: 14-24
Dihlmann S, Siermann A, von Knebel Doeberitz M.
The nonsteroidal anti-inflammatory drugs aspirin
and indomethacin attenuate beta-catenin/TCF-4

mi:A2E

o5 F ¥ g 7 L
I I 36 JT AR IR AT
R EEFTEGZ
—, £— (kR A
B AT R 0 I
W& J7 K. Wnat/
B-cateninfz 5 4%
FifELE X
5 % AR B R
A FARL, B
T TG
I e b



2478 ISSN 1009-3079 CN 14-1260/R WHRENBURTE 2006TF938H 251485 525657
| PRGN signaling. Oncogene 2001; 20: 645-653 downregulation. Br | Cancer 2001; 84: 1412-1416
B-catenin % f# 27  Dihlmann S, Klein S, Doeberitz Mv MK. Reduction 40 Garg AK, Buchholz TA, Aggarwal BB. Chemo-
A AWK of beta-catenin/T-cell transcription factor signaling sensitization and radiosensitization of tumors by
Lz S O o by aspirin and indomethacin is caused by an plant polyphenols. Antioxid Redox Signal 2005; 7:
& (adenomatous increased stabilization of phosphorylated beta- 1630-1647
polyposis coli, catenin. Mol Cancer Ther 2003; 2: 509-516 41  Surh YJ. Cancer chemoprevention with dietary
A P_C ) %‘b & é’ 28  Boon EM, Keller JJ, Wormhoudt TA, Giardiello FM, phytochemicals. Nat Rev Cancer 2003; 3: 768-780
(i)fm)’ e R 8 Offerhaus GJ, van der Neut R, Pals ST. Sulindac 42 Jaiswal AS, Marlow BP, Gupta N, Narayan S.
ﬂﬁ&;%iﬁ@(gly.cogen targets nuclear beta-catenin accumulation and Wnt Beta-catenin-mediated transactivation and cell-
?l;ntlg;el(lf;n;;; signalling in adenomas of patients with familial cell adhesion pathways are important in curcumin
gg«é O o/ adenomatous polyposis and in human colorectal (diferuylmethane)-induced growth arrest and
(casein kinase, cancer cell lines. Br | Cancer 2004; 90: 224-229 apoptosis in colon cancer cells. Oncogene 2002; 21:
CKla)% 4 A, 29  Brown WA, Skinner SA, Vogiagis D, O'Brien PE. 8414-8427
t A TR Inhibition of beta-catenin translocation in rodent 43  Orner GA, Dashwood WM, Blum CA, Diaz GD, Li
B-catenin® B AL, colorectal tumors: a novel explanation for the protec- Q, Dashwood RH. Suppression of tumorigenesis
G W EE-&A tive effect of nonsteroidal antiinflammatory drugs in in the Apc(min) mouse: down-regulation of beta-
FAk & AR colorectal cancer. Dig Dis Sci 2001; 46: 2314-2321 catenin signaling by a combination of tea plus
30 Gardner SH, Hawcroft G, Hull MA. Effect of sulindac. Carcinogenesis 2003; 24: 263-267
nonsteroidal anti-inflammatory drugs on beta- 44 Joe AK, Liu H, Suzui M, Vural ME, Xiao D,
catenin protein levels and catenin-related Weinstein IB. Resveratrol induces growth
transcription in human colorectal cancer cells. Br | inhibition, S-phase arrest, apoptosis, and changes in
Cancer 2004; 91: 153-163 biomarker expression in several human cancer cell
31 Smith ML, Hawcroft G, Hull MA. The effect of lines. Clin Cancer Res 2002; 8: 893-903
non-steroidal anti-inflammatory drugs on human 45  Choi BT, Cheong J, Choi YH. beta-Lapachone-
colorectal cancer cells: evidence of different mecha- induced apoptosis is associated with activation of
nisms of action. Eur | Cancer 2000; 36: 664-674 caspase-3 and inactivation of NF-kappaB in human
32 Hawcroft G, D'Amico M, Albanese C, Markham colon cancer HCT-116 cells. Anticancer Drugs 2003;
AF, Pestell RG, Hull MA. Indomethacin induces 14: 845-850
differential expression of beta-catenin, gamma- 46  Wang D, Xiang DB, He Y], Li ZP, Wu XH, Mou JH,
catenin and T-cell factor target genes in human Xiao HL, Zhang QH. Effect of caffeic acid phenethyl
colorectal cancer cells. Carcinogenesis 2002; 23: ester on proliferation and apoptosis of colorectal
107-114 cancer cells in vitro. World | Gastroenterol 2005; 11:
33  Oshima M, Murai N, Kargman S, Arguello M, Luk P, 4008-4012
Kwong E, Taketo MM, Evans JF. Chemoprevention 47  Xiang D, Wang D, He Y, Xie J, Zhong Z, Li Z, Xie J.
of intestinal polyposis in the Apcdelta716 mouse Caffeic acid phenethyl ester induces growth arrest
by rofecoxib, a specific cyclooxygenase-2 inhibitor. and apoptosis of colon cancer cells via the beta-
Cancer Res 2001; 61: 1733-1740 catenin/T-cell factor signaling. Anticancer Drugs
34  McEntee MF, Chiu CH, Whelan ]. Relationship 2006; 17: 753-762
of beta-catenin and Bcl-2 expression to sulindac- 48  [Affile, £75, B0, fhEMH, MR, skivE, &
induced regression of intestinal tumors in Min HEMS. minEER PR Z ek A KIS H CT11 620 IR
mice. Carcinogenesis 1999; 20: 635-640 KR REME AR IS, N EBE Sk 2005; 30:
35 Lee EJ, Park HG, Kang HS. Sodium salicylate 953-955
induces apoptosis in HCT116 colorectal cancer cells 49  Playford MP, Bicknell D, Bodmer WF, Macaulay
through activation of p38MAPK. Int | Oncol 2003; VM. Insulin-like growth factor 1 regulates the
23: 503-508 location, stability, and transcriptional activity
36 Yamada Y, Yoshimi N, Hirose Y, Hara A, of beta-catenin. Proc Natl Acad Sci USA 2000; 97:
Shimizu M, Kuno T, Katayama M, Qiao Z, Mori 12103-12108
H. Suppression of occurrence and advancement 50  Danilkovitch-Miagkova A. Oncogenic signaling
of beta-catenin-accumulated crypts, possible pathways activated by RON receptor tyrosine
premalignant lesions of colon cancer, by selective kinase. Curr Cancer Drug Targets 2003; 3: 31-40
cyclooxygenase-2 inhibitor, celecoxib. Jpn | Cancer = 51  Zhou L, An N, Haydon RC, Zhou Q, Cheng H, Peng
Res 2001; 92: 617-623 Y, Jiang W, Luu HH, Vanichakarn P, Szatkowski JP,
37  Maier TJ], Janssen A, Schmidt R, Geisslinger G, Park JY, Breyer B, He TC. Tyrosine kinase inhibitor
Grosch S. Targeting the beta-catenin/ APC pathway: STI-571/Gleevec down-regulates the beta-catenin
a novel mechanism to explain the cyclooxygenase- signaling activity. Cancer Lett 2003; 193: 161-170
2-independent anticarcinogenic effects of celecoxib 52 Dkhissi F, Lu H, Soria C, Opolon P, Griscelli F,
in human colon carcinoma cells. FASEB | 2005; 19: Liu H, Khattar P, Mishal Z, Perricaudet M, Li H.
1353-1355 Endostatin exhibits a direct antitumor effect in
38 Noda M, Tatsumi Y, Tomizawa M, Takama T, addition to its antiangiogenic activity in colon
Mitsufuji S, Sugihara H, Kashima K, Hattori T. cancer cells. Hum Gene Ther 2003; 14: 997-1008
Effects of etodolac, a selective cyclooxygenase-2 53  Hanai J, Gloy ], Karumanchi SA, Kale S, Tang J, Hu
inhibitor, on the expression of E-cadherin- G, Chan B, Ramchandran R, Jha V, Sukhatme VP,
catenin complexes in gastrointestinal cell lines. | Sokol S. Endostatin is a potential inhibitor of Wnt
Gastroenterol 2002; 37: 896-904 signaling. | Cell Biol 2002; 158: 529-539
39 Roy HK, Karoski W], Ratashak A, Smyrk TC. 54 Lepourcelet M, Chen YN, France DS, Wang

Chemoprevention of intestinal tumorigenesis by
nabumetone: induction of apoptosis and Bcl-2

H, Crews P, Petersen F, Bruseo C, Wood AW,
Shivdasani RA. Small-molecule antagonists of the

www. wjgnet.com



BRI, . Wnt/B-cateninfESiSHT: KipsT ViR

2479

oncogenic Tcf/beta-catenin protein complex. Cancer 60 van de Wetering M, Oving I, Muncan V, Pon

Cell 2004; 5: 91-102 Fong MT, Brantjes H, van Leenen D, Holstege FC,
55  Liu J, Stevens J, Rote CA, Yost HJ, Hu Y, Neufeld Brummelkamp TR, Agami R, Clevers H. Specific
KL, White RL, Matsunami N. Siah-1 mediates a inhibition of gene expression using a stably
novel beta-catenin degradation pathway linking integrated, inducible small-interfering-RNA vector.
p53 to the adenomatous polyposis coli protein. Mol EMBO Rep 2003; 4: 609-615
Cell 2001; 7: 927-936 61 Verma UN, Surabhi RM, Schmaltieg A, Becerra
56  Matsuzawa SI, Reed JC. Siah-1, SIP, and Ebi C, Gaynor RB. Small interfering RNAs directed
collaborate in a novel pathway for beta-catenin against beta-catenin inhibit the in vitro and in vivo
degradation linked to p53 responses. Mol Cell 2001; growth of colon cancer cells. Clin Cancer Res 2003; 9:
7:915-926 1291-1300
57  Rother K, Johne C, Spiesbach K, Haugwitz U, 62  Brunori M, Malerba M, Kashiwazaki H, Iggo
Tschop K, Wasner M, Klein-Hitpass L, Moroy T, R. Replicating adenoviruses that target tumors
Mossner ], Engeland K. Identification of Tcf-4 as a with constitutive activation of the wnt signaling
transcriptional target of p53 signalling. Oncogene pathway. ] Virol 2001; 75: 2857-2865
2004; 23: 3376-3384 63  Malerba M, Daeffler L, Rommelaere J, Iggo RD.
58  Roh H, Green DW, Boswell CB, Pippin JA, Drebin Replicating parvoviruses that target colon cancer
JA. Suppression of beta-catenin inhibits the cells. | Virol 2003; 77: 6683-6691
neoplastic growth of APC-mutant colon cancer 64  Seki Y, Yamamoto H, Yee Ngan C, Yasui M, Tomita
cells. Cancer Res 2001; 61: 6563-6568 N, Kitani K, Takemasa I, Ikeda M, Sekimoto M,
59  Green DW, Roh H, Pippin JA, Drebin JA. Beta- Matsuura N, Albanese C, Kaneda Y, Pestell RG,
catenin antisense treatment decreases beta- Monden M. Construction of a novel DNA decoy
catenin expression and tumor growth rate in colon that inhibits the oncogenic beta-catenin/T-cell
carcinoma xenografts. | Surg Res 2001; 101: 16-20 factor pathway. Mol Cancer Ther 2006; 5: 985-994

w4 R mEE EAR

ISSN 1009-3079 CN 14-1260/R 200645 KA V= tH 5L 55 s 2 Ze s 4

w7 W 2006 % (A RFATHE L)

AFRR (AR AEAZEY AP EREZ O, 2003F 5 Fh EARZAREA . (PO BTEE
B 2004 RN BHE R IAZOIAT] . P ERHE SCHTHEIA T, (e NTH AR E D) RIS S A
FH (fbF3CH%(Chemical Abstracts)) , fif 2% (P& 2% 3CH% FE/B= %2 S (EMBASE/Excerpta Medica)) , 1k %' i
(I 4% & (Abstracts Journals)) .

AT EEREEE . B, 8. R, WEEH 2.l BT, PEP Y. PEESSEE
05 25 R T 908 252 0 1 e R Jer 1) e 25 R At B s PG 5 119 S 3.

CHEF AR AR D) 20065 d1 b 5T R RAT IR AT, B Brbr#E TS ISSN 1009-3079, 1B A 48— %5
CN 14-1260/R, B A A%582-262, tifit H 118, 18, 28 H, H172.00, fF48647C. Wil ) KiH A FHE 45 AR
H RN B. SRKEAE . BCARMbE: 100023 dbRTTH2345(540, A E B ae it BCR WG
010-85381901-1020; % FT: 010-85381893; E-mail: wcjd@wijgnet.com; M iik: www.wjgnet.com.

www. wjgnet.com



L L o L A
wcjd@wijgnet.com

59

HFREN BTG 20060-9F380; 14(25): 2480-2483
ISSN 1009-3079 CN 14-1260/R

A ##F % BASIC RESEARCH
BHREERZCEMNKBRRENEEEIHER

R, B B R, B, BIBE, RiTK, EERR

[ L S

M By £ AL AR Ky 08
I7 ¥ R IR 0 R A
iz —, AW
om JoL A% AL AT ST 09
#oEZ— A
M By T R
B o AR T i
R, AT IR
HE R R R A IR
B A AW R B A
(RSN

WA B A 5

BA % A £t
] AR S T
R dmp = o Y,
BB ARE, RA
SR ER AN - TR
BRALMHRKE
FERMaE, @it
SR T B R A
HIERT RS
#% KL A& B 1A,
1247 K 5 & M A8
B G, HJRAL
B fo bk By F ok
X S i)
BT A A A
mPEG %k & #
AL R AT AT

XREI, EdE, R, BRFE, HEE, K, THEER, & P4
HXFRFEFREM B BRI PO 33l KX
430022

XN, /I, I, Sl FHEPR RS @ FTES b, IV ETHY
BIDFIERRIRIMII, EZ2MSRIFHRENSIBRAR.
WAl T AT HFHEAT TR B, No. QJX2005—4
BIREE: TEK, 430022, LB END, LOREKZEST
EZBeMREIIERRIRIMICAIL. chunyouwang52@126.com
IWASEHA: 2006-05-08 2= HHA: 2006-07-19

Immune modification of rat
islet by methoxy-polyethylene
glycol

Gang Zhao, Jing Cui, Shao-Shan Li, Tao Yin,
Wei-Guo Hu, He-Shui Wu, Chun-You Wang

Gang Zhao, Jing Cui, Shao-Shan Li, Tao Yin, Wei-
Guo Hu, He-Shui Wu, Chun-You Wang, Pancreatic
Surgery Center of Union Hospital, Tongji Medical College,
Huazhong University of Science and Technology, Wuhan
430022, China

Supported by Young Scholar Foundation of Health Depart-
ment of Hubei Province, No. QJX2005-4
Correspondence to: Chun-You Wang, Pancreatic Sur-
gery Center of Union Hospital, Tongji Medical College,
Huazhong University of Science and Technology, Wuhan
430022, China. chunyouwang52@126.com

Received: 2006-05-08 Accepted: 2006-07-19

Abstract

AIM: To investigate the insulin secretion
changes of rat islets after immune modification
of methoxy-polyethylene glycol (mPEG).

METHODS: The islets isolated from Wistar rats
were divided into control group and mPEG-
treated groups (with 200, 300 and 400 g/L
mPEG, respectively). After culture for 24 h, the
viability of islets was detected by dithizone
staining, and insulin secretion function was ex-
amined by glucose stimulation test. The islets
from different groups were mixed with splenic
lymphocyte from SD rats to evaluate the immu-
nogenicity.

RESULTS: The viability of islets or the insulin
secretion function in the three treatment groups
was not significantly different from that in the
control group. However, the cytoxicity rates
in mPEG-treated groups were markedly lower

than those in the control group (24.7%, 14.8%,
21.4% vs 69.5%, t =2.378,2.584, 2.472, all P < 0.05).
Furthermore, the cytoxicity in the islets treated
with 300 g/L mPEG was the lowest (14.8% vs
24.7%,21.4%, t = 2.285, 2.383, both P < 0.05).

CONCLUSION: mPEG can mask the immuno-
genicity of rat islets while hardly affect the vi-
ability and insulin secretion.

Key Words: Islet; Methoxy-polyethylene glycol; Im-
mune modification
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CY. Immune modification of rat islet by methoxy-
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Abstract

AIM: To explore the role of calcitonin gene-
related peptide (CGRP) in gastric distention-
induced visceral pain in conscious rats.

METHODS: Balloons were implanted into the
stomach of 24 male Sprague Dawley rats. In this
study we observed the following outcomes: (1)
effects of noxious distention or CGRP intrave-
nous injection on gastric sensitivity; (2) effects of
a specific CGRP receptor antagonist, hCGRP8-37
on gastric hypersensitivity; (3) relationship be-
tween the doses of CGRP & hCGRP8-37 and
their effects on gastric sensitivity. Gastric sensi-
tivity was evaluated with gastric pain threshold
determined by electromyography (EMG) of the
neck muscles.

RESULTS: After intravenous injection of CGRP,
the values of gastric pain threshold were 11.7 *
2.6,19.2 £ 2.0, and 18.3 + 2.5 mmHg in experi-

ment group, operation control group, and nor-
mal saline group, respectively, and there was
significant difference between the former one
and latter two (P < 0.05). CGRP down-regulated
the gastric pain threshold. hCGRP8-37 reversed
the harmful gastric distention, and inhibited the
gastric hypersensitivity in a dose-dependent
manner (r = 0.821, P < 0.01).

CONCLUSION: Gastric distention can stimu-
late the gastric hypersensitivity, in which CGRP
plays an important role.

Key Words: Functional dyspepsia; Visceral afferent;
Calcitonin gene-related peptide

Zhang FF, Mo JZ, Lv YL, Chen SL, Lv M, Zhang JY,
Yang L. Role of calcitonin gene-related peptide in gastric
hypersensitivity in rats. Shijie Huaren Xiaohua Zazhi
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ik 2

BH#: K E %455 AR AL AR (CGRP)AE X 89
TRt B A8 %em, T MCGRPA
B 9 5t i A ARt AR P R ARG VR R

Fik: RFSD & KA, HHATAAE. U
B4 RS K RCGRP ivad kK RIE R BIE 8
Hrh; VR W bR HEE A MR AH KR
% T CGRPZ M F 4L A hCGRP8-37
J& e h BAA 04 T AL, AR F) Fl 2CGRPA=
hCGRPS8-37 & I B 49 %5 v,

ZR: CGRP ivE REBRRAAI.7TE
2.6 mmHg, A BAERHIAA19.2+
2.0 mmHg, A2 &HKFBAN 418.3+
2.5 mmHg, %3485 346 24,3 <0.05.
CGRP# X R 4% Ja BA %15, hCGRP8-374t
B E Y IR A2CGRP 3] AL 89 M B AL B M
¥ &, AR 2 A ZIRBUE( = 0.821, P<0.01).
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Ih BB T A AN [ 5 P U o 428 J i U 1 4 o
%, Bns HAR Y, B Oirse s s
B 45 2% DR A 56 IR (C GRP) S T HEAEAE, Bl
FIUR IR LT 4 H180% CGRPAIE S FH T,
I FLAE AT AR A 420 B R ILC GRP A
S BH P (R A0 28 0, 3 G 28 ez 52 G e R I
PR LR YER ST, B TGI8 2 AL 2 4
CGRPIMRIHIIZ 5 W I Eus AR 4, (H2 H T
KT CGRP5 PN 5 32 B AR 9%
SRR, i L P AR M MO I A AR
HZE LA ZAREE ™, SFCGRPAE 25 oA
A7 N7 T AE W R, ORI
PEY IR RS REAE R A fh 2 RGN0 2 RGE
S CGRPAHIc-Fosik", i = # Rk A
KM, FoAiT3E i R C GRPAH ST FU4s it o
B AR A S, T ARC GRPAE BN B I AU
JSCE R A R AR .

1 MRRTSE
1.1 ## AFESDRR, &, i 350-400 g,
W A R B B s s s b ALIRARER
(7/2.5 cm, D/2 cm)5E LIEFE (/10 cm,
D/0.2 cm)A B7Hl; CGRP (rat)f1ThCGRP8-37H H
Sigma; ¥ 1°9 g/LICH SN, ¥ SDK
B T TP AR, A2 hE-AS R, R
FR2ih, SERATZS T 1 wkI [A) 38 B PR 5.
12 7%
121 EFHEF K ENIAEEE, RET4E€12 h,
NARIK, 20 g/LI L EL Z(40 mg/kg) ipBRIEE, $TTT
Ji e, U ORES, AEBE T2 emAbd E KA BY
FFHEEEA om, JRONTEE. SELA KR
[1160%, fEA A IPRS T, TRASFHIEM ],
WAL PG B HE . SBERAH, Sed sk E NN
DAV B4 5K B ). AR A — o g K
BRI AR, 75Tk IS R ) AN RE e e
WIS ). I E 2 R e bf, 485 H B,
Wl R, BRSBTS RE A
B R R IE [ e TR R, RS R, IR
Fo R, WS IR A 15 0. 48 h
Je ke K BUBCE TR E N, [ . R 3eld 3
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R, ATRAHYE B 579K (80 mmHg,
F5K20 minlA] (10 min)2 h. ZEFEBHLA HFEA3
MOAEEN B, g, i g S8
B 1] 7 K RS0 1 ) — KT A et A
W 200 R S5 LI A T B, R AR YT IR R 1k
5 mmHg, &R/ N5 mmHg, 0SSP R
BE, 24 S I B FERIE (265 1, BRI P
Ko U PO Y. BT KRB A
ARSI AR R N, SE0 AT 0 F K BR
CGRPALFE, 5 7R 2 A% FH AR B ER K v
1.2.2 £ 3% ()LD FHMEP 5K(80 mmHg)Lk
CGRP (500 ng) iviiiAbH 7, hCGRP8-37 (30 ug)
ivOE A K), 10 min /590 AR BIE. B
S, TR, Q)4 T REN EEY 5K
A K SRR TR ) #2250, 500411750 ng)f{ICGRP
iv, 10 minJ5 Wl A BRI, (3)7Edn Ve 5Kki%
KBRS BE, & TARFET.S, 15, 301
60 pg)fThCGRPS-37 iv(ilid # k), 10 min
Je B0 e P B () AED FENEY K ELCGRP
(500 ng) iviiAbH 5, hCGRPS-37 (30 pg)#s T
55, 10 min i I E PR BIAE. S804 415K H BE
GIWARES i i

St AR AN A bR =R
N, SR 2 S T T 22 53 0T, P<0.0578 N % 57 i
. RS ROV [ AH SR SpearmanAf ¢ 4y
Hrid. A FISPSS 10.0% 1 58 4 it 4 #r.

2 R

2.1 B ERT KAACGRPA KK B &R HLH
Fof AEX] KR F R 5K BUC GRPY: S i S ik
ATBENLAG SR 21, 28000 5 5 2 1R) 5 I 1 G Wl 2
ZER(P>0.05). K& ENY ks, B
P B 5 3 PR, 99.24+2.0 mmHg, XHE4]
M 17.5+4.2 mmHg (P<0.05). CGRP iv)5 &%
JHBIME A 11.7+£2.6 mmHg, XJ HE 4 20 B A
19.24+2.0 mmHg, A= R /K0 A1) K 18.3+
2.5 mmHg, S22 5 LAY 24 L P<0.05. 4
CGRP ivHlSHIE 500 ngfr, &I B 5 % %
(500 ngl}P<0.05, 750 ngffP<0.01), HEK
B& 55 A K@, = 0.821, P<0.01, 1),

2.2 hCGRP8-37 ival B & # K K& I8 B A4 %@
TEH 5K 51 1R i o 1 B K B, hCGRP8-37
(30 pg) iv/E LA B R A IE (16,7 +
5.2 mmHg). £CGRPH |1 B I 5 i S KR,
hCGRPS8-37 (30 ng) iv/ii i H & B . (20.0
+3.2 mmHg), %17 IF % (2). *4hCGRP8-37 iv

AT B 5
R R RA
N, BRI
B T Re AL
FREHEFHAR
¥ 8 CGRP A &
& T B840, Chan
et al XM AWM
BRI G X
1R ZEEHP,
A AR T AP 2
M #5 CGRP 'a
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5 &g kP
FIFHEE—5
Ba A X BRIk
M 7 R B A
Loyt FixiRge
RBE A 2 %
Yo7 B oL R
iy, X T
CGRP5 A k£
Bl KR AT R
FREYEAM
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Wi REE 20 - 55 WEHG I B S or A TR ACHH R
i@ i CGRPAE % F [ 3k ZHori 8440 [ JhCGRP8=37 iv
AT RAA o e | —~ o0l a
it A B P % v 44 §15 5 20
YL, dE—F RS IS a £ 15+

® o E 10 - b E
ERKBRBEES @ R
SR PCGRPAA B " 10F
FRAHER, KT Lﬁg 5| I
PR T S o5l
JRE G T AR — ‘
oA 0 0 0

250 ng 500 ng 750 ng

B 1 REHECGRPHBERHENIRN. »<0.05, P
<0.01 vs BIFRAL

RIS pgfa, P ks 1 1 B A% ) B i H
BT, 15 pgft412.5+£2.9 mmHg, 30 pgifh
18.8+£2.5 mmHg, 60 ugif 422.54+2.9 mmHg.
H1 EFH5 5 5AH D%, = 0.821, P<0.01).

2.3 hCGRP8-373% Wiz 42T § S8k R &R K
A8 e AE4 7K 5 R 1) B R Wl 85 K, hC-
GRP8-37 (30 pug) i PN v 5 J A T % i (L Pk 52
FIEH(17.5+£2.9 mmHg). ZECGRPH L I
eI K B, hCGRP8-37 (30 pg)M N iES
PR B P 5 21.5£4.8 mmHg), Bl 1F
(E3).

3 iMie

PUHEY KT 1) A R R R (B S LT K 2 A
10 Gy i A A R, X A R AR A AL
T B R A A A DL BB 45 2R XA EL
FRE AT LUK A AE A J oo, B R] DL R IS
B, AR IR AR (R DAL I AT 2 5 () 34 )5
AW, B M TE AU 0 VAR A YT Kok
SEI, B s A R Tk RERAUL B ARRAS TR
PR 07 3K, it A ke — R AT ]
FAVER AT SE UL RIS, X A S, WIE
PR T (0 b B T I T AR B B )
P RANE S AT VP, ME— G R A Y
A AR R e LLARAS T B R i Bdl . it sh
E, TS0 00 P9 B (AN 2 3R A9,
DR SR BIE 5 5 T T 0 e T - PR R i
Hs v P FLIACAR) BP9 ik 3 0 S tn & B ik
75 I IR i 4.

K2 B0 5 TR W ) ) 7 M 38 A0 1
FUAE I Ei Ry 5K, AR A BZANRIL A (4 i A
A AR R L H AR R 2R TR S E
W B AR AR AR, A 0% b I A TE T S ) AR
AW TCR D> T AR N LT YRS R BT A
7, B R, &5 A BRI gk A2 oo

Bk CGRP iv

B 2 hCGRP8-37 VB SBUARERRENRIN. £<0.05
vs TS

W W 53 3K R o FRER KU IR
[ O 9 o540 []hCGRPS—3745 N L4+

I}

Bk CGRP iv

25

PIF R (E (mmHg)
5 & B

(6]

3 hCGRP8-373§RES N Ba BN R BB EENHN.
'P<0.05 vs JEHHHT.

WA, FT13-L2 S L6-S21 15 R e vk, i
(R4 0 A% N A8 o6 M A& A7 - 47 1 T8-T10,
DLES A 5Kk 3R AT 0 Ha AN g4 A 2074 A i H Al
AL gk, EIAREUR IR, EL BT REYE
A RAFLE B MUK . AN IE AT 1) S )
Bk, 1713 S i g T 0 (LU ¥ e 2 90 2 ) P 8 LA
S A FEN NG FIR LI, 3X 3 W) Dy Re PR A A
K55 P I B U M S A 0%, HE A R
AR, ST IR W REE N AR S
R B O R Y, H i B eI AL AN
LA (1R T RO AT B, DR AT 0 R A
G P RBURR M SR R LR, 4R TR R T AT
TS, BEi S AR T IR, MfiA
REIL BIHA 353X JE D e Ptk i va 97 28R 1 H
1. BN, KK B kIR ™= I
W4, (EERES 4R LA B AR IR A e, TR AR
FAL T 53— FhvFo B o 0 77, R AR
IR S K SRSV L FE B A 2 e 1 S 40
Tk 2 8 FH A B 1 8 2 ) A A DA T K B R 9
sk X HAT A IR M, {E KR 5 ik T 2 2 UGRK,
FH T 5 5 180 RN 25 U S A 5 .
FOR I BT RE AR 52 1 5 K B ok s ) 5 K e
I, DR b b 9 SRR 1 i e e v 5. o,
475K s IS T 10 mmHghs, JA A A0 20 135
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PR U AL N2 47 4 Tl 0 S e 414k
BoR, ZRRE IR @AY, L CGRPZETE
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PR . CGRP Y 445 % (calcitonin, CT).
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B A5 25 . A AT D 1) e B i 1S L AT 64N R S R 4L
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HH e 45 2% 5 DRI g Bt o 22 21 23 v e 5 3 ik A
TR HHE S o CGRP. BCGRPEaCGRPI(IZSLL
W, tE NKPE AN IERAEAE 2 7, 2RI
B INEIEIEANE. BCGRPAT HAh AR 1) g i ik
DA, 55 CTH: A s B AL, o CGRPHIBCGRPAFE
LI A4 . AR 48 1K CGRPEZ AR5y
%%: CGRP, fICGRP,"". HH1CGRP, 32 {AXfCGRP
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I CGRPE I fb 1 S0 Fi v A4 F A .
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Abstract

AIM: To investigate the effect of radix salviae
miltiorrhizae (RSM) on the changes of [Ca™]i
induced by endothelin-1 (ET-1) in hepatic
stellate cells (HSCs).

METHODS: After preparation of RSM cream,
the effects of RSM on ET-1-induced changes of
HSCs [Ca™]i were observed by laser scanning
confocal microscopy.

RESULTS: In normal buffer (including Ca™,
buffer A), the fluorescence intensity was en-
hanced accordingly with the increase of ET-1
concentration. The cumulative-response curve
showed ECy, was 1.1x10” mol/L. After incuba-

tion of HSCs with ET-1 in buffer A and buffer
B (absence of extracellular calcium, EGTA), the
duration of calcium peak had significant differ-
ence (1652 £10.1svs91.0£7.2s, P <0.01), while
the value of calcium peak had no significant dif-
ference. The ET-1-induced duration of calcium
wave decreased markedly in the cells pretreated
with RSM in buffer A as compared with that in
the ones treated by ET-1 alone (69.1 + 12.5 s vs
165.2 £10.1 s, P < 0.01). The calcium peak value
and duration of calcium wave had no significant
changes between the cells pre-incubated with
RSM in buffer B and A (P > 0.05). In the cells
pre-incubated with RSM, KCl-induced elevation
of [Ca™]i was decreased, and the calcium peak
value (78.0% = 6.1% — 26.3% = 1.2%, P < 0.01)
and duration of calcium wave (70.8 £ 104 s —
15.9 +5.1 s, P <0.01) were decreased significantly.

CONCLUSION: RSM inhibits ET-1-induced
depletion of intracellular calcium, which has no
correlations with the influx of extracellular calci-
um. RSM can also inhibit KCl-induced influx of
calcium, indicating its characteristic of blocking
voltage-operated Ca®* channel.

Key Words: Radix salviae miltiorrhizae; Endothe-
lin-1; Calcium; Hepatic stellate cell

Yao DM, Fang SM, Yang CJ, Xiu HM, Su SW, Yao XX.
Effects of radix salviae miltiorrhizae on endothelin-1-
induced calcium changes in hepatic stellate cells. Shijie
Huaren Xiaohua Zazhi 2006;14(25):2488-2492
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B : AR REEAZE S 4
ET-1/~$#HSCs [Ca” iFt & A *%.

Fik: REFRZFTHRAEREZME
(LSCM)WLE ST AXET-14-$HSCs [Ca™ i
2 897 ).

R A4 MR (AR) P N R BB
ET-1)5, 5% 058 BB #¥m, 1Fd BB
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HBHEMEF(1652+10.1 s vs 91.0+£7.2 s,
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P<0.01), mA5%AEAR B B 50 2 F. AR
4t FEA )G M ANET-1, 450k #4018 FIET-148
Yo B FPEEAK(69.1 +12.5 s vs 165.2+10.1 s,
P<0.01). FFAFALEBZ )G MAET-1, B4
2k P2 A i L0 AR PL A5 AR A 45 0k A S aF R 34
REMWZ FP>0.05). FFATAAI G, ImAKCI
T AR LA K #9[Ca” Tisd F+ 3, 45918(78.0%
+6.1%—26.3% % 1.2%, P<0.01)F245 ik £ 4 it
1] (70.84+10.4 s—15.945.1 s, P<0.01)3) 9 2
T,

L8 AT IR ET-15] & 89 2m fe 1 4588 3%,
W5 M5 MR A AR K, BB T4 R K CLiE A
8945 1R, AP FH AL R AR B 45 38 18 P
BT AR .
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EFEKN P} S (radix salviae miltiorrhizae,
RSM). RSME J5 il 7 & RSMA Rk 5 1112 1
v T T A AR 21z 51, IFE I 3
SEEG 5 I RBEFCUESE T H BT 4R 1 L
M. A8 E AT B Z AR A Db = YR T )
WI9Y, Yao et al™ it JH SV S5 4078, 45 R
ARk AR, SRR SM AT FEAR A4 R 1]
Wk Hs 77, AR ECHTLA 10 AR 584 s WL JH 22 IR A0
(hepatic stellate cells, HSCs)¥ 4 &/ S HTHEAL ]
ik e Hs 1) FE 22 R 3%, by B2 %1 (endothelin-1,
ET-1) 5 i W4 S i 5. RS M1 K s A
MERHIMHET-15EFHS CsHe i1 5%, H
B Z WEE. PRk, AT RSM i =72 & 15
o' 28 £ B B (laser scanning confocal
microscopy, LSCM)BiAR, HE—20 41 MoK PR
PIRSMPFET Tk Hs A F (R AL .

1 #RIR075A
1.1 A TR0 Ak CFSC i35 [E Greenwel 2
PRI, R AR HS Cs. WOk 3t

), Fluo-3, AM Ester(ZEEBiotium2 7).
RSM(A1 ZE T AR A 3)500 g, InzEmiK, ek
20 min, WAHAR L BE, FL20K, K2k
VIR A G LA4000 r/minB50r15 min, BB, N

www. wjgnet.com

95 mL/LZ A 60%-80% AR, 0-4°CH# & il .
FUTHE, WG Tl A R AR 2800, 28T &
BERUK Y GBI AR SMZH, IRk 2E 2550 ¢/
L& . 155 & 45 40 e 55 97 W (AW, mmol/L):
NaCl 130, KCI 2.7, CaCl, 1.5, MgCl, 2, HEPES
10, glucose 10, pH 7.4 (NaOH); TCA540 i 35 777K
(B#, mmol/L, 25 FIEGTAKACaCl, LA
FBR40 R 4M B Ca’™): NaCl 130, KC1 2.7, EGTA 1,
MgCl, 2, HEPES 10, glucose 10, pH 7.4 (NaOH).

12 %k

1.2.1 453 384 51 & P59 GEREH Fluo-3/AM
F4EDMSORL K1 mmol/LIKI &, -20°C Y
{RA7 4 . RVFIF-127% T DMSO (F-127 : DMSO
JRHE N D S)EEARA &, LR AT pl
Fluo-3/AMfif ¥ 1 mL AW, AL pL
F-127, 505 W B SRR 500 L Fluo-3/AM,
KIRFEHAT umol/L. 37 CREEHFHZI30 min, T
I, T AW S BRI IE F2-31k, H
PEARR A 55 B AR S, F R T3
B B AR, NS00 w LA R
TR (ABBIR), fF EHURMIHS C sl 5t iF 25 45
([Ca’"Ti).

1.2.2 LSCM#AMHSCs [Ca™ i #5584 1 40 o
JAELSCMIZE M & b, T A B A USR5 31 i
T, G KA HSCsHEA T SER M 8. Sk
P K488 nm, KHFHAKS30 nm, 40508, XYT
7 X, AETime Seriesfi/ 3 N IFEA T4, R
Tt 240 JHL T 24 49 S PR TSI 36 485 SR, 14 B T ()
W5 s, H25)EWE300 s. 4340 Mo o AR AR Ak I
WS M ZEK 22600 s, %K FE FIFluo-3/AMXY
M RTEASTC R, A MR AZ AL E IR H, a4 A
P TC W RSl 4T TR R AR TR 4 A
PLUR S (R4l = 5): ()X IR SZET-141 24
I TR MR 2K [va) AR N 5 512 256 20 ] 48 A R 1) A B
HhK; @QET-140(107", 10, 107, 10°, 10¥, 107,
10 mol/L): MR FE FF4f 7 AV IAET-1,
R T 55 56 &5 L, AF RN 24 I () B P AR K
JEET- 14 H IR AR IS 21, A e 2 2R s v it
5, JEPEE C (i B I KRN 50% B JITXof BV (19
PO R LR IS5 s (3)ECs, ET-141: A
WIMAL.1X10° mol/L ET-1; (4)ECy, ET-14H: [
BWHIAL.1X10° mol/L ET-1; (5) RSM+ET-1
4H: 422 g/L RSMFAL#10 minfG, IMAET-1;
(6)EGTA+RSM+ET-141: 7EBW ' I ARSM
4.22 g/L 10 minJGMAET-1; (7)RSM+KCIZ:
422 ¢/L RSMTIALFE10 min)&, JIA100 mmol/L

AT A 0
Wk, K S HAF
R AR ¥ A£HSCs
MES m AN A
i A R ¥ A o8h
2 F ALH, dt
HSCsi#ti& 5 51 42
20 RO 45 ) 3 He
B LB AR .
B $b, A 2 AR5 K
PR MR H R
o ALH) & B AT A
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mel#AE KCL A O %, BT 125

A Wi M (e W T RE5-10 min, FUB o

E—I’EE}?SZ’FQ% LSCMJITIL# K15 5 & 81 A (Leica confocal e

BT, wEgs  software, TCS SP2), 1572 il 5% 't ok L AH X <

ﬁ;ﬁffgﬁ; E N 17 )5 B i 1) 2 AR A 26, [Ca® Tifl AR NZ 50

Y, it AR kI Fluo-3/AM 5 Ca™ 85 & JR v a2tk risy - S 25

b e BORUR, ORISR, [Ca i (Ca” T

mobmRdE. R (%) = (F-F))/F,X100%, LA F 0

LS C M 5 I 38N 20 i (1) T3 9O, Fooh
25T [ Ca® i9¢ a0 . A FHL S C ML # 1) T
FA WAV AR I E 2 E0(%) = (S-So)/
S, X 100%, HhS A2y EaMm, Soh g
TP 4 L T AR

FitF A A 45 R Limean £ SDE R, 4
) LG 35 R FHSE e AR 56, Rl — B AR 45 2 T S5
FHBC RS, N FISPSS 100481k - 4b 71, LA
P<0.05 76 Geil2 2 5.

2 BR

LSCM FCa® Bef% iHS Cs 474 Al L3 30 15 & 55 1
BRI ARRAE, 40N [Ca’ iR JBE ¥ B IS
0 M A O HE TR OB ES TR, SO R R
Fon[Ca TR FE IR, [ Z WA, AR50 HSCs
5Fluo-3/AMIE 5 5, I aiius s g, Has
S0 B 1] (1) 5 5 55 36 AR — 3. Ay iF B 40 i s 7
ARG XTHSCs [Ca’ liff 5w, W% T 44 HSCs
5 SEI6 T 5 I IR TR N [Ca™ ik Bh &A1k, 45 Rk
B, HSCs7E 5256 BT it 1 3EAN I ) A [Ca® 116 s i
JEFEALRFFRRE .

2.1 ET-13FHSCs [Ca it9 %A AW I
BEEMET-1)5, SOGHmBEE W, 1 B X
M2 5, ECsfHZI7E1.1X10° mol/L. ET-1(£&
WPE11X10° moVL)EH TAW, 5 si[Ca™ 1iF
IR, 25 sIk A (110.2% +12.0%), 4iEF
295 sEIFIHEWT N, 170 siE#E T Fie, A
FLAPAT A 5 1 0 24 B 7K, 85 5 RF 2 1 1)
165.2+10.1 s; MET-1(ZWEE1.1X10° mol/L)
YERTBWE, 15 sif[Ca® [iTF At v, 25 sifik 5]
EEAE(98.3% £ 13.8%), SRS FF%, 22105 s/a
Fe e AN i T35 4R KT, B B FE LI 1] 2 91.0 +
7.2 s, PRULVEAEAH L TC 2 3 v 22 5, 4905 ol R s
(A EE A 25 1 22 5 (P<0.01, K1), KHIET-15]
HECH S CsUE 1) H B 28 U5 T 40 JH0 PN I A7 405 1) R
T, TN YIRS 5 TSI AR

2.2 RSM#&4EA (1RSM+ET-141: 78545 41 iy
B IEWU(AW), RSMTIALHE 5 INAET-1, [Ca™"i

OT 50 100 150 200 250 300
-25 - t/s

B 1 ET-1EARRIBREDORHCa™ iBvSZIn.

4R [Ca™ A%  {ERTEES)
ET-1 110.2+£12.0 165.2+10.1
RSM+ET-1 115.0+11.6 69.1+12.5°
EGTA+RSM+ET-1 104.3+10.3 78.5+13.4°
RSM+KCI 26.3+1.2° 15.9+5.1°
KCl 78.0£6.1 70.8+10.4°
[BZHOZ+KCl 289+5.1° 25.3+82°

°P<0.01 vs ET-1.

(R A 115.0% + 11.6%, 453% F5 4L I 8] 469.1
+12.5 s, [FBRATET- 141 L B 0 B k22
S, T I R I TR A M 2 R (P<0.01, &
1). Q) EGTA+RSM+ET-141: JC85 40 1% 754 (B
BOHIIARSMTALEE 5, ET-15]#2 [Ca® il
H(104.3%+10.3%), [FIRSMZLAH LG 2 &P 2%
S, SRR A 78,5+ 13.4 s, [(IRSMZHAH
Eb TG 8 35 1 2 57 (P>0.05), FWIR SM - il i 41
Ha P R LRIFIHRI[Ca™ i i (R 1). (3)RSM+KCI
41: RSMPULHL S, IMAKCIA BRI KR I
[Ca® JifI T8, W1 2526.3% 3 1.2%, 453 55 i
FE215.945.1 s, [A ALK CI LA o 1k 2=
FE(PHI<0.01), F59% 95 JEAL T JE RH-F+K C14,
HFH Lg% %5, RPRSMAAL-B L
S 45 3 T (voltage-operated calcium channel,
VOCC)FH Wi EH (% 1).

3 11E

RSMU2 H i IR AR N FH A A9 732 1) 32 B9 1 Ak g
254, LARSM A 24 (1 R 51 Hp 25 240 7 4T
SO78614 7 HRIEALH Ty wRJH e HE DL ) 2
JHF< 400 B A5 COUE S8 HAT 1 8 P £F 40/
FHUA B AR T K R 36T T ST D, Yao
et al® @I R RN )4 SEBRE 7L W], RSMAJ
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S JFBE AL B I R IR, B TR B N AL I
T, [ AR A R TR KR, T R348
ik Hs L ZE TG RGN . R IR S MBE AJ A7 24 B A H
BEEAY R ) 110 kO D0, XTG4 S v Bl ) 2
ER, I —H A BT E Y. 20k N
AMIFFFEER I, HSCsTE T IER0E P 55 DL 7] ik
o R TR B b EE A ), P ET-15 i 1
W AF s . e it TR 1A v s o e TR
VER'L R, ASHFSE B 64893 TET-15] KHSCs
[Ca® TR0 A B P LA, 8 b St Sk t, 13F
— DM % T RSMMET-15] & [JHSCs [Ca il 5%
i, RSM AN GEFHIHSCs [Ca™ il 38 I, W) AT T
REHS MG A% R 2 B ARG JHE P Mt gt BEL g R4 .

H A RET-15 2 [Ca® illd i (B 2 4
HHESOE IS ST LA O LN PR S5
Z AN AET-175 1 1) 40 M Yic 206 75 2240 Ji Py 45 ¢
JECRIAM, Py L R A 1, T ET-14 5 HSCs
[Ca® it i LN AR 2, E AT (RARF A A
ET-15] & HSCsP A5 R S 80T [Ca® isf i,
5T 4 i, (RAMS N R 2 5 TET-17]
RITHSCs [Ca’ il my H Av v A58 o0 5, A7
WINAET-175 1 1) A SR JBOR M A it 35 [\ 3
THSCs [Ca™ Jitl I, i # WFEH ROW A, A A
ET-15] & HSCs [Ca” iff28 4k 3= 5 vy 0 Jfa Ay 0
BRSO R, S AN TC . R, B
B HET-1512HSCs [Ca® T I (ALK A fi
EREZPAFIET-14r S HIHSCs [Ca i3 N
e, NI AT A BT 1 Tk s R YR T

K98 6 R Fluo-3/AMAILSCM %1%
AR, Mg TET-1RHSCs [Ca” 1iff) 540, Fluo-3/
AME —FHBURPEES 9IRS 7, REfRr e rEi S
Ca’ 4 tr, I — WK WORCIR 5 7= 1 5%
T, HE G HRE AR AN [Ca® iR & 1A A AR
o, AT BN AN A AR S TET-11]
RIHSCs [Ca> ik, 43 AlE 25 85 A0 045 40
SMBEEHET- 1/ S HIHSCs [Ca® id8 1k, 45 3
WoR, fESESFICE 4l A T, BET-13 885 |
H'S C 45 U (45 0 R [F] N2 i A LE, 4 a[Ca® ]idtd
I B v, 32 AR A M N A7 45 TR RE TBO 1)
L, S ATCES A0 M AN LT B 2 e, R
HH 40 1 S B85 TR AT 0 IE AN SE I E T-15 |6 1) 475 U
BRGS0 TG A 295 I B i 418 I 24 = D 4t
[Ca® it 0 2132 8 ] 2 3L 26 TP AR it 1a), 3
SR A R A S ) R4 A TR ) S T S A
(P<0.01), [FIIF, JC/8%5 20 4i i AR o> I+ &
2 (P<0.05), R HAMS A AR — & FERE A
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S THSCsIRIFRIE/D . CAESZHS Cs4H o A k>
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AT, B Al g i Py e R i | S
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g5, MHIET-151 X HSCs [Ca™iTt&, —
3 TR0 P TE A5 RORE T8, 53— 7 TR I A0 45
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VOCCH TN FLAT K AR AR B S0, H ad T 1Y)
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Abstract

AIM: To investigate the inhibitory effects of
antisense heparanase gene on the proliferation
and invasion of human pancreatic cancer cell
line SW1990 in vitro.

METHODS: Human pancreatic cancer cell line
SW1990 was transfected with the plasmid ex-
pressing antisense heparanase gene. Meanwhile,
the empty vector and non-transfection group
were designed. The cell cycle distribution was
analyzed by flow cytometry; the protein ex-
pression of heparanase gene was detected by
Western blot and immunohistochemistry, and
the mRNA transcription level was assayed by
reverse transcription-polymerase chain reaction
(RT-PCR). The colony-forming unit assay was

www. wjgnet.com

used to measure the ability of cell growth, and
Transwell chamber model was employed to test
the ability of cell invasion in vitro.

RESULTS: In comparison with the cells trans-
fected with empty vector or without transfec-
tion, SW1990 cells transfected with antisense
heparanase gene had a significant decrease in
S-phase cell population (18.8% £ 2.5% vs 36.3% +
2.2%,33.2% + 2.1%, both P < 0.01) and a marked
increase in Gl-phase cell population (66.0% *
2.7% vs 30.7 +£3.2%, 39.8% £ 4.9%, P < 0.01). The
protein expression and mRNA transcription
were decreased by 34.3% and 37.8% individual-
ly. The colony formation was largely decreased
(122 +28vs30.8 +4.4,283 27, P <0.01); and
finally, the cells moved from the upper chamber
into the lower one in Transwell chamber assay
were less than those in the control groups (13.0 £
3.5vs34.8£5.8,29.4+5.6, P <0.01).

CONCLUSION: Transfection of antisense hepa-
ranase gene can inhibit the ability of cell prolif-

eration and invasion in human pancreatic cancer
cell lines SW1990 in vitro.

Key Words: Heparanase; Antisense; Pancreatic can-
cer; Transfection; Proliferation; Invasion
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fRELBR L BRI &
EE %N
FF & A 44 oy — A
WA N,
T8 & B FECM
#BM ¥ 49 HSPG,
BRI PR B 4
#% 04 BRI, B BT
HERY G A B TR,
MK A Bk Ik A
KAndb Ay, £ B
B % # &0k 0y 53
AR 12 KA
TG %, Hif
M AT A BT A2
B TG 48 AR B
# P ol & 09 BT %
Stz —, TH R
A I G A A5 08 T
B — AR
S

20 AL re 50 B 29T 2 (66.0% +2.7% vs 30.7%+
3.2%, 39.8%+4.9%, P<0.01); FF X8& &G &%
mRNAF A 5 3 54%34.3%F237.8%; 48t 5%
P s Ak B, (12.2+£2.8 vs 30.8+4.4, 28.3
+2.7, P<0.01); Transwell4% & )» £ F24 hF
mRLEOR, Y (13.013.5 vs 34.84+5.8,29.4+5.6,
P<0.01).

i RUF A B AL B 374 AR SW1990
40 JLAR 9N 3G 0 BAZ e .
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LIk #E M (heparanase, Hpa) @il ve b 2l
(1) — b A 88 L N DI, BRARr bR R AR
B A0 TR R 1) 2 o i IR L I 2=
5 H % B¥(heparan sulfate proteoglycans, HSPG)
IR R AT 2 (heparan sulfate, HS){%E, [F]ZFh
CNERPIR RS L R BRI A TR
B, JBENRE h Hparm ik, e [m)JBEIR e 16 s
SR IO B i gRe 1 BT 2R R DA s X
SERZTRIAYT CAE, HR W S SO 25 g 2k
DAL JB e 77 T R APF 043 . FRATT R FH i 9 5
5 ey gt il T N 35 Wl S SOt A% 8 Bk
(pIRES2-EGFP-aHpa)fa i i 42 (1 N JB 13 40 o
HRSW1990™, Jf-F H 4l A ek,
Gy A AT AR HMS ZR AR T 45 T T i SO &R
Pty S A1 S5 i 0 400 .S W 1990 4% /1 384 Bt i 4k A
1RZRRE I, Ry — DR S SO 3R Ak
DRI M 42 22 1) 40 - WL B2 (16 AT 1 1) S 6
.

1 MRS

11 AH N 5 78 A RS W 1990 11 25
TEBRERE L ENE S AR CDNAS
KILE 3k FikipcDNA3-Hpa. G HE KA
BARPIRES2-EGFP i 5 = ZEP K2 AL W L
. DOTAPIR U G ik 71 (#2 [H R oche),
Pt NHpaZ wFEHiA(GE [ Santa Cruz); Wik
& (GEE Promega), TrizolidA#F)(3E[EGibeo),
TranswellfZ 28/N% (3£ [E Costar), Matrigel A T

ARy FEA (26 [ Beckman), HLvkAX (35 E Bio-
Rad, PAC3000), %57 #11% (3% E Tebuas 6803),
W4 X (3E EBD, FACSCalibur).

1.2 Zr ik SR AT IS 00 il oh % g ) XM 22 I 2k
[A 23k Uk (pIRES2-EGFP-aHpa). 44 (0756 %
15 JFURLp IR E S2-E GF P B iR i S W 199041 it Al
F A YL IR IS W 199041 '™, 43 5Bk A [ LA
(IR S W 199040 i 4 G s BT Z Wi HE A

S (AN A Yep IRE S2-E GF P4 84 Fl 4%
A (40 B R e Yo 8] S s ). Al 55 T
100 mL/LIAFIMLEDMEME; 32+, 37°C,
50 mL/L COMEL T, RH & W i th 4, Or¥ral
35 71>90%.

1.2.1 Sek4attem 4 4 sm foHpafix K H B
TR E RN LN RO (SP) I, FE
PES IR : F ook i B R R LA, 40 442 X
107/L% J8 HePh T 55 % LI 1) 46 40 FTE . 41
€ H LL40 /L% 5K H R %3 R A € 10 min, PBS
Mk, 5 g/L Triton X-1008% 520 min, PBSIEVL,
30 mL/L H,O, 0% &, 10 mL/LIEF 1112 i & 14
e S EPUR, 1 100t Al —Hi T
TEW, 4 CME LR EMANEW FEL DR
TAEW, 37°CHEdE, PBSHYE, DABRt, HAE

G, B PBSAUE— PN BRI A
E RN R O ST

1.2.2 RT-PCRZx#& M 4 F mieHpa mRNA
Ak BB YR k815 IR 48 hISW 1990
e, DATRIZolVAFZHUERNA, BLE AN )
6Ot B A B A R IR E B el e s )
U AT R N FE R
PR Gold Key# & ilPCREIY), L
514: 5-GTGATGAGGCAAGTATTCTTT
GGAGCA-3'; FiFE7%: 5-TTCTAAGACCTT
TGGGACCTCATGGAT-3", Bigy 18 i BLK &
327 bp, HHE RSB A YIRS S TR
HiaBackman S % A Rl WL SRR R T97°CAR
PE10 min/5UKi#%5 min, fNTaqlfl pL, JAPCR
POHEATAZIRY 4. TGRS0 94°C 90 s, 56°C
120 s, 72°C 60 s, 35N, 45K AT72°C 4E
10 min. RNV FEMLT o/ LELHEREEER fL Ik
JEAE U A3 B AT 3 B B 457 K&, LAIDV
(integrated density value){E AT & &5 #7.

1.2.3 Western blotik# M| 4 4 4m fiHpa % & &
im UL G JE Ak S R 3 S W 199041 Jia, i
UKTIYA () 207 2 1P 0 R 2 i, 2 B L9 T
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1 BHPMRATREBRIA (HC x 200). A: 28 (20, B: Z8840; C: [ A,

50 pL(A&EEAS0 pg) Tl 17100 g/L
5 TR T Jhe 58 i P VK, VLA R R TR AT 4 R
5 g/LIEIE WK B P AR e EBTR, AT 2 500
B Pt N\HpaZ s Pk, =M E 1 h, Yelsn
N BRI S AR H 2R BT R, E
i1 h, DABYWL 6, DLEE 1457 I IDVAEBEAT 1 &
T

1.2.4 X g0 B AU 4a i 8 A0 3ZH AN AR
EF T 1 S B, B RS VAT0 g/L L
] 32, 4°CORAT. PB S VLG I ALK A BE (PT)
Y, 5T, 4°CTUE 30 min, 300 H JE R g,
VAN PRI FE 1 X 10°/L, I 2C A BSR4
S HT R, R TES3IR.

1.2.5 “F- AR 50 T k. 92 BaAs i) 2m e, 56 1% 7% B RE A
32 40 M v A0 B A s, AR B A LU A RS
FEARF LSO A0 AR Ph T 24 4L AR, 5 21 40 o 4% 4
FlofL. FribRiE2-3 wk, 85780 HBLA IR
AL eI, 2005 FR. PBSIE VB S 4l
1 mLIAELS min, WG 0. K5I RUE T
BT VO T 5041 M v e b 5, 4%
AT B TE . B TE R (%) = sobEsl
[FET A 25X 100%

1.2.6 Transwell4z £ /s £ AR N 2 28 LR 92
a6 BIRIEH0.5 g/L Matrigel N LI i
20 pLffi T Transwellf2 28/ % Rk PR TUALIE (FL
8 um)ff EFIH, E37°C 30 minfli H 5 skt
JiZ. Transwell |5 5143551 i N C 9 A0 B8 1 %541
41100 uL (1X10*L), F=FIMA600 uLf i
HF L IMEDMEMESFREE, Ki9%24 hfa U,
PBSIHUE, M2 FRuEME 24N, K AR
I BT LT 25 B4 0 o] e 5 5 G 5% A
o, WAEE N WS G R 4l e . BEALTE
SN, THECREANET ) % 8 um ALK 4n
FROE. DA 25 40 M 1R A S 20 H R 3R 7 e 4

(K112 fiE

www.wjgnet.com

2 REPMIEHpa MRNARIKERE. 1: DNAS T =
Marker; 2, 3: ?Efﬂ, 4,5: ?ﬁé’ﬂ, 6,7: [T X 2H.

SitFAE il &% MimeantSD
FoR, RHAGK:, P<0.05 48527 5 B3,
SPSS 10.08A 34T SE v 747

2 B8

2.1 %o JE LAALA M £ e tm RO T B KA 3414
Ji r 857 B A (A JURLIR Yo €, BN 5 2 4 i
B I FE MR, AR SCZ 40 i 3R s o 1 I 2
B VAR S A Uk 59, R IR R R 2 2 1)
JG A S ZE S (11, R R X H pa Kk R B30 6l
SW 199041 ffuJiT Z Flg 1A .

2.2 RT-PCR# £ 3 2w B I % BsmRNA £k 34
A ffiHpa mRNA (K45 5458 P BEK 4327 b,
B PR BT — 2 (K2), BRI HT Cy
M adl, wdl. LAY H4&A KE(IDV
{E), S XCALIRDG FA LA W S BRI, 22 e i
B (r =299, P =0.04<0.05), &4 55 #HA
He e 22 5, e X 4HHpa mRNA 1k 4% [ 41 1%
fi34.3%(3R1). W Jx SLHpa st IR G 4n i
Hpa mRNAKIX.

2.3 Western blotix# i 4 4« tm J AT £ B2 % & &
K 3Y140 M3 Hpatk FIRIA(E3), AR
PR R X Hpatk (1R IE W R JF%(e = 5.44, P =
0.00<0.01), 7% A £1K37.8%, ¥ A4 %

Wi £ BE
Uno et al M &ESH
4K AHpa cDNA
55 4 B BR 9%
FRAK, PR
% A ik Hpa#y i
BmAatRE, &
IWHpa &k B & &
mZ B A, @
H AR Stk A
) 4t A 5 A B e
fe oy % AR
Edovitsky et al*¥
H#4F A THpa
mRNA & 4& K K
#) L Hpatz B X
siRNAZ 41 2| i
BT, BiE
b 8 B AR, A
PLARFE e 04 2 e
#Hpafk ik R F
T, 125 Ae b
WA 2 F AR, 3
AN R R
A o 5 AR,
BN T
.
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CIGRE A & 1 EBPM\FRBMRNAREZEBRIENEDITELR
A B 0 AT & (IDV, mean +SD, n = 3)

By 3K B o ROSU R

BHBRETOH
FRE, 42 R IR L
B 2 B AL B 5T R
R 5% 4 o 37 ) AE
JA 6 B S ARGE.

| B3 E X3

KA R 38 aE AR 5k
Z B K B At R AR
JE eI HIAE R, K
B & 3] — F 7 )
MR g A K e it
BB IR, A
N FEAR A
W6 BRI M M

* SR RT-PCR Western blot
=BH 43.4+6.7 203.5+21.3
1 2 3 =EA 425+7.2 198.2 +15.4
JiSaNEE| 28.5+5.4° 126.5+12.1°
3 EPMEHpaEBRIAWestern blot@itt. 1: 25 4; .
L OERIE . 2. o Y °P<0.05, °P<0.01.
2: 78 #H; 3: W AL
A Debris 1B Debris C Debris
Aggregates Aggregates Aggregates
Dip GL Dip G1 Dip G1
Aoeg i DS E oS
6001 2000 p
5007 15001
. L 400 -
3 3 3
€ £ 300 £ 1000 1
=) =) 3
z = 200 =
500
1001
nd 0- 0 ‘ ‘ T ﬂ‘%a
0 20 40 60 80 100 120 0 20 40 60 80 100 120 0 20 40 60 80 100 120
Channels (FL2-A) Channels (FL2-A) Channels (FL2-A)
4 FEURRATNEREREROTER. A: SE4L B: SEHAL C AL
‘ VT ¢
A B =, G, B (s
' ' (NS ] s
SN -k
-~
b . oo 4 vE
Nt Ak :
” -,
L]

5 EEPIRNTEARTIEAZASCL (Gimsa x 200). A: Z3F4H; B: 234541 C: | 4.

M LATEZE 5 (3R 1), R R L Hpa ik R i G4
1 i Hpatk H R iX.

2.4 X fm R AU M fn R B R . R E
A\ S SCA S AN I T o5 Ee A 4y n) 36.3%
2.2%, 33.2%+2.1%H118.8% +2.5%, G, 3155 4
30.7%+3.2%, 39.8%+4.9%F166.0%+2.7%,
S 6 BT TR, SN Y Lh g B R AR (e =
9.10, P = 0.00<0.01), MG, 40 i Lb5) B 5 T+,
LA 3 22 5 (¢ = 14.60, P = 0.00<0.01), %
B SO =B R 4 )5, SW19904 fiDNA G
B T o 1R 4 i B A9 ) S o>, T 4 TG A
(4] 8 22, 3R S SUHpak DR B 4n
NIDNA G HhE 1 (114).

2.5 T TR, 5 B e e AL TETS AR AR 3
MM sEFR2 w84 B TR (Kl5), e LA
o B TV A B T i A 2 ) B 9,
2547 BT X (e = 8.74, P = 0.00<0.01), ¥ 4]

* 2 BRPMETEERRREZEDLR (mean = SD,
/RES)

pax’cl RREERE  =EERKR% FEEREE
TEH  308+4.4 61.6% 348+58
=HEEH  283+27 56.6% 294+56
RYE  122+28° 24.4% 13.0+£3.5°

°P<0.01 vs RE34H.

Lo 3 G 25 5 (362). W] X Hpa 3t [N #
BeBrARS W19904H a5 5 T2 Fi e 1, 4 o 14 G i
PEZ .

2.6 Transwell4Z: £ /)~ £ AR M| 2 20 BOAR 92 2 fE
1 3 AETranswell{Z 28/ N Hh24 hF 4
OB LR, B A o 4 B ki kb, 22 A
BFEEX(=17.19,P=0.00<0.01), & 4 55 %%
YL LB TE 2 51 (3R 2, 16). KW SUHpaKk R Y
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| PG X4

B 6 FERMBIAIMBZREES (Gimsa x 200). A: 2514, B: 2534 C: [ WAL

FAESW 199040 AR 4 M7 28 HE 7.

3 e
R g e T AR R R N AR ) A A 2R M
REAR Gk = e ek, By R A RS, ATRTR 2 I
ZJE ], FARVIBRFLCA20% 47, RIS a’k
TEHANRN5%, 2P0 e 22 1) A S g 2
D00 iR ) 0 i 3 Ak A B A R TR YL
SR AEAE I 32 22 R R RV B s 1 25 5 v
IT 13 BIA W R 5835, AR 917 IR IT RO A AN
WL B IR A R R BT HLE, L
BB V6 SR B ST R G, R
B R R T MR R A R —
NI 2 D BRI IESE L R, AL 40 M A1 )
B IR AR K DA K ) J) [ 21 2 R AR 28 Rt Ak A
R a5 — AR, Fb R 0 i ) o8 e 1 e A
0 it A/ B 5T e fip 2 b R T R IR, HAT G
P25 9o 2 s 3 RN 1) 201 B e AN 2.
Hpaje — i B-D-i %5 B £ R N DI, fhGes
ZLAARH SOEE, 5 T AR A £h 240 Jf &0 ik JoR s i e
2RI e B 2 e, A bR A IR L R RS i
Jo I T i R v e o AR Y. Hpa St N
ST NGt 4k4q21.3, HVIiodavsky, Hulett ef a/
T19994F 73 25 H we . B LM i H pafid 3 g 42
ZRERS HLEIATY: (D)F#RHSPG, WA
AR 2R 1 B b ()02 e 8 AL i, BRI T
PRz 4 it DA A= 2 7 AR I A A ) e b R
TG AL T HS 4545 1 22 ol A A PR (n i e e
pa R O N v R R I 5 o i P B e W 7
IR LS TR G (3)71 34t X ECM & BMIT) &
B, 5 S 20 T 7 5 5 b F 4 L A e B ML B
93 B R A Az N LS (4)HSPGR&iR ) =
A HIHS F B R HS I 52 AR CD44v3, K& Hi 4 il
WILFAE =, AT i J8g 4 it i) 37 0 5 e 4%
(5)HSPGEFAA 5 1749y rl A5 A%, 1) Tk T 4
JL, M5 RS S e A, (LB IR e RS . SR
W, JH 25 R 2 MR R 28 A SIS Al
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R, R AN AR RE RO B R RERK

PEAHE OB pR, AR ACT sy, Th R AE bR )
AL, BRI, AATHENHpan] 582 it /8 46
WA AL P S (KT HT $R 45 12—, Hpan] Bk

FI R s SURZ %ot g 3R A7 R SCHE BRIV T 2
T LA SR I — T ya o7 I8 (B e R, LR
R FH e SORZ 1 5 A0 O TR BBE DAL= 49 b
TE B — Tl ke 10 DR 4 5 40, 1 B S B 5
JICT- B 7 5 R (%) S 204, BELT 41 i o S
155 B T, 2 140 IR AE 3 20 4 3055 5 40 i o
T, LR a7 IR it 5 6. S SRR TR S
B N AZSEAE PR R R R R R AR TG
—FPEO LR SE R L bUm AR AR K
T R I ARFE AR, Ak, B X HpaFt N i)
R AL ST S 7o e (0 A K R 7% A7 R e
MAmsE R, RAE SR =B, HE PR
Hi% N5t Uno er al™ W T4 4K NHpa
cDNAJTHN I S SRS EERAR, 0 S S 25
S R IEHpal I IR A futk G, RIHpaXEH
(R I5 52 23, 117 HHpa e IR 35 AU AE AR
A0 i A0 R e T, A AR A T
9% 41 D 16) i 5547 1. Edovitsky et a/® s TR AE
F THpa mRNAFHESIR 1Pt HpatZ i 5 siRNA
A B PR B, TR R BOCTLIR R . R
ECL R0 1 £ 28000 A R v, A Ah S0 R A
PIt 4 AkHpadRik /K1 N I, 1228 T3 RIFL T )
2 BRAR, BWAER N S S IR L 53 A ek
b, R R I R B

BT 50 5% I Jeg 4 334 5 R4 22 8 ) 16 T vk
A K g ani R AT a0 v B
B AAAME 2R S A, I X L S 5 W] DA
XoF 98 4 B ) 1 5 N4 28 8 ) 3EAT SR A A BT
BUBA RN 22 e J) 5 Al AR AN AR A7 AR D i, %
PERERE &, AP B R A AP JRAT TR i sk
0 e G S SUN H 25 Tl 555 AT 149 N T e v 2 5 4
RS W1990, i 40 i 5 3015 #r . 40 g s e B

BB LB
@ % #i(heparan
sulfate proteogly-
cans, HSPG): &
—Fr & B R R
BRIRACS M, A
HE 3h 4 Fo A A
B 4 4 R 4 e sh
JX 7 (extracellular
matrix, ECM)#=
R (basement
membrane, BM)
M ERRZ—,
it 55 g fe R\ K
ECM ¥ 4 7 Mo
TFEE BWTa
Mk &, ZECM
REFIZ K
ah, LM R
A Y R A 2 I
BWEE LT E
RAEE Ty
M.
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W@ 5 #M
AW R ST #E
By K R 4 3 R R
% 4m 6L )5 i@ i RT-
PCR, Western blot
Fo S, 5 4B AL 5 H)
ZmRNA. &9
B tm e K T A )
B F Bl AR 64 B
%, Fit—Fid
i$ PR R A
Transwell#2 & 4
B 4m e 3
7B ZE R 4
%, B ATiE T
K 28 e R Al 2m
JAGE LT & N
W #k — KA A
R R AULH], A BT
o) F RN AL R B
FAT . RRZAL
AT, it kit
BRES TR
R eIt b A A
JAALH.

FRCSZHS  RAIME 28 S ST R ST B A A
F Tk JU A 4 e 1 Ak A1 38 B AN AR 28 3 1 s
SRR IR, P [ CHpa LR (1 41 il ve B T 1k
. TR RZE. Transwell{g 28/ = 28 [ 41
6 5030 Y b A nT R A AR 40 iR 38R 4 i i B
AL TDNAG B 040 i B 2 ose b, 45 T
G4 i) B % iR R R B e X Hpakt:
ATt G B S A0 T 0 g 400 ) 38 0 5 42 22 e
71, B R SUHpa SE R IR 767 R IR RISt
A1 — 2 R S AL A Western blotfe
P B 7 AR K By HIRT-PCRTVETE
mRNAZK FAGI T s 4 R Hpalfy ik, 45
ORI e T SCHRE DAL T e S W 1990 4
HpaiK ik ] Bt AL AR, Bon R XHpaKE A
XFSW 199041 it % iIAHpaf 4 s I/, $&
I R SUH p a 5 DR e i i g 335 96 R4S 22 1) 231 L
T BE A2 HAESE D B S AT SRR TR
(2325, DT e 4% J i 4 o 10 A4 K J 41, il
i 20 PR 5 R A2 2%, R X P AR B v 7 a2k
— RN T.
B F_FERFHHERELERFOH
AR LR R HAR . TR BRILAR AR o 5
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Abstract

AIM: To explore tumor markers for the diagnosis
of hepatocellular carcinoma (HCC) through
detecting the serum protein spectrum differently
expressed between hepatitis B virus (HBV)
carriers and HCC patients.

www. wjgnet.com

METHODS: We detected the serum protein
spectrum in 27 HCC patients, 27 HBV carriers
and 25 healthy controls using surface enhanced
laser desorption ionization time-of-flight mass
spectrometry (SELDI-TOF-MS) technique, and
the diagnosis model was established through
analyzing the detected data by biomarker pat-
terns software (BPS) 5.0.

RESULTS: The protein peaks, which could dis-
criminate HBV carriers from HCC patients and
healthy individuals, as well as healthy individu-
als from HCC patients, were detected. A diagno-
sis model based on the detected data was estab-
lished with the specificity of 93%, 96%, 84%, and
sensitivity of 85%, 96%, 89%, respectively. In ad-
dition, the 8141-Da protein in HCC patients had
a higher expression than that in HBV carriers (P
< 107); the expression of 3448-Da protein was
higher both in HCC patients and HBV carriers
than that in healthy controls (P < 10°), but it had
no significant difference between HCC patients
and HBV carriers (P > 0.05), indicating that
3448-Da protein might be a potential marker for
HBYV infection; 7771-Da protein was differently
expressed between the three groups of patients.

CONCLUSION: With a high specificity and sen-
sitivity, the detection of serum protein spectrum
can be performed easily and quickly by SELDI-
TOF-MS technique, which provides a serological
way for the diagnosis of HCC.

Key Words: Hepatocellular carcinoma; Proteomics;
Tumor marker; Surface enhanced laser desorption
ionization time-of-flight mass spectrometry
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B. Application of surface enhanced laser desorption
ionization time-of-flight mass spectrometry technology in
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Abstract

AIM: To investigate the expression patterns
of hepatocyte nuclear factor 4o (HNF-4a)) and
HNF-3B in normal human tissues, so as to
provide the bases for further exploration of
their relationships with hepatitis B virus (HBV)
replication in hepatitis B patients.

METHODS: Immunohistochemistry was used
to detect the expression of HNF-40. and HNF-
3B in human tissues of liver, brain, lung, kidney,
heart, spleen, intestine, pancreas, stomach and
thyroid from 14 corpses. The differences of their
expression in different tissues were analyzed.

RESULTS: The expression patterns of HNF-4q,
and HNF-3p was different among the 10 kinds

of human tissues (HNF-4a: F = 22.479, P < 0.01;
HNEF-38: F = 13.021, P < 0.01). Both HNF-4a
and HNF-3 expression were not detected in
brain, lung, stomach, appendix, thymus, adrenal
gland and tonsil. Besides the tissues mentioned
above, the expression of HNF-4o was signifi-
cantly higher in liver, kidney, heart, spleen and
intestines than that in the other tissues; the
expression of HNF-33 was markedly higher in
liver, kidney, heart and pancreas than that in the
other tissues. The difference between high-level
expression and low-level expression group has
statistical significance (P < 0.05); however, the
difference among those tissues with high-level
expression had no statistical significance (P >
0.05).

CONCLUSION: The expression of HNF-4¢ and
HNE-3p are different among human tissues, and
they are highly expressed in some tissues such
as liver. This result indicates that HNF-4a and
HNF-3B might participate in the tissue-specific
replication of HBV.

Key Words: Hepatocyte nuclear factor 4a,; Hepato-
cyte nuclear factor 38; Human tissue; Expression;
Hepatitis B virus replication
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TR P AR L.
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&K F £ A ; HNF-3BEM . B A Rkiz P
E2HKTFERA, B, M. A TR T 2
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Bo. MR, B LA mPk P REE; £
R HNF-40fHNF-30 & £ ik 28 Fe dK £ 34 20 49
FK KT £ F A A F L (P<0.05), mE &
KR BEZAHREIRTZF LG FE
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ZEif: ARA ML FPHNF-405 HNF-3p8 &
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ZEHTHAL THBVH LR 4.

XS 4R TF4o; R R F38; 325,
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2006;14(25):2504-2509
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6 KR (1) e R hr B 45 K BRI C C A AT/
¥ 4545 # [1(CCAAT/enhancer binding protein,
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nuclear factor 1, HNF1), & —/N0] 25 1) R Y5 4544
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PEFRDN AZE £ G5 R 314 1] W7 248 52 A4 AH G e s TR
T G A3 F(fetoprotein transcription
factor, FTF). ABI14i& A1 (human Bl-binding
factor, hB1F); (6)HNF6. X LLHE 5K 1 Jz HAH
B A A RS 2 2 T 478 I 20 RS i e 4 1 5 T U
IR B RS D RE . LTI 290 7
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7K, LETFs{EHBV HRF SR o B Al vh HAT 2L
(AP . A Sh AN fu ks 72 R sh ) 52 56 A 97 26
W], HNF-4on] LLSCFFHB VAR AR 40 i (1) &2
P, MTHNF-3XHB VA Hl B4 EHY. HA
AIXTHNF-4a fMIHNF-3B4E AR 412388 T R 03
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IR Er SR e
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R E A RIE, R Ml FUIRIRRUE R
Kk, IE4h, HNF-4afMTHNF-3BZEMEAL
PR bR R 3 /D AR, T A e, R
R Ml B B kAR R T D b 38 R A
MBVLE, BFHE M. W g, -
W R LA TR BbR AR BOH AR (<3
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I — S A AR, STHNF-4afTHNF-3B7E10
AFEIREE Wy W O s R TR

WL AR IRk g5 AT T 200 W, e
e R W], HNF-4a FIHNF-3p7E LR 10/7 8%
B LG LA [ (HNF-4a: F = 22.479, P<0.01;
HNF-3B: F = 13.021, P<0.01), X ATHNF-40f!1
HNF-3B7E T AZE A 25 B 1) R Ak A b ik
FTPIRI LA, PR EL A HNF-4a fiTHNF-3 B7E [7]—
AE I FRIEN O, ot 45 R PR, HNF-4o e JH
M B S AR O B R
RN, 22 ngiit 2% B X (P>0.05); HNF-

FEPRIEG H: o 1

4o fE I H I R KT s T e R .
Jiliv B HRIRP I RIEKT, ZRA G
B X (P<0.05); HNF-3B7E T 2 IA 7K -1 1
EW . O BRIRT B RIEAKFARIE, 25 6%
TH2E R L(P>0.05); HNF-3B7EITHE A (1 ik 7K
VT P e Bl B BRERP
RILIK, ZmA G0 B L (P<0.05). 45142
7N, HNF-4o F 200 AR, B Oy . i
HhIE, MHNF-3B0 EZAERF . By O B
HHIA (1), HNF-4oMTHNE-3BAET . B Do
o~ AT FRCRR i R ) 2RI KA, ZE S
R X (P>0.05), TAEM il AR i
FIEACEAIR, 2595047 el 5% L (P<0.05), H
HHNF-4o /e Ml BRI RIE K PAHNE-38
e, HNF-3BIAE i b (8 7K P A HN F-4 oy
(#2).

3 Wie
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LETF s 2 i 15 JHHRF e i D] 4 s 1) O B A H
T, AR B R R ep R A A T A L

www. wjgnet.com



Rz F. FHBREZES 40 I3sAEA L RS BEPHRE

2507

-

bf‘_" v H"’

P
ﬂ"h
i ‘Elf

‘1fr_‘:'*"“h _;J.—'m

b
iy o Q
e T ﬁ'ig
hﬂ?’ ?ri?-"" ‘3‘” \ !

“

Calli

oy

A
bt

e

".'2""-:?‘-@,
H_‘Q’ .
""b. ek

At

i

b

%

4 |

i

SRR

ll- a
P A E“‘-"':.n :
%.' Tt r._'jn ::":EE

2 HNF-3BEYZRIA. A: H; B: ' C: Uy D: BB E: fili; F: BURER: G: s H: B

R 1 HNF-4aFIHNF-3BTEAFAIE E B ENRIXER
RALERESR

HNF-40, HNF-3p
= F P F P
55 0.3846 >0.05  0.2308 >0.05
SN 05110 >0.05 0.3516  >0.05
5 0.1538  >0.05  2.4231 <0.05
FSig 07253  >0.05 1.8516 <0.05
FFSIRER 3.0629 <0.05  0.9231 >0.05
ST 37692 <0.05 36154  <0.05
ST 34396  <0.05  3.2802 <0.05
=8 3.4872  <0.05  2.9231 <0.05

FFSEBIRIR  2.1538  <0.05  2.1231 <0.05

HNF-452 I ] B 3 22 A2 52 A K s R 2 —,
FURRAE A2 AT 24 i BE AR S IR X8R, BRI T2
B 24 “BEFRET” (MDNAZL & X RN,
FRILuR I BCAR LS A 1X . HNF-35 AL IE 3%
5: HNF-30, HNF-3BFIHNF-3y, Al 18554 14
FAT FRIZ e 25 DN AL & X7 76/ U
R E45 d, HNF-4 1B RN ERIE, WK
5.5 d2J5, HNF-4EZRIB{EN NI, 1
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JHE i JBRBRAIE A 12 4, TTHNF-3y 322
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FHNF-3B7E 1E 5 I A R 208 7K 2 % i
CAHFIT R W] 0 HB VA I 45 H 40 22
MU, R R IEACF AR N b
F—Fhsh 74, MERERE FARPRET
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HNF-30, 3yHRIENG AL, KT 1X L7 B 1 21 21
o)A K AT RERI B E LA X HNF-40fTHNF-3 7t
DIZEPACTIE R SN E PN S U 5 DN
BB, 2 F A THNF-4ofIHNF-3B7E 4L 28 Ty 3%
KA 225, M S HNF-dou s 22 T8 2 B (LB
. BAEHIEHB VIR, &I = 201
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Abstract

AIM: To investigate the effect of matrix
metalloproteinases (MMPs) on the neutrophil
chemokine neutrophil activating peptide-2
(NAP-2) of intestinal epithelial cells and
its relationship with the pathogenesis of
inflammatory bowel disease (IBD).

METHODS: Caco-2 human colonic carcinoma
cells and human CCD-18 colonic myofibroblast
cells were incubated for 24 h at 37°C with 50
mL/L CO, before being treated with human
recombinant MMP-3, IL-1p, the MMP inhibitors
doxycyclin, CT1399, CT1847 and monoclonal
anti-human NAP-2 neutralizing antibody, re-
spectively. The cultured cells were tested by che-

motaxis assay. PBP mRNA and MMPs mRNA in
Crohn’s disease and ulcerative colitis tissues and
cultured cells were examined by reverse tran-
scription-polymerase chain reaction (RT-PCR).
The expression of NAP-2 protein in Crohn’s dis-
ease and ulcerative colitis tissues and cultured
cells was detected by enzyme-linked immuno-
sorbent assay (ELISA) and Western blot.

RESULTS: Chemotaxis assays indicated that
neutrophil chemoattraction of Caco-2 cells stim-
ulated by IL-1P was significantly increased by
MMP-3 (U = 24.60, P = 0.005; U = 37.22, P = 0.002);
50 pmol doxycyclin and 0.1 pmol CT1847 obvi-
ously inhibited the neutrophil chemoattractant
response of Caco-2 cells (U = 15.18, P = 0.01; U
= 34.73, P = 0.002), respectively; 1 mg/L mono-
clonal anti-human NAP-2 neutralizing antibody
significantly inhibited neutrophil chemoattrac-
tion of Caco-2 cells (U = 156.04, P = 0.000). RT-
PCR showed that MMP-1, MMP-2, MMP-3, and
MMP-10 mRNA were expressed in CCD-18 cells;
PBP mRNA was expressed in Caco-2 cells and
intestinal mucosa of ulcerative colitis. ELISA and
Western blot found that the expression of NAP-2
protein in intestinal mucosa of ulcerative colitis
was significantly higher than that in intestinal of
Crohn’s disease (U = 28.57, P = 0.005).

CONCLUSION: MMPs can activate the neutro-
phil chemokine NAP-2 of intestinal epithelial
cells, which indicates that intestinal epithelial
immune activation may require the involvement
of lamina propria stromal cells.

Key Words: Inflammatory bowel disease; Matrix
metalloproteinases; Neutrophil activating peptide-2;
Platelet basic protein
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FaCCD-18%mfL, 2 A M AN EFLHAMMP-3,
IL-1B. MMPHpHl %) 5% /%%, CT1399.
CT148742 3 ANAP-2 ¥ £ & 28 lEmAD, Caco-2
F2CCD-1820 /0 F37C450 mL/LCO, &4 T
3T FR24 h, BHATF AR IE. BT Bk
(CD)YAn 3t % P 45 B (U C) 84 Mo 5 R btk AR A
Ve 340, IRT-PCRY ik #M Caco-2 48 it F=
CDA=UCH) B 46 1% 28 22 49 PBP mRNA/#=MMPs
mRNA; AELISAF»Western blotik 43| 4
Caco-24m i F=CDA=UCH) 7 55 1% 240 22 49N AP-2
4.

ZR: MMP-39 234 mIL-1B#] % 49 Caco-24m
MR 3] S0 b &t B AE (U = 24.60, P =
0.005; U = 37.22, P = 0.002); 50 umoli& /1 &%
#20.1 pmol CT1847#% 2 % #74]Caco-24a f %t
b G g A A AU = 15.18, P = 0.01; U =
34.73, P = 0.002); 1 mg/L#ANAP-2F £ & 2
JEmADbAE B F 74 Caco-22m st P G 20 i
#AC FE # AP (U = 156.04, P = 0.000). RT-PCR
2 &, MMP-1 mRNA, MMP-2 mRNA,
MMP-3 mRNA#MMP-10 mRNA# CCD-18%1
Mok ik ; PBP mRNA# Caco-24 e feUC B %
849 W5 F518 & 34 . ELISAf=Western blotikx 541 &
B, NAP-2%& @ £ &S HUCE F 09 1 259
235, 5CDMEREREAREREFU =
28.57, P =0.005).

2518 MMPARS K B b fm i s P b & 2 e
8y AEAL B, MM P i 7% P & da o e 5
FACHINAP-2 = A 6 Jo & 8 Auhl 7142 K E
V17 95 B % m e K R R

REEE: KA, EREREE DM PEaH
B -2; M/ NREER R B

B\, ERE, 817, BEEE. MEUDHRD ERAR
ERSEESHBWNAP-200Z0. BREABLIEE
2006;14(25):2510-2515
http://www.wjgnet.com/1009-3079/14/2510.asp

03I

J9E M 998 (1B D) AL 35 15 927 14 &5 11 26 (U C) Fl e
% RBI(CD), HARRE I R, SOl ) ST AL,
TEIT XE. S5l A 5T R BB D 4 I 20 2R ) 36
G )@ ISR (MMPs) £k, HIL5IBD %
E A RV R DAL AT A 56 4 o B[R, A
WEST [ b Bz 4 MM P s 6f o 4 13 40 i Ak 27
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HRATIBD A A (L.

1 SRIASE

1.1 M4t Caco-24 mi o4 N &5 Wi b 5z 40 Ji ik
(2 A O 2% 5L 3 T B 27 R 28 B 27 B 3
WIIFFFE 0 Ian R Sanderson#Z#37 B (R A7 T
JAA100 mL/L FCS(Invitrogen, J:[E)[)DMEM
V. Caco-241 10 A3 X 10°/ LR T S B IR g
Rrgedieh, SRJE B TefLi, BN A4 mL(JIE
P52 mL) &4 100 mL/LJG 2 M3 (1) 555 55 5L
R IR18-22 d. LAAIFE 785 9RCCD-18 N4l
WLET 4k J5 40 Jfs (CRL-1459, Manassas, 5 [H). 1
CCD-1841 B it ACaco-240 fifd, 2R )57 Al A
0.5-50 nmol/L A\ # Z4{MMP-3(San Diego, 3 [H).

1 mg/L ATEHIL-1B(R&D, Systems, H[H),

MMPHIHIFI50 pmol/L5k JJF % 1 pmol/L
CT1399. 0.1 pmol/L CTI1847H11 mg/LFi A\
NAP-2H P 41 fim Ab(R&D Systems, J&[H),
Caco-24 g f1CCD-1841 )2 T37°C 50 mL/L
CO, B FER N B 7524 h. 19FICDAIR0HIUC
(RGO BR AR AAE S U020, ) REZH A 18451 45
Fe R IE T R AR AR, 2L CD 9. UC 1041 F1
it HEZL OB 1) A R B VI B b AR 4% Flint e al* i
(R T7253 B W b S A, LR PR A ST RITBIONUR
BER, SR 5 FUN-T0°C (R UKAR FPARA7-45 .

12 %k

1.2.1 oS A AL MR B 7E96 FLAL 2 Atk R AR
oI IR & Fh 4l % TR s, o5 EAFLS pm
/NI 43 S NG A 3 500 7 ¥ AR R
AR JE IR 43 86 S X 10% /L Hb P 43 I 40 i A
FRZ A, NS0 mL/L CO,MKEI-M N T37°C
WEEREFRT h, B AT VB0 SRR R A e, T
Ak 2 e R AL

1.2.2 RT-RCR# M PBP, MMPs mRNA & ik
KHNCBI BLAST# M1, Biras5149M0
HlnvitrogenA#|, 5147441 F: PBP: F5'-
TCACCCTCACTCAGAGGTCTT-3', R5'-
AGTGGGTTGAAACCAGGCTTA-3', Ji Bt K&
666 bp; MMP-1: F5'-ATGCACAGCTTTCCTC
CACT-3', R5-CAGGGTTTCAGCATCTGGTT-3',
Jr BK 252 bp; MMP-2: F5'-CACTTTCCTGGG
CAACAAAT-3', R5-GGACAGACGGAAGTTCT
TGG-3', 7 BtKJi244 bp; MMP-3: F5'-AATCAA
TTCTGGGCCATCAG-3', R5'-AGTGCCCATATT
GTGCCTTC-3', FEK 395 bp; MMP-8:

B ALH £ B AT AR
T B KL
B 5% T MMPs &¢
WG AL
#ALHNAP-2 45
Hoh, BETH
MMPs & 2 /- 5
8 1BD i % i £
&) LA
IR, BT
FERE B A E R R
mpp s AL
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W @ 5 R
AR T £E
R R R A AR
LR &) S
Ji & % & & sk Bl
x¢ P M G 2m B Ak
F AP NAP-2
WHe, RET W
KR e BB aH
B &N T K
SE PR B IR W9 ks
e A
K FAEX, $2
=R ER R E %
BB A B
R e AL
it —F T
T M 2E B KM R
AWE R R EE
&L LFaH
S )M e
T i A8 45 0T M
B e B B Wk
L
i KR

F5'-CTGCAAGGTTATCCCAAGGA-3', R5'-
TTGGTCCACTGAAGACATGG-3', FBIK &
250 bp; MMP-9: F5'-TTCATCTTCCAAGGCCAA
TC-3', R5-TGTCGCTGTCAAAGTTCGAG-3', Ji
BLKJEE2747 bp; MMP-10: F5'-GCAGCGGACAA
ATACTGGAG-3', R5'-CCCTATCTCGCCTAGCA
ATG-3", JFBtK %230 bp; MMP-12: F5'-
GCTGTCACTACCGTGGGAAA-3', R5'-
TTGGGATAATTTGGCTCTGG-3', B K&
230 bp; B-actin: F5'-GATGCAGAAGGAGATCA
CTG-3', R5-TAGTCCGCCTAGAAGCATTTG-3',
B JE201 bp. H TRIzol(Invitrogen HefE) M |
A LR IR A0 RN 5 A bR AR AL 25 J R U
RNA, LA 550/ sgonm i, THHRNAWKE. FLRNA 2
pg A BEHLE |4 B M-MLV 3 4 55 il 75 Bl c DNA.
TP 006 26 S S N2 LA S REAR, TN 5 [ A
Taqli i HHPCRAXY 1, GRS B UNR: A2 E94°C
30's, iB-K55°C 30 s, 45 s, F32MAIE; 72°C

FIHLS g/LINBIREER Ik, $2AMk A BBk
AR RS A
1.2.3 Western blotting#-MINAP-2%& & e i
RPREIARAR, ISR (2S5 mmolL TBS, pH7.5,
fIA0.1 mmol/L EDTA, 5 g/L deoxycholate, 10
g/L IPEGAL, 1 g/L SDS), JF-{E40 23k e3¢, 4
4°CHE T LL10 000 g#5.0015 min, HIBCAVLGA
AN F Sigma’s w) )il b3 W IIN AP-2 85 [ )i
. P20 pglin#Nupage 120 g/L Bis-Tris#i
e (Invitrogen, &), AR ShZ W, #id
HYKTEH, & A 2IPVDFEE_E(Millipore,
), B0 g/LAUTBS(#0.1 g/L
Tween), 7£4°C T3 h, 285 IIA200 mg/L%
PULEPIANAP-2H A (R&D systems, J5[H)jiF
1M, 501 g/L TweenfJTBS % S VEME,
2.5 pg/Lid E A E bt SE PR (Glostrup, J132)
E4°CRIFE 1 h, 258 s BUB L R R G
24
1.2.4 ELISA#MNAP-2 25 & it B 15445, ik
M FAR&D Systems2s & (FLH), #HAEEHES,
DUFE i B ARHE H1450 nmW 6B (AR, DUARYE N,
A ARAE I 2R, FRIEFRUE ISt 8 Rk %
YRS TR AN B RN A5 4L B AR AR L ZA 5] 2 HIE W
B E.

ey s W REEE P R Sk e AR R
7R, KHISPSS 1008 BEAT 204 73 B, % AHOCHE
BHEATUR S, P<0.0524 2 56 Guit 24 L.

2 BR

2.1 MMPsi 58 £ & 20 ie 3 & b & 20 fe 69
AL B Caco-240 it Hh 1 F1 40 i AN ok 40
J A S RS, I AN R FE (IIMMP-3, i
FAEA MG Z IL-1 RS O, =& R
TP (19.5+54.1, 83422, U = 24.60, P =
0.005<0.05; 32.5+4.4, 9.6+42, U =3722, P =
0.002<0.05); 1% B A MU E1C LS. Caco-2
S FICCD-1840 i 2L [R5 7%, AEATIL-1BE A
IL-1BJ5, fHIIAMMPHI IR 523 . CT1847
FICT1399, Caco-24H st F1 40 i Ak 50
K, —HRINEENEER17.5£7.5, 5.5£2.5,
U =15.18, P =0.01<0.05; 22.5+5.0, 3.8+2.0, U
=34.73, P =0.002<0.05). Caco-24i i {r 4 Fl =
IL-1 B4 ¥ C CD- 1840 i 1 L i) K5 7 rh 40 3l
e PE g R 5. FIRT-PCRAF M £EA I
B Z IL-1p AL B ) Caco-2 FIC C D-1841 i [7] 55
FEWH % FMMPs mRNAIRIL, 45 R R0,
HEHIL-1BAAERI 4 FMMP-1 mRNA, MMP-2
mRNA, MMP-3 mRNAFIMMP-10 mRNAZE
CCD- 184 il i A FH 1 (& 1).

2.2 NAP-2/F#91R EMMP# Caco-289 /L 5 45
Mok RO /MR AT 25 [ (platelet basic protein,
PBP), CTAP-IlI(connectine tissue-activatig
peptide-IIT), B-IMiLA2 5k 1 (B-thromboglobulin,
B-TG) MNAP-2[ A EEIR P H1(152), Fi ke
SEABATHI T 2447 5. Caco-241 i FICCD-1841 iy
3 TR B R Z TL-1BE I AT L-1B, FIABT
ANAP-2 7 40 fom A bR 424 T ot 1 40
ot S N, A W 5 (43.2£2.6, 14.9
+2.2, U =156.04, P = 0.000<0.05). RT-PCR%}#7
PBP mRNAKIL, 45 R K W], PBP mRNA{EAIL-
1B ) Caco-240 g A7 B &3k, HIELISA
PR Caco-2F1CCD-1841 My 15 FE AT AT Bl e =
IL- 14 FHINAP-2E M, 4 REKM, 7EHIL-
1B I Caco-241 i HH YN AP-2LLCCD-18[# 1]
WA, AR B ZE 1 (26.5+3.3 ng/L,
3.4+0.8 ng/L, U =68.32, P = 0.001<0.05). Jif5 |-}
4 fEMM P45 (138 1k PB PARIN A P-2 1) 0 s
(PRS2 L &1 2.

2.3 PBD/NAP-2 mRNAFe& & £ 1 ¥ 2 M5
#9 &35 RT-PCR4IHTCDAIUCHIPBP mRNAZESN
A I 7 4l il (isolated epithehial cells, IEC)FI1HE /=
RO BRAR AR RIE, 45 KK W, PBP mRNATE
UCHFIEIE CIIZR T R B 53 (cryp ) RIE B (1)
UCHEZ R I B 1 2235, Western blottingil
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357 no IL-1
30! W with IL-1
25¢
20+
15+
10+ T
51
0

neutrophilft2##4alb i %l

0 0.5 5 50
MMP-3(nmol/L)

15[ no IL-1
W with -1

monocytelb FHa b S N HEEL

0

MMP-3(nmol/L)

B 50 CCD-18
e Caco-2
o 40| W CCD-18+Caco-2
e
=
%
ﬁrj 30 - (
~ 20 -
._g-
S |
::3 10 |- (
= 1l
oL sl :
‘ &’8@6 \\:\X‘ \‘c‘\(’\\(\ x%bﬂ‘c)q‘a
\)(\9"\‘(\ Xéo* o
C 50 +untreated CCD-18 c.m.
W +IL-1p treated CCD-18
TS(
ﬁﬁ 40 ¢
1
o 30+t
x>
il
:E; 20
=
=
s
4‘3: 10 |
9]
c
0

Caco-2 Caco-2
unstimulated with IL-1p

MMP-

D

W B 1 2 3 8 9 10 12M
CCD-18
Caco-2

S+ -+ -+ -+ -+ -+ -+ -+ -+ LB

B 1 MMPsiESZ CREMN I E MR R B:
B—actin; W: water; M: marker 100 bp.
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A
PBP CTAE-]]I BII—G NAP-2

SSTKGQTKRN,LAKGKEESLD,,SDLYAELRCM,,CIKTTSGIHP,,
KNIQSLEVIG,KGTHCNQVEV,JATLKDGRKI,,CLDPDAPRIKg,
KIVQKKLAGD4,ESAD

B CCD-18
ey Caco-2
ﬁg 40-  m Caco-2+CCD-18
I
o 30-
)
\-Hmij
T o200
=
~
g_ 100 T T
5 T T
& ol.s . 5
unstimulated IL-1B + anti-NAP-2
K
)S;\,
IS
C
PBP
PBP(-RT)
B-actin
D 32t no IL-1B
W with IL-1B

NAP-2(ng/L)
o

|

B

Caco-2 CCD-18

‘(m b

¢ G
e
oD

2 NAP-2TSHUKREMMPEYCaco- 26k S a1 I R .

ENAP-28 LR IEH R IR ZAFCD LU CH
RN R R Rk, 45 K], NAP-21R
I 7E 1E 5 T G RS 3l 7 (1) C D S U CHE J2 R e
YA RIS, FHELIASYE /3 HT NAP-285 I/ 1EH
(I I 2L ZURI7EC D S U CHIIA B I 4L 2L Rk,
EAIPEUCK SCDIMZ RV, —#H A B2
F(7.6+1.3 ng/G, 3.6+0.52 ng/G, U = 28.57, P =
0.002<0.05, 143).
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3 11E
MM Ps = B2 Y5 T AR 980T 1 7 b L R] ot 44
L, At R0 i o 1 9 RE B T B 41 2R P A % D) AH
KB NG aiECaco-2 M b 7 41 i it AMMP-3,
S NAEA R Z 1L- 1B 44 N 85 9%24 i, i
1T PR, 25 R 7RMMP-3 B B 3 inTL-
1BHI Caco-240 MM 5| 4 i 1 40 Jifa ¥ e
77, AFN B 20 M G AT ] 52 . PR IE, TIL-1pA
REEL#%15 T Caco-24 U L 24 e bE, T R
AN 1A 40 L FF) ik DR s A DGR, B )
MMPs = ZE £ 7] J5 40 i (¥ a2 385 7. Caco-2
20 M F1C CD-18 N 4 i JUL 2T 24 Ji 4w H: [ 3 7
24 )G Ak A RS, FETL-1BAFAE R L
T, Caco-240 g i 3 4 it p 0 11 4 e i 5 1
J3. 8T BRSPS S i T-MMPs/T)
o4, A8 FIREGFRAE PN MM P 5
SR F . CT1847. MMP-2HIMMP-8 (141
FICT1399%, 50 umol/LiH F) %7 Z F10.1 pmol/L
CT18476E 2 & ik Caco-241 B 5+ Mk (1 41 B ()
e, 4 HIL-1B4IC CD- 1841 i FllCaco-2 44
o, b 25 R S EIRARTLL. RT-PCRSELS
®W, FEAIL-1BFER & FMMP-1 mRNA,
MMP-2 mRNA, MMP-3 mRNAHNMMP-10
mRNA#CCD-1841 ik, XX Wb itk
PEIL % & FHMMPs 53111, W7 6 2 ik T
PEHIES,

Jin A IS Rz 40 i ) JULET 4 s 41 R MM P s fig
5 3 O 0 1 A ONT TP v A0 AV A AL
VR BTGP . FRATT AR 3 Lo v v 1 41 i
AR PERI Y, NAP-2(CXCL-7, & BA w e
B EWPEELRCXCE G I —Fl). IL-8. Kt
SOOI RS i 280 £ 11 -2(macrophage
inflammatory protein-2, MIP-2)F1 I 5z 4 Jfu i
R A4l L -78(epthelial cell-derived
neutrophil attractant-78, ENA-78)". NAP-2/& M
T R L A6 TR A s A A
PBP"" PBP(94 aa, 10.3 kDa) i T A1/
Mo kL. PBPYENH, i % 5ECTAP-1II, B-TGH!
NAP-2, fEixEey i, HANAP-2 A6
AGPE. AEIL-1B R 41 N T-Caco-241 /il
MCCD-1841 fu 3t M35 72 3 P I AT mg/LPt A
NAP-2HH P (40 fimAb, 45 3 Btk gt bk
JUT- AR, X RN AP-2 /& — Fh 21 7
FCacodtl Xt itk L 4n Atk . SEBs I,
PBP mRNAFIPBP/NAP-2177E T A TL-1BHI ¥
FICaco-24 i, (HAFELE T Z TL-1 B

whole
mucosa

kDa i a i
14-
whole
mucosa
6_

(2}

—_

o
1

NAP-2(ng/G)

3 PBD/NAP-2 mRNAFIZEBEMFRIEMRRMRIX. a
active; i: inactive; s: surface; S: NAP—2FR/E; N: J_T_T%L'?FEH%(X\J

Caco-28LCCD-1841 i, 71184 (1) 1F & 45 W &b
ML 3 20 (L) & B R R DI BR AL 2R, 55 14812
MRRE D) BR AL 2R b 43 2510 B 40 1) A 194 CD
(134451 285 HEE 2 28 (8 2% S 010 B 20 23 4 Sl RS 0 o
/K FHIPBP mRNA. 206/UCHIZIEA 214 16
Bl (101 & 2 = R D) bR AL 21, 641 & N F L)
R LA 3 B IR b R 20 By R I H K SF [ PB P
mRNA. WG HEUCH#EZ R ZINAP-2 L [A]
AIC D 245, Haol, i mfE
MMPsff 3= 52 H FrU 2 3T RATHINE ST, Tedi 132
H T — A EHMMPIE ) A5 I IB DA RE I |
0 M A A I TR BT AR 2. 0T T R B 98 S
(ISR, WIS b Bz 40 W RN 43 WA PBP, PBP 1]
REA HRPU JE A= I T e, (EAR AN
A IS BT REM. BN 2 ILET 4 SR 40 R T
G HERIMMP, Ko il LR 40 Je (P B PR il
2B AT PE N AP-2, B st o v 1 40 i e
e, WIS R b B2 16 98 RE B . X 9
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Abstract

AIM: To detect the expression of S-phase kinase
associated protein 2 (SKP2) and assess its
prognostic value in human colorectal carcinoma.

METHODS: SP immunohistochemical method
was used to detect the expression of SKP2 P27
proteins in the tissues of colorectal carcinoma (n
= 68). Survival analyses were performed using
the Kaplan-Meier method and Cox regression
model.

RESULTS: Of 68 cases with colorectal carci-
noma, the positive rates of SKP2 and P27 expres-
sion were 41.2% (n = 28) and 52.9% (n = 36). The
expression of SKP2 was significantly correlated
with the differentiation of carcinoma (y” =
14.073, P = 0.001), but it had no significant corre-
lation with tumor AJCC staging, the gender and
ages of patients (P > 0.05). There was a negative

correlation between SKP2 and P27 expression (r
= -0.528, P = 0.0001). With regard to prognosis,
the overall survival rate for patients with the
high-SKP2 expression was significantly lower
as compared with that for the ones with low-
SKP2 expression (31.5 £ 4.0 mo vs 54.5 £ 2.1 mo,
P < 0.01). Furthermore, the expression of SKP2
was an independent predictor of prognosis by
multivariate Cox regression model analysis (RR
=6.227, P =0.033).

CONCLUSION: SKP2 expression can serve as a
useful prognostic marker in colorectal carcinoma
patients.

Key Words: S-phase kinass-associated protein 2;
Colorectal carcinoma; Prognosis
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Abstract

AIM: To detect the expression of transforming
growth factor-p, (TGF-$;) and connective
tissue growth factor (CTGF) as well as their
correlations in the different stages of hepatic
fibrosis.

METHODS: Liver puncture was performed on
41 patients with chronic viral hepatitis. The ex-
pression of TGF-B, and CTGF were detected by
immunohistochemistry and other serum fibrosis
markers were examined by enzyme-linked im-
munosorbent assay (ELISA). Subsequently, the
images of TGF-B, and CTGF were analyzed for
semi-quantification by multimedia color image
analyzer.

RESULTS: The expression of TGF-f; and CTGF
were increased with the elevation of fibrosis
stage (F = 49.56, 23.01, both P < 0.05) except S,
and S, stage. TGF-B, expression was not sig-
nificantly different among patients of G, G,, G;
and G, stage. CTGF expression of G, stage was
distinctly different from that of G;, G, and G;
stage, while no difference was observed among
patients of G,, G, and G; stage. There was closely

www. wjgnet.com

positive correlation between the levels of TGF-f,
and CTGF in hepatic tissue (r = 0.855, P < 0.05).
The tissue levels of TGF-B, and CTGF were posi-
tively correlated with serum levels of PCIII, LN,
HA, and IVC (TGF-B,: r = 0.744, 0.815, 0.756 and
0.741, P < 0.05; CTGF: r = 0.663, 0.690, 0.686 and
0.640, P < 0.05).

CONCLUSION: The expression of TGF-B; and
CTGF are closely correlated with the degree of
hepatic fibrosis, and the expression of CTGF is
more reliable, especially in the early stage.

Key Words: Transforming growth factor-g;; Connec-
tive tissue growth factor; Hepatic fibrosis
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TEBIE S5 N AT 2 e A, 2 A R 4
BEO16™EE, G5 1 R T 50k, F 2 b AR K
FE NI em(REEE T 6/ /N a ). v
K AHZA 40 g/L Ik H s v ] 7 24 h, A4
HEARAE. BF 200 0 S B 2 IR PR Ik 1.3 mL,
B B 4 J5 L3000 r/minid ¥ 50010 min,
UG & T-20 CORMI R AE A RS, — P L.
DAB 2 471 5535 W B QR 1 AR B PR
YNGR

1.2 7k MLVE T2 4E A 35 45 38 B IR (HA) -
MG JR(PCIT) 2 REE FI(LN) VA
JEL(IV C)R Wl 3805 FH i EEC e v, MG S 2 %8
LMY (HBsAg). HIHBs. LT Redii
(HBeAg). HiHBe. HtHBc. HiHBcIgM. #i
HCV R B %70, HBV DNA, HCV RNAK

FIPCR{%; #THDV, $#iHEV, HTHEVIgM K H i It
Yo B0 IR L AUTI40 /L P PP L
Ak, ELY) fr, 3 THE, Mallory# (i, ¥
FH OB 2. F I 20004 4 [ 12 W b v
PR AR T JHE I 98 5 35 2 B8 AN £F 4EALRE 2 4y
WIEHAT S A s A2 2 E 2 W TGF-B S
W R HAEED) o ABCIEREAT. 40 g/Lh
P S [ 52 T 4025024 h, A7 B Hld4 pm
JEELD) L H RS 427K, 30 g/Lid LA
37°CHEE 10 min; IR Eh 22 0 T 15 E 4L
J510 min. LS5 REINS0 L BSAX MW
FAE 20 minfa, WIMFRE—PL(RlgG)37 Cilid
A1 hJa, W T HUCEY R BRI AR i
H20 min, SABCH1 47 520 min/5DABL {7,
IIARGERT G, 1 mL/LERFR RS 701k, BhIE L B2
B, RGBT, R R . PR Z R
Frth, BHPEH R 250, CTGFFEAMEIN: KA1 I
IR BB 27K 5, & i in i 82 A B850 pL
¥ H20 minj&, M50 g/L BSA 50 pLaf A
HARTE E20 minf5, WINAR—Hi(flgG)37°C
AR E 1 hJG, W PiCEY) = F PRI A
% H 20 min, SABCHAHI¥ 520 min/SDABZ
t, FRAKAT YL, 1 mL/LERERIKS 4k, B 2,
REME K, —HREN], M EE . B4
AR, BIYE4IZR HE. PBSZEMRAE T

Syett FF LA TGF-B AICTGFRIE G T i
Bk T40654%8 F HOlympus C3040-ADU
Tt UGS S i N SCRE 615 5 AMeta Morph/
DP10/BX4 1R (4 B 43 BT, BE5K U v EHIY J4
S g SAN DX d5k, S HRZ X 3 RH 1 S Y B 22 1A
S DN BE P S TR R L I A T RS/ 2 2R R X
100%), PG RE(E, FRECEIME.

Geith A R bR R
I, BT AL B A FER I SPSS 115 R A ST
BAt, R T 225001, S BT aiAT Ji 25 55 AL,
J5 2 55 N SN K2 (g R 8%), #5757 2 A5 i H
Tamhane'si%(g' 50, #-Fabn i AH /BT R H
LAY T, P<0.05 N A G it 27 7 X

2 B8

2.1 A48 TGF-B,#2CTGF & &2 TGF-B, & FH P
YR ER L SR W S TE B S, S,
FEATTIE X FERE N i Sy
LERIBLTYER G RAER T 5 AT YEAb R A0
PR FRAE PR H- 40 Bt A7 32 S U1 -4 i A mT oK
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T e o, B 1 (BHZRTRATARIG-pRA (SABCx W& FHH

A"\\ v ” f 400). A: S, B: S, 1. TGF-B,, CTGF %5
‘:It- ) R I - ‘I-‘ """l: ALt R £ 2
Lt <3 E 8 % & E K sk
YR o 1 \' :T 4 EHRIIE, A
U ;*{;-‘i; L3Ny X A A
et GEE ".'; PEATY O S '&‘ gt
' 'R0 el 9 Ay ek X SENI
1 - - L . Ly 2 Mt R 1] 4% ¥ TGF-B,,
CTGF#) & ik 5

oF Y A2 B 2 1)
Bk R, RMIRE

R 1 BRSO EI STGF-p, CTGFRIPC I, LN, HA, IV C B35%Z(mean + SD)

By, ARA—R

T4l n TGF-B,(A) CTGF (A) PC Il (ug/L) LN (ng/L) HA (ug/L) IVC (ng/L)

So 9 0.07 £0.01° 0.11+£0.15° 80.89 + 15.99° 111.38+11.30 57.63+14.01 43.73+9.36

S ) 0.15+0.01 0.12+0.01 101.12 £ 29.46° 117.77+17.70 79.39+13.00 46.29+10.30

S, 11 0.25+0.05 0.21+0.04 100.93 +13.89 160.83 +21.35 95.32+25.55° 52.76+11.61

S; 7 0.44 +0.35° 0.36+0.03" 149.57 +48.58° 172.03+24.40 116.69+16.59° 62.42+8.17°

S, B 0.48£0.01° 0.41+0.02° 257.84 +26.37° 202.37 417"  292.62+4.84° 111.74+4.87°

FE 49.56 23.01 39.22 31.29 38.76 47.58

°P<0.05, RMLLER.

YO PHIYEY) (K1), CTGFY 0 FHYEY) i S A5
. SR UL B BHTEY R, B 7EDisselrIBi
VA DX A 1) 4 i o mT DL /b B3R IA S S, S,

xR 2 HFBALRTGF-B,FICTGFRIANIE SHF4A

LIEETD

fEBYRZ (mean = SD, 4)

WA T RN AT, ok HERRE » TGF—, ares
10K I, AT A B2 P gj . SOSaPyR e
N5 Sy, S,HITE 28 S W 458 B Y DX 3k 1 JH 4 i % G, 15 017+010° 017+012°
YA XA TR 400 A DR B 5 € (1512). & 12 033+0.14°  0.27+0.12°
2.2 HTGF-B,#eCTGFE AR KmEHHEHX G, 6 0.46+0.03°  0.38+0.03
AR MBI ESUIGL, G2, G3, G4l FE 12.91 7.59

TGF-B 1MW LB EMEZE . G, G2, G341
CTGFMIM LLETE W& 2 5, TG4 A e vt
2.3 A TGF-B,#nCTGF 5 o i 4F AL 54749 % &
(R2) MU P TGF-p, 5CTGFbr 2 IEH %@
= 0.855, P = 0.001), HAZATGF-B, /K V- 5 IfLiE
PCIII, LN, HA, IVC#) 2 IF M = 0.744, 0.815,
0.756, 0.741, P{4°40.001). FFHHZICTGF/KT
L iy PCII, LN, HA, IVCH & IEAH X (r = 0.663,
0.690, 0.686, 0.640, P{Ei 14 50.001).

3 iTie

JFF £ A0 2 VT 2208 1 JFF 3 e 1 8 ki s S,
FERWFTR I, TGFE-B,, CTGFH I L4k o6 &
). EWNAETTGF-B ACTGFIMERIT IR
ESE LN PRI/ ol 17 RS P NS
HFH A TGF-B RICTGFRI oA M L A= X
(RRIEFE A /D . BRATTHR 12 P JHT 28 S5 T 22
MNP TGF-B,, CTGFRIZ A 5 T 45 44k (1) 5%
2, I B R A - B S BRI LA £ 4y

www.wjgnet.com

°P<0.05 vs GoZH.

MT, SE AP PPAl AT T 4L FE S, 54 IR T
VA A L T 0 2 S BT AT b 2 DU Jst ol 32
(4 B AN JE R (BEC M) 75 B3 22, 1717 B4 i A ) ok
b, PR LA, UL ZECMPURL T I
105 | EE JFF 27 Ak, 25 ol 0 A JHT 9 1) JHT s 44 A
JEE T AT 1973 B LKA RN b 2238 4%, T GF-B, 2
WA R L RIERIZ )R, TGF-B,
e — M EBAZMAEYFDREA 2K, 4
MR AR 2 A A o B g e
(R 1 L A2 5 40 B e A, 1l A AR
JA T 1, 75 5 40 B T DA R S 1 1 2 ik R
JHFJE o 22 Bl 4l i 2 ] 7= AE TG E-BY, T i Ak
i R O 5 I T L = 1T B
EAH D ADT A e S ek S | i R L )
Y LURIL T 3R, BITGF-B,s. HLH7E A
R AR E R TGE-B,. fEIEH
JHE, TGE-B 4R E 5404 T ARG 40 g, LRk
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2 (212 BIRFIATRLACTGRZRIL (SABC x 400). A: S,Hf); B: S, .

JFFFE DR A0 6, T P S PN R 4 R 4 i D G 3R
k. TR T GF-B, i Ak o A 2 A1 F A2 e 4
b IR S 32 AR S TGF-BRE 45 4, SRR
w, a1, I0, TS24k, 32 A 7E K25
ML ILAE T A b TGE-B,3 L5 5 40 i
JE R T 52 AR 45 4, W0m Smads 2 A IF IR L E &4,
H LA N A% N b 3 e s DR A 45, AT R
PERE DR ), TGF-B fEFTA 8 (4 i rh 3y
PTG P T 2 A ORH 23, 7 A pA) 3 1ok i e
gia i, WS N S AR S S IR AR
Yy e

JHF £ 4 A% 1R TE L6 A 40 i 0 JE B (EC M)
F7 L PR 02 2 A . 9 AR IE A 2 Jo T 4 A
Ko KB4 AP EE R AE Disseld] BRI, TIECMI
B JRN B AR R AR R T GF-B 45717, fhBE
REACIE LA 1, ST L A AAE, [l i S 4 o]
B R AE . (R SLR T, DA 3 I P B 52
0 a5 8] 51850 Bl A 2T, A A 5 AR
2L, 7EDisselI BRI EEGIRY, 482 BT 52 B0 M
k. A ANRRTFTIESE, TGF-B, 5 4744k 56 2%
h D), ABLE AT 4 A AN R B B LSR5 R 43
MHAE ARG R 285800, Y0
P T GF-PB, 3 2 pH 9] 40 45 i, 1 FHF 400 P s
5 AT GF-B, KU — EARE P ARSI I
HEANFEFYEALRT AL 20h, TGF-B, et BH M4 i
Hoor A S RIB W AT — 8 22 5. SIIA WL J22 B
PEVIIG; S, SO E M TR X SERE I 52
PN R 4, S5 A0 B PN R H B S A2 B A
TEFYEIIRG . SAEIR IO 15 £ YA R A 35 B
RLE) A A 0k S, JUIAE I 4 i g ] K
PO BHEDR, X 5K et alWEFT— L, L5
PRI AT 4k BT GE-B, & IA 1 In 1 Bk T
JEETRD S 4 M, B 42 s ST 40 B R i o T2k
PR AT AR K SRR AR Al i b R 2428 T GF-B,
mRNAIPES, 47 FHRT-P CRER M5 72 A

MMTGF-B, mRNAKIAM, Tl i )
Jr TGF-B, H s 404k 52 w40 A ol LA, 7 4T
Yl HWITGE-B, IRIE A T . BRS,, S,
TG vk 2 220 Ak, HoR &4l i 8 2 S
(P<0.05). T T oAt 5 FF£F 4t Fg b, BRPC
2 4h, HAR S IAELF4EA6S 1915 S W L i35
W 2= 5, WORTGF-B, 5P CIILE s W42 i 45 4
A B8 3 £F 4 A0 T LE L Al A5 T FE b T AR
X5 Czaja et al'" ik FTEF4Eh IR 1S H 45
FHRF. S50 R I A e > 4 S5 TGF-B, 2 7] 5
IEARDE, DRI PR T L@ i 5 B A TG F-B, W
S ERARA K S BT BLET ek 2a a7 VEH.

CTGFJ%'EIJ?IJQEHJ%EI S IP Y WN a1
BN AR R s A B AR, AT

gss kDa, & &V PR 1 B IR 2 Ik, 2&—
LR kS €a i R e S NS A 4 52 T AN
b, FORAMHSC) e R IE, MCTGFRIA
A, R ARG R A IR Ll . CTGFAE
TGF-B, M/, /M FTGF-B,{EECMER A
LA T AU IR, T TGE-B X CTGFE A
AT WY WA . NS B 5T kLR
W, {628 B T 4EALIN CTGEE A it — LR
%. CTGF KM ik g W] DAL B4R bk
Ay R RS TGE-B L FREANNET, |
HHEFYALTE L, TICTGFMMERE R £F4ik
(HE A IES:. CTGFRe R BORh N7 i s, S
HLATGF-Bic 5| N H, ¥34F, PDGF, EGF, FGF
WAL T LS ECTGF R I, (552 HAF I
S9FIHIET. CTGFM EBAERIE: ()RS fu A7
225y ZERN AT LA MU, & R ) 40
R FEACAE, ) AR TS, (4) Bk
BT A B ML TR A R IR AR
VFZ2 2 UL T AT, CTGFSTGF-BK
Z P FIZRIERIN, LA T £F 4 b sl w1, il
IR S SERF A RIMCTGRRIA I 1, 588w 4T
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YA R FE ARy 5 W3 IR ARG, T B H 2B
NHEFFRAWICTGFRIA, ol & 1, 11, IV
R i e 4 e i B B A RV R 0A, W R 2
A YEAL I BEIEAY . Tamatani ef a/' FHELISAZEH
T P A AR A I3 ORI I C TG F I & i W I
IR N AN 2 AE B AR o AR AT AL
B RN 4k P20 CTGF mRNA
(7K P340 Sk v 1 IE X B 4L, HCTGFACE
18 5 5 AT YA e R AH AT, UESE T CTGF
HIGEL S5 T bl f2, 541
K REZYIMEIT Hayashi er al™%f IE
N IR B S TR R AR A AT T W,
RIAT AL, 5 2 A IX 3, CTGF KR4,
I 40 B 22 R 41 R EC TGFRIA, 1E# 4L
I H M D FKIACTGF. $8/RCTGFRRIFRIL Y
JHEF YA AL AT B A OCPE.

TG e ALK I I, CTGFAES,
AT DX/ B AR ] 5T 40 i ), I IKF
IRA, BT S A0 RS 52 1) 386 I 2 08 52 488 i 44
AL LT /N K P 1 4k 4L 20N 1R 2T 4
A SN AN A bR 4 i b ] 3k
CTGF, (HAE = S/E M. &8st 5, B
TGF-B&& 2 Ml i 8 7 73 WA 22, e e Pk 1R %
FCTGFRIAE N, [EHECME EBUR. 458
R et al"™ N I £F 4 4b K R a2 56 45 51
L. WFITR W], CTGFSTGF-B, A RAF A 5%
P, HI9E R H0H0.855 (P<0.05), {H HLG ok 5 ifi.
T AT A FR bR AH R B2 R T GF-B, LT 3 2%
)28 HARTGF-B, /25 R IH DT BT 44k
e I, BB ETGE-B, g4k, i
FiC A R 52 A ) P A F A FH LA S b 5 1) 4%
T, AT T-BG AH il T s A S G A
PURAEAE ), KA H T PIT GF-B, & 3L R o
Tl U EEE . B0 L BRTGF-B 2L K 1)
/I8 BRDRT 2R 268 9 RE 1ok R R A, i e H AR S AR
PRAE T4 G PE JORERY. MICTGFX 45 46 4143 40 i
EAEH, BedERr AT e R 2, 72 IE RS T
CTGFRIEAKPARAR, iy HL 5 ZEAE ] 540 i b 2
ik, HAEHIIRIR T 45 4n 4147, Je—AN o HAar et
(R, WA BEL BT A mT 3 A 27 i Ak, TFBIVRIT 4F
YA BT 487G,

MR RIETE BN kG, Gy, Gy, G,
G AL N TGE-B, MCTGFR XK PG,
WERE, BRI BTG, G, Gs, GIH4H
2 A B LR T GF-B K H1TG B 35 1 22 5+,
PRI AL JAE (A7 A AR T GF-B, R ) 2

www. wjgnet.com

LAY, 5 2 E 1% B FE 2 18] G b AR B
. MG, G,, GWICTGFFRIAT &M% 5=,
G Gert 24 X, X B CTGFRIL 5T
M RS S — @R E LARAEAR O, AT
YEAL R By, CTGFRIE B AL, 1 7E 5
A B BRI C TG B A 29T = X, DR 4
DA AT A Sk — AN T A AT HE I S T A1 A TR A
MFEFE.
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FERXTT IR A SCREE, BB AR 2 o I 32 55— R 22 ARBE 22 2 T2004- 124650 DU TN 3 I0, 54
& T RN, FENKEIZ RSBt E R REBET R S #ez . Jim Tooli#d%, [ P THIEME b
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— R, I 32 B0 FE BT R B b2 AR AR A PP, 23 WIS RS
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ARG S0,
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Bl AR BRI A4 2.
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ik 2

P53 7 T 4% % & (apoptosis stimulating
protein of P53, ASPP)R &AL LA L
P53 % 69 Ik 78 ¥p4h) R B K k. P53 B AT
PN B S A ) R B, ek A S g e R A L
NABFHFHIA T, /2L de TR A X 5 Fb
RE i FIH — AR FE, AEASPPR %4
K, A1EX — P RR A T . ASPP5 P53
AR B A G IR P53 MY A T 3
A, Mo AT P53 64 4m BeL A KAFH 2 AR IR A,

XA PR3 TRIMER; AT, P53

ZTE. =W ASPPESRENMNERE. HRENBHIRE
2006;14(25):2527-2530
http://www.wjgnet.com/1009-3079/14/2527 .asp

0313

P53 T2 )4 F (apoptosis stimulating protein
of P53, ASPP)/&Samuels er a/"7E20014F K& H1,
(18— 7 P b e 410 1)k DR 5K, B S 7E2003 4F
MCOEATRIL T ASPPHGE o — Al i ASPP
(inhibitory member of the ASPP family)”. H
B, ORI Tz ZR 34N L : ASPPI,
ASPP2AIiASPP. ASPPIMIASPP25P5345 4 )n
REWUEPS3 I DI BE, MiASPPLPS34E &)
HUZAMHIPS3 (49 DI Re, X2 ORI e 56
A AH B B S AE T A ZE R KR 4. IR
XTASPPHEH KRS K Difg. H5P53 K HA
T TR 1R 5% 28 46 7 THI IR 90k Je gk AT 2708

1 454

ASPPEIGEIL A3 N i: ASPP1, ASPP2HI
iASPP. HoA & U5 F- 4k LS m g%, B 4
EH K EA R H E H (ankyrin repeat), SH3 45 14

www. wjgnet.com

(SH3 domain), =& 14 & 1 45 #4935k (proline-
rich domain)AH G L 10T, BFSTIESE, ASPP
T J 53 350308 1ok 4% ik H S M SH3 4 f 1 5 P53
RAAE M.
KTASPPHEIRSG IR EA ) T — 1R
BRI R, BRI ZASPPIAEE F
BY(53BP2 K Bbp'™). FL7£19944F, Iwabuchi et /™
I W R AT R, FIHIP53 DNASS & X ik
PR, R R T 5PS3AHH AR 250 &
F1: 53BP2( H A UESE 1 ASPP2 I CAR big 15284
IR LS 5 ASPP2IL K IBRCA1( 53BP1).
19964F, Naumovski er a/K I T ASPP2 %
ANATEHE B Bbp(WPAEL SN A i 1232
FEFRIIASPP2 F BY); 2001 520034F, Samuels
et alMe R S R IL T ASPPI SERE L .
ASPP1H{PPPIRI3BAEE A G, H11090/24 KPR
%, HIhAEX L Hhpro, ank ZSH3. ASPP2
HTP53BP24ihd, 11128 M= IEMR 4 ik, Hhfg
X i Hpro, ank, SH3Fla-helical4l . ASPP1FI
ASP P2 [ 75N A it AT C A 3t 45 1R AR LED,
HARAMMPM Y FFUh, HA# N B2 R T 4 5 %
iASPP{E NS HPPPIRIBLEE Kl 4w, M £F 2k
tape- 155N g A, Ath tH351 /M2 RER ALK, &
—APS6AL G M, HCRuGM223 M AR
53BP2IICAK Ui 52%AH [H], 1ASPPAIZE P53
TR 1 Al B 3 (Ce-1 ASPP)FEC K by
I AE. fiiSlee et al UKL T 14
551ASPP I Cii [A] 5, N A ¥ [1iASPP, 1828
AN IERR AR, Wkt LA ) J21ASPPHRE A1ASPP/
RIA(IhiASPP 4 % HRel-associated
inhibitor, RIA), ¥ KiASPPFX AiASPP.

2 DHRER SP53BX AR

2.1 Zhie SFASPPEKIEIIREMIHITT, Fed] e A
J7 Bt (53BP2FIBbp) FF 46 1, A5 H I 4518 IR
K225, Iwabuchi et al® ANy, K 53BP2fRE H
P53[DNAZ & X4l &, HOLRem iz 45 & m
FHL1EPS3 5 DNALS &, M IHIPS3 L 4 T4
Fi. i Yang et al”"¥53BP2%: 4t $|Hela & Cos-141

m¥E %4

P53 ol &
& (ASPP) R %
AHFERIN S
P53 7 % 64 Bk S5
I KB Rk,
R4 oL B A
PeLi X AL AR AT
wmin T, 121
YERALH — B R
#, AE|ASPPR
Wy K I, FAE
X — o] AR 3% # 9
7. ASPP5P53
(PEEER 3
HFF I FIRPS3
WA T
., m xFP534Y 4m
oL RAF A 2 B
WA .
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WA B A oA R I A SR T, X 5Ao0 er /') FH. Yang et al WISt K IN, iASPPRE S %A T

ASPPE & 5 4t
EaQRE R, A
R A1 A8 ZAE R 8
BB RS
iR IE

g5 A8, B 53B P2 K P TA I AR 41 i
T, MARAKP R IE K 5 2040 X DN ABL R4
SRR E 55 . Naumovski er a/ K Bbp’E Y \ 4
e, RO IEANRES D41 T, (HAES | EEG2/M
HABH Y. Twabuchi er a/t'"i i % Ye 5o i % TR,
53BP21E N HHRPS3 N 25 JE RIP2 1 IR e s PR [ I, 3
SEIPS3HN I G T K Rlras FIE1A ) /) U iR
FSCET40 440 1) 2 A5 e 2 B

WKz et al™FIFHRT-PCRI7, W€ ASPP2
mRNATE 155 N\ L5 A% 40 i 55 N Ik 2988 4
FRJurkat J Bl 2T 4k 4 i R0 45 Wi 40 AR H T-2911)
Feik K, G55 % ILASPP2 mRNATE iE 5 A\ ML
B AN R P 12 TA ZKOT L IR B8 AN AR Turkat (1)
FIL KT, I H AT 4E 4N i Hh ASPP2[1 %
KT L &5 i 4l I BRH T-291E, R IHASPP2K
mRNAF K AL AEPS3HF A R 1) b 88 41 it Hh BRI
AN FEPS3TEAR MY (1 ibsga 40 i, 36 HHASPP2
VAT IR M T AE. Lossos et al'™' 7t € &t
RT-PCRFN G2 410 5 10506 k8 1k K BAH Ak 2
J& (diffuse large B cell lymphoma, DLBCL)1}E
YRR LR (follicular center lymphoma, FCL)%5
AT R I, ASPP2E I iy (1) R A7 TG I () K,
1M ASPP2F AR A0 I ) i, $27RASPP23K
I T I R AT B R I TG 7R 0%, Samuels
et al""xF B AEAIPS3FLIRE (T ASPP1AIASPP2(K)
mRNARIETHFURIN, F60%[H IR ASPP1#K L
AT R I, 23%F0 98 ASPP2RIA K F %, H.
FEIX23% (1) 98 tF A 90% [ ASPP1 K IE K F K
[, [m) ) i %) w2, Tero, Saos-240 MukkiF5Y, &
ILASPP1/ASPP2RIPS3 L IA, i i 4 Ye 1) g
Y MIR50%I T2, MASPPIAIASPP2 5 E2F 1A
B ax 55 i 91 1) 25 DR] SH 2 508 D) AN e A 4t e 9 1
.

Bergamaschi e a/™Ki il 1 8451 /1 RIP53 Al
ASPP/KV-IE ()31 e & IRIASPP & #4521
RILTE) B i ASP PRI &1, [R] b ATT I
RNA T X RNAH AP BLASPPRIL, K
RE 5 3 55 N 2 He e N 28 40 o & A= Mg P S 3 1 97
T, 3% WH & B A SPP S 1K 53 % 41 it 4
T HATHEIE ], ek Hodr 44 iASPP. Zhang
et al"™ K} E BRT-PCR T LR MiASPP
mRNATE 21 (1155 (acute leukemia, AL)ZH
Ik, RIS IEH AN XCRIBALEE ML, ¥
RKALMMAF{EIASPP R K IL, $E7RIASPPHI &
FIE AT BEAE B 4> ALK A A2 Bk i v ke — i A

-Kappa B(nuclear factor-Kappa B, NF-xB)J .
HLAP6S(RelA)&hE &, R HINF-« BIG#E G 1,
e NE R AT RS 8 s Rk, TR
Ik SEALZHZUR A e PR I

Wit LL E—RAIFFCIE L, ASPPEE KK
Ej N8 % DA 9%, ASPP1 M A SPP2 i 1
PP53 5DNAME &, (EdEPS3(E I T A 3))
TS AN, TR S P SR PS 3 A AL 4 I T
Thfie, {EXTPS3 4 i Az K A5 3 ) RE Be AT S i,
Samuels ez a/" B RSN SZIGAESE T X — 05, 5K
LASPP2RJU20S 4L A, Kl P53 e 4% 5 Hit i
TR I Bax )8 2 1 4 6 ik A2 55 40 i JA A #t
PEBG A EIFIP2110 5 3 T 45 &, 4R BRP53
W5 ST RN Bax ) JH 8 145 4. MiiASPP
EjASPP1 X ASPP2IF iy e NIl A iz, Ath B4 ) 4
M T, PIIiASPPEASPPI/ASPP2—FE, HAT
AHIF S PS3 45 A ) X 4k, #dLnT i@t 5 ASPPI
MIASPP25 4+ 5P5345 4, M HHIPS3 )4
Ihe.
2.2 5P5389x & AP, P53 AL M
TR R A R OCE LR, PG40 L N PS3
(AR S D g 43 A 225, B 2B P S 3 g Al
RAZRIPS3IIRE. 45 2 WURIF T R W], E50% ) il
I8 A0 il TR AEAE E PS3RAR. Vogelstein et al'™ M
BRI, HA B MEPS3IE K 545 (1) /N B AE 4D 4F
IF R R A i, PS3IA S8 AR X di  EAE A
PS3Z O X EDNALE & X, HASPPYEH X
B AH—3U. Twabuchi et a/®'fE FHAIHT 7T &N,
HPS3DNALE A X AUR17SHELR273H K 2E 5%
A5 J5, 53BP2iANfE S PS3A HAEH. B J5Gorina
et al™XOME R, P53 5y Rk A TEAZ 124 [X 4k
(R248WHIR273H), HZP5S3DNALE & X 38 /¢
55 ASPP245 & (1) X 4, /R Samuels er a/' il i 44
SPGB, ASPP1 M ASPP2REfit 55 4: AU P53
ghdy, MRE AR MPS34E4, HREA G P53 E
AFRES ASPPE FIAH IL/EH, 1XFE, ASPPHA
RE A % LA 9 P 5 3 1) A 8 T A T iy - 4 L 449
T AFICE BRI, e 4/ P53
5 ASPP2AH HAEH ) — > B JE IR TR JER 181
AR NS RIR B e T R, X e HE AN T A
5 ASPP 1A SPP2IL [F] 4/ FH ok 448 ot fifJaq 4111 1) Ik
K Bax [ T 1 .

UL, BF0E ORI, 5 K e &
T E A ARG ARPS3 AT AR U PS34N i, 451
TE LA LR IR AR HE IO 7D 28 4 fie g v
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P53 548 /N T-25%, IEIR IR 40 i 3= 2 ik
NHASPP1 X ASPP2IFIL i ASPPI &
T ERANEI AR T, Liv ez al" R IAE S
A AETUPS3 I IR 4 e, ASPP1 X ASPP2(F)
mRNAMERIE N, BT E S5 ASPPS'E
5 X CpG & 1) 5 ey FR AL AT %, ARLERT H Hi6S
ASPP_ 7RI 8 BF S M Ab TR 2, 1
S B0 AL 1 BARBLE] A E— .
Ab, TR A B AERIPS3 MR 4 i, ASPPEE [
G2 R A T R EE A E, R
EMori et al'"TBRER K EAE & R IL B RGE
& SR RPS 3K IR AN i E AT WL 5%, YR R IR
S3BP2AFERA, (HIXHAREVEASPPE I A
BRI T 5.

3 5HMEBRNXR
ASPPAER REG T 41 MPH T- I L A, b1
5 e 15 %2 B4 IR IR R R E R A HIRR
(i 0. 2 H AT A 1E, R RIS S LR
A DoF e 5 ASPP2 A LRI (A 5, R
Bcl-2 (Espanel et al)"", p65/Rel (Helps et al)""”,
A R B (Naumovski e al)®, c-Yest ik
FI/YAP(Yang et af)®”, &5 IR FE B 90 (7 R )
/APLI (Nakagawa et al)*" K BT 4 93 B (Cao
et al\*" . ASPP2{Jy 4R it o HoAS R MR T 42 RISH3 45
R XL (45 s W, BRPS3ZAMARE S
ASPP145 4 148 (1T AT 4445 A T

3.1 Bel-2 Bel-25 et AR IE SE Re 40 i 40
T2, JEK AN A 1A 2R . A RERS N HIPS3 75
TR0 0 6 v AN 55 i JE X 4 e S ) B A
J. ASPP25Bcl-2 (1454 X AT 5 P53 1 45 &5
D} A [F], RIS H3 25 A4 AN 75 2 M P 41, i
P535Bel-2 AN BEF I 5 ASPP24E 7, Al 1l it 7
4r 5 ASPP245 4. CLAIBCl-2AE A HIPS3 /S 1)
AT AN 5% e Sk 290 i R 0T v, b eT
L E, ASPP2iliid HBel-256 4+ 5PS345 4,
{fBcl-25P530% &, #iiBel-2, Mg 7 P53
SN T- . (U, Bel-238 /] LLE ik
P 55— B 5 PS3FABL I e T B4 I T
SERFE2F-URANGIE T2, miF 7 &I, ASPPI
AR E2F- 1402 4 L T2 3R 2 15 kA
Bel-252 1l A [F I HL S 43 0 7 H P53 A
E2F-1 M T 28 14000 40 B8 T i AE I 16, sl3s mr
PLUEASPP1FIASPP2 (P 1 41 Ja 3 T 1¥ 1 H IF
AN 5E AT I AMBIB e 1-2 RSB, 1T L g A
W5 T PS3ME I T Y. B2, ASPP25Bcl-2
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(I AH EL A FH P 5 R B FE 2k i A g — 20 1 B
3.2 P65 Yang et a/® i 52K K I, ASPP2fiE
ENF-« B A7 P65(Rel A) K A M HAE .
NF-x B2 A% K 7 B\ — 4 8 G, s
NF-kB1(P50), NF-kB2(P52)FIR el & 1
RelA(P65), RelB(P68) fc-Rel%s, J& il /7 E T
S B 5T P IR — R R SN s R, — DL R
AT S AFAE AL DA 5Pk B(inhibitory
kB, IxB)&5 & M e —Fh T e — SR E K,
20 B2 B W R S A SR, Te B 22 5 1R
FRIEEWERA, b0z #4L, TkBSNF-xB4)
29, NF-«c BfF AR S oK, Bl R A% H 07, 5
AH IR B 5, AT I ) B i i 46 5 PR 11
5. S3BP2(HIASPP2I 55 123-1128 M= HE1R)
RE LT POSIH L X I, BAE: IR IIReIX, #
AR T S I IR I 7 456, i RIEM
P65fie T ES3B P21t ik M il 4n s 1, {1
53BP2 I EASPP2IH—A v B, P6SXI 5E3E 1Y)
ASPP1 & ASPP2 ¥ 1 HI A s i A5 1t — D 9E.
BN, TR A 0 N S AR i B B 7 )R
Wi, R R 2R H BT SRR
A R 125, ASPPI A I S — RAE ] T #19
FEDAI 0 g, B ORORMOR T B KTk A5 0,
B H AT ASPPIIAEFEA WAL A, XFASPPI
FELHIIG 2R, T #iili A SPPak i
ASPPAE = PS3 175 4 LJH T2\ D) BE, T RE
X ASPPIE R = A A& 52 FITEVE F I 29, JF¥%
I TIGIR, ¥R KN 28 M7 .
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W 4248 I I BR(SCFA), L35 LB . AB Ao
T, 2P THRALMEEW 4L RE, 3
W b RS F R %5 W K Fe 45 By S 0 TR By AL A
A.EER, MESTAEMFHRRGRE, £
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R SPL 30 400 K W v 1) DR A A 0 ] O e A K o
(W HEAR TR (SCFA), 1if 2 NIRRT ] 1R
XEESCFAREN hy 4 i fitaeat, b TR
ZIAN ) B RO UEN. A\ i i vk S
FEW, TR mEIREE LI bk A,
It HL R 2 hE 40 i DR I T8 1, AT AR $0 4
FEVE R, W e, TR AT et =
IR S I VE 45 o R I A AN RSN R B,
TERIE FAT PR VR, ATk i R 4
JER IR SR BE IR 1 (R 23, A5 S IR 4 a4
AR T, A0 e A4, IF HaX iR R oo
iR S A A i R A R R, E A B S
KT TR i Th RE 4R, R mE N T
T BT A OB SR 55 /0, i 9 77 T R R R 7R AR R
R, RUEAS SO P T R R R S B
FE T BRI E—2R0A.
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| B&Er T BREPE RS
TEIE R A FDIRSTS, B mEMED N A ST
PRFF AN S, AR AS [F] iz B DS 3R 58 5% A1 AN [
AW T R ME A AR 2 7. B IAC
pH (2.5-3.5)%) K2 B E AT Mk, 4nis
P HCE N 10° CFU/mL; /N T E T ik
AR R, 45 B A e (B AR ) R 2R R B
AR b, A% 10° CFU/mL. K
W B TRER AT B AR TR A% 1 R R AR
B AL AT H A A A e B S 2, B
% . A WFTUR DIAE A R S0 N 45l oA R R 48
AR IAF107-10" CFU/L, 47300-400F, =
%K Bacteroides, Eubacterium, Bifidobacterium,
Peptostreptococcus, Clostridium, Enterobacteria-
ceae, Streptococcus, Faecalibacterium M Lactobaci-
Hus“5P,

T RE BT B, FEE
TR W®IE (Clostridium) ¥ AT % J& (Eubacterium)
FARKT W6 & (Fusobacterium). HTA&4%¥557 07
LR, T I IE TR TR AR R
LD AR, BEA > TR R K
&, WiE T T IRE R TR KR, F 2
P TR R A LA A B A 44 . ik £ A
SUINN, Fusobacterium prausnitziiff]—YS B EE
S TE R B TR 1 (H S O
RRIN, XM LJETFE prausnitzii(f5=] TR # 1#
FrAE16S rDNAJP A AL HEAL - IF A5 FE R
FusobacteriumBFE AT, LW % E
VK38 )& I B, Bl Faecalibacterium prausnitzii®.
Eubacterium W& & I ZEFE h 3277 TR
W, UNE. rectale, E. ramulus, E. ventriosum, E.
oxidoreducens 53 P] 1 N FEFF 73 5 3. Duncan
et al®" M M NFFER RSB RIE. oxidoreducens
HMIE prausnitzirhh, &R T 5K A H A
(K177 TR . X SHRIE 2 0] H16S rDNAJF SR
APETE98.5% LA I, R K R B RE PEARAEL, HI
5E. rectalefi N, HilIE16S rtDNAJTAI 7>
W e RIVIX LR R SR, cecicoladi R T, HY

w5 ok 4
TR AR F
a9 R, A
ARG E AL W
K Ao 25 17 % 09 T
BrAAE R . Bpid =
THREA TR
LENISF-R S
T TR HiE s
AE A9 IRIE, 1231
HRFETHEWY
BT Y, LF
REENTEY
FPHRGEIE, *
THiE=THRE
AR R BT B R
TR A T IR
Xyt &, fmid =
THEALT®R
FE. RHRE
B R EAE R =
FZ AW E R
St —F WY, W
I E TR~
TWHAEEAE
Fafl & A F W
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;@ giﬂ% . JT AT C AR AR A E BB A T-95%, itk — B P
ET A, . o
%z;}i T ﬂ?zfi:&] % REEINNBE T HFRoseburia intestinalis. 12 l
ASLTE AN A HE16S rRNA (tDNA)ELH T, Haid 2B CoA

49 AF 7T 2k R AE
W, bR AT 5 T
A &4 A} 5 9 A A
R AR, LFEH
otk o T kM A
4.

75T W B Eubacterium J& W LA XR. cecicola, R.
intestinalisFIF, prausnitziiFh i R ERES 8 T4R H
JE2(Clostridial clusters), 1H43HUE A [R] A IE A,
HHAR cecicola, R. intestinalisJ& T Cluster XIVa,
5E. rectalet ¥, TF prausnitzii 5 HAB =T R
R R HIZ, 15 2 /NRuminococcus Al
T, J& A —A W Cluster V!,

ANTE]NANR o L Jip e =T IR B AE e 2R 0 £
A FAEAEZE 5. Barcenilla er al" R T RARE
EHARMIAMERN L, BUFE =B FAEAR
)R SR Th 20 2 T 313%™ T IR B, IR
A TARRA AR SN W™ T B 5K T2 mmol/L,
Forp N LERE D 2 B B0 77 T R WA ™ T TR
B, 217 50% ¥ B> TR K110 mmol/
L. it 168 rDNARIRFLPA M0 KB, 3Fh
FEREP I T T IR MR A AR IR K e 2
JLEFER T TREMERZ, MEEHERL,
FRET A AR TR A 2R W] D TR
H AW 24 BRARER P B RRREAT 4 7 A0 I E 43
Mr, RILE 108697 5 )& TE. rectale, E. ramulus
BR. cecicola, BT WK SE. ventriosumBE

prausnitziiff 2P HIANE R T-97%, F3H 345
HARHNE. Hold et al™FIH116S rRNAFR
PREEXT 1O NFERE T 7= T MR 1 Eubacterium hallii, F.
prausnitzii, R. intestinalisF\Coprococcus eutactus
AT A B2, RIS N FERE A /DA
HEE3M =T MRW, BIE hallii, E prausnitzii, R.
intestinalis, 53 5 BEASFERE TP 41 0 2 400.6%,
3.8%, 2.3%, H.HR. intestinalisfE prausnitzii
MR NS B2 W TRE. 5
NI = T TR Wt AR LG, X 3h ) R s /.
Gong et al™" " FFH16S rRNAKE K 7 b A1 5115
AR RT3 Y38 Tk A= ) e B 5 4, A RRILIA)
XSG A el b= T R T A FLIRAT B LA
[ Y N sk A i R O T8 A &t s
KIF=TRWE prausnitziift 5 W e %,
oA TE AL AL AR, ot ™ T R B ) R
I AN 2.

CL BRI, E prausnitziiFIR. intestinalis
AR NS IE T OL = T R . T HoiR
BIF IR, X PR AEAR SN R R = A K
BT, THM &5 110 mmol/L™. Kt X #
Ty T TR B AT e X Tl fg B A B A .

TR THECoA : JZBECoAFHEN

TR ZIECoA

B 1 JER™4R{2(SI8Pryde SE, 2002).

2 FFTEBRRIR

77T R B AT R R AR 2 T BEC o A K
TER(EI). — oAk, TR A FH A A T 1R
)2 fe. TR IR, THECoA: &
MEC o AL il i) et T R TE ot 4 v 1) 3 22 .
Barcenilla er al' WAANE FRHT G K IR, 4355 3%
FERITARRT T TR B 1 50% 5 B FE L~ T
1R, R IHE R THECoA: ZWiCoAR
BRI R T R,

Duncan et al'>" VR ISk B N FEFEIR, intes-
tinalis, F. prausnitziifCoprococcus sp., 1EARAR
SRR P KR TR, R, intestinalis F
F prausnitzit A3 T BECoA: LBECoAR LN
WEPE, TG T BRI IS, > DL 250 A e A gk
ATARSNRE TR N T BRI SR A e A T 1R, Ui
X P PR A 4l SRR T B AH I, Coprococcus
sp. AN B RRAE 77 A2 AR, AL RE IR P fE A I A
TE T BECoA: LMECoAREFSBEAN T R A 1) 35
k. Louis er a'' ™R FIX T RIS DR EAS U,
K A [FIAR 1 B (Cluster IV, XIVaFIX VI
3RRARK M T IR v AT 4Rk BAT T R W ity
Tk, TS 2 AT R 38R A T BECoA: &
WrCo AR Mg G 1. — GO T, miEh L2
WRE S (W —FP IR DR, DL, T WECoA: &1
Co AL I T BE & Wi h 2B i T IR 1Y) 1 ZEa 4%,
Charrier et al'"'7& 85 M iR oseburia sp. ™ 5 31,
T MBI Co ARSI HE A, A5 ZECoATK
il AN 4-F2 55 T BEC o AR AL BV IR AU AR, 762K
JU AT W Hh 235 5 AR SR AEAE I R B A T 1
CoAMIE . XM BT K I CoARL RS I W] HE AL 45
JYr TR (1) T Jliied i v FE A 1.

BATVI SR IRAEATHE i W T i TEm Wl 2% %

ICOHRR AL, MR w T IR & i BSR4
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12 b A9 I 770 08 T B, T R U B 2t 2K
LT, R BT BEAFAE S LR E A TR I

3 X T EREVEZI
3.1 Wi SLER = A W AR R A S5 V2 Al
A0, H5 BUECFF T AL B AT 7 AR FLIR, AH A I
RETIRA AR N iE PSR, MR, 4
S5l AR AR W R A S5 I RN, LR ET UK.
FLIR W FE TH S ke 23 52 W B 7 KRR, e
ST EY X R M dlmp HAR. Db 4+ 45 1 AE
ARG FLRRA BT 1R TR P-4 06T B
1EFLRRAR 8 DL R A e 45 I A A S22 E H (512).
Duncan e a/"™ NIEFE b 43 29 3194 FLIR I 1 4,
AT RE R FLIR A O R = 28 T IR, Hrhatks
5458 HE. hallii, Witk N Anaerostipes caccae.
E. halliffR#35 mmol/LFLMR W £ #25 mmol/L
TR, PR 2 BE A7 A I L 1 s B Y
CAVE R A SR, 3L ) FH B Ak 5 e 0 AR R T L
B AP W Bifidobacterium adolescentis W IRILR:
TR, 1ZOSUEFT R AR B P A LR 4 30 e 1k ik
TR XA HAR A B TR HR B E
M7= TR AE FH (K2). R4 Milt5iBifidobacterium
adolescentis, FLIEF|HE A =T W # WE. hallil,
Anaerostipes caccae A HAE RN &KIN, E. hallii,
A. caccaeft HTEM A B IR AN ge A K, (HEB.
adolescentis L AE I AT 7= 42 T 8™, Bourriaud
et al®" @ i AR AMEE % RN i ik 2E A mT R H
DAY ML AL FL IR AR 4 B AR & 5 T 2. Tsukahara
et al® R G AT FC R I, 025 0 1 vl ) T
BRI =, A% w RIS T Megasphaera
elsdenii MMitsuokella multiacida ] R FH LR 2,
W AR TR, DAt pH SR A A o T TR 75 2EAN [F]
S B 1) P R .
3.2 B R Silh T RIS A S BN
Tk N &5 i (R P R 2R 5 R ARG, W) &1
Y8 Y A A T R R T R I A R, R K
214 FE8O gZT 4EHkit - 5i300-400 mmol/H 55/
Wi, H460-80 mmolky T " Schneider
et al™ WS R I A 45 = 1 By ml Al N 2848
TR FE B i20%.
SilaNiERm GRS TR ' WA E VI
#. Duncan et /' Tl AA SN BE R I SCEEGE R
Fag b vl e 3k 7= T BR MR oseburia W R A K,
TSR IR A S W e A2 G 3R F . 445 1l N it
PEVERD B S IG s, 2l 1R BN N, AR
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TS AR

l LA

;

FUigR. ZIR

LRI
M. elsdenii, E.hallii

TR

2 FWERMMFEEREH TRV ERE.

B I 10 R v BT oy %) B A A B 2 B . Pk Ve K
155 W A2 Jip b By n] R e AR TR, A I
Z2 Fk AT A B E R AR E W ) R, TR
e FLAE S5 W 1R W, AL 45 M T IR R N 5 1
DD[M].

BRPUPETERD FO B Ah, VF 2 a0, A
DR R s nRasy JIIE IR 53 178 3/ NSRS BN
SRR DRI SRR AR TR I A
A DT i A TE AR ) DX R R ) e SR
FFF BRI R I BT 1D 98 B A 1 81 8 Ak 1 FH Y
Weaver et al> LI - bl /£ A ctinoplanes 1 1k
() — TR, A BE A0 I XORE RIS By 1 A, AR
R, 2500 T g™ & R, T SRR
(7 o T B T X S8 i T A 2 R I R I
W H IR, I, IR 2 R v R
P = FLIRR M2 5 T T BRI ™ 5 (K12). A
S = AR TS MIE LR O AT A I B TR ) R
IS REI, AFHEWT I IS, &5 W P M T P
WY T B, (H AN LR B Al (e dEATHE 45 i T IR
7= A0 DRk, T R A L IR AR 1) 2 A A
iz 2 A R AT e R A ik T IR I D fe. pH
W TR AR — N B R, RV INTR
B R 7K A 5 A I T e A A4 8 DR AR B 7 N6 FF
AR IN, pH 5.50 T BRI L (24.9 mmol/L) i
F i TpH 6.50 TR (13.8 mmol/L), [FII &
PURpHAAE 7= T R A ) B 44 i 7.

TR T A R AR, T R R IR B
FUIE IR 2 BF 9T TAE & 6. ok b
I T FER R RE, KT iE )™ T 1 e
AR T AR T AR KR Bk g, i
FET R ML TR A ek H AR Ars 3 4k
Bl = 2 18] (1) 06 ZR g ok — 20 1) B, 1T 45
T R R s AR WA R R R B
L7 PR IS FH i 552

4 BEXE
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BOT AR E AR, A RE S Ok LA
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B (60PIIRIGYE T A, 7041 4 B4 T A)BEHL
53 ARG T 4R B Al TR 4 #6561, A S
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Xl BPE ARG B TR R K, IR
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Ao B ALEEAT T
IS TP BRI
& 89 B 5 77 4
ok #749 TLAE.

275BIAT AT RIATT, 22061352 K J550-60 Gy
RS R, RS E S A R RO B vy
FEIRK, HaiFARAEGRIGHOTARS a4
TERI I N37.1%, 41.3%(P = 0.4474), HApIIHY
HS atEAEAF RS MA13.1%, 35.1%(P = 0.0027),
ARG E LR H S aLERY 5 N14.7%,
29.2%, JRiRE K 530 825.0%, 16.2%(P = 0.002).
S5 Fui W, A S PP RCT R T & e A
TAAR G A A7 2, BACR A B2 K % 20054F X a0
et al"" T T BE ARG DA A
R0 (0053 ) FA S5 T80T B 45 5, 54961 5
JEA R B CRai T AR Y2756 . RJFHUT 41274
iy, RS A G bk 25 T B A H 4 o A2k L 5
HRAYE. 26961). BAL(WRELE5 57 1-24%
1594) CALCOM L5575 =30, 12141), 453
SR, MIFT3EEA, B, CAKIS atbEELR 050
50.6%, 29.3%, 11.7%(P = 0.0000); H [ H&
A (T,NM,), BA(T;..N,M,), C4L(T;.N,M,)IFI5 a
HEAER 5 58.1%, 30.6%, 14.4%(P = 0.0092);
Wk L2 e R S Al T R ARG BT 4115 a
HAE 2R 0 17.6%, 34.1%(P = 0.0378), AJo
T Jis P bR L 5 B 8 i LRk S RS R
R ZE R K(35.9% vs 21.5%, 19.7% vs 4.6%, P
<0.012); Wk &R PIVE B AT R AR
Je T 2L PR 36 s A R L 4 e s 6 03 i) i 27.8 %,
13.3%(P = 0.006), Bt Ui, ARSI AT H
WK A B I AR 2, TR BRI T & e
BE R KB BRI et alt R
EIRRA ARG T 80T BEA LI M eta 73 B
2 W B8 o A VA R 5 W 2 85 1 e 8 AT
TS MO v W A S ai A7

5

\éN

2 REEABRYSHRESEE
B P AR A5 0 BT TR V6 7T 1) S Y T A
FERMB Ly AR, N B e BB
55 Bk WK AL 55 78 IR B Y
HCEN NN b N VK VTR TataovL € T
T JBUNTEE 28 BORTEIG % . O
HEARAT S AR PRAESE IR RAE, SR (K A7 I
i, TR A7 U2 21 T Pk

BRI L AR IR 1 5 IR M E SR
B b8, A2 DA LR XA P
¥e o, 15 oo T2 B IR BT A8 B AL IV £ 5 55 ik B2
45, SR T SUB I SR L RV Lt L,
0 A0 AR N BB A R R R AR ik
WA, JTAG BN, BT R AL, E Rk

IR ELE U B e B A e B AR £ & AL BB R Ak
ELAEEERS. Ml 2 5 AN, R AN
TV RN R 2 AR TR, i BB R
T8 A8 U2 A I R S0 Ik e A, T LA i A 3 Ak
PRAE R ) [l B S SR e s n 7. R IX
SO 0 5 5 7% A e B UG T R R
BT AR L4 S AR TR
B

Xof bR B A TR B AR R
2R AN T BN R AR, A B A s
TN B R R A, 6 BRI T DB R R
B IR IR Ll RS el o, (Rl p 2
GBI BB X Ik e LA, BRI T
RIGMEHI R RO KA TRE L3RRI
B 155 S B 20k A5 X BN R AFLE, 1 R RE &
BRI L X A AT R R I R A A
Fe X3k XM et al “HE B B EAR VA AR S5 PRk
ELGE R A — e A RAZE 5 EYRR
R FH WG A R AR LR R (64.1%), V1%
e A5 TBH I S 1 A X, R et alt R
T8 B AT W S i LR AR EIX
I ENRE, 361585.2%, 25 ABE kB4
RAFEG 2 LS, LR SR W T
FE G X, R B L, 1K = AN
T98.2%, A N AN [R10 A S0 A S H 0 7k £
SRR IR L 25 . 1R AR U T [ A
T RIRRI T EBE ARG =R A
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= NN SN SR EVS RS R S VAR NS
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BIRR A VE BB AR T B BTN BT, UG
B FRIRIR, B — <15 em(R AT &K
[%2.5-10 cm), HMAHIIRTT32.0-72.7 Gy/16-45
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A HAHRAE, 5 a7 5(30.3%), 5 a5
KHF BURHAHBA(57.4%).
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Abstract

AIM: To investigate the expression of vascular
endothelial growth factor (VEGF) in human
gastric cell line MKN28 in vitro, and identify
whether exogenous prostaglandin E, (PGE,) can
increase the expression of VEGF.

METHODS: Human gastric cell line MKN28
was culture in vitro and then treated with 0.1,
1, 5, and 10 pmol/L PGE, for 3 h. Real-time
polymerase chain reaction (PCR) and Western
blot were used to detect the expression of VEGF
mRNA and protein, respectively.

RESULTS: The transcription of VEGF mRNA
increased in a dose-dependent manner after
PGE, treatment, and the difference between the

groups of 0.1, 1, 5, 10 pmol/L PGE, treatment
and the control group had statistical significanc-
es (0.67 £ 0.093, 0.74 + 0.13, 0.87 £ 0.07, 1.49 + 0.15
vs 0.42 £ 0.10, P < 0.05 or P < 0.01). PGE, also up-
regulated the expression of VEGF protein in a
dose-dependent manner, and except 0.1 pmol/L
PGE, treatment group, the difference between
the groups of 1, 5, 10 umol/L PGE, treatment
and the control group had statistical signifi-
cances (51.02 £ 2.16, 66.69 £ 9.85, 136.49 * 6.89 vs
26.87 £3.98, P < 0.05 or P < 0.01).

CONCLUSION: PGE, can promote VEGF
mRNA transcription and protein expression in
human gastric cancer cell line MKN28.

Key Words: Exogenous prostaglandin E,; Vascular
endothelial growth factor; mRNA Transcription;
Protein expression

Xiao WM, Shi RH, Ding YB, Wu ], Tong JD, Yan
ZG. Effects of prostaglandin E, on expression of
vascular endothelial growth factor in human gastric
cancer cell line MKN28. Shijie Huaren Xiaohua Zazhi
2006;14(25):2546-2550

ik 2

B#: LEAT 7] %E, (PGE,)* § 5MKN28
4m e dn 8 R A K B %(VEGF) mRNA%E 3 .
BB F K KT A

FiE B BERMKN284 e 5 4570.1, 1, 5,
10 pmol/LR FE69PGE, A 223 h, £ ] VA % B
PCR, Western blot#: | VEGF mRNA %% 5% /K-F
B VEGF% & F 5 K -F 8 AL,

R HEMKN284m 22 )8 R Bl iR E 9 PGE,
4/?}%3 h, VEGF mRNA % ik 2/ 4R MM 3E
Ha, H kA EPGERE 0.1, 1, 5, 10 umol/L
BF 55 & PR 2B A) 69 £ 5T 3 A et 5 & L(0.67
+0.093, 0.74+0.13, 0.874+0.07, 1.4940.15
vs 0.4240.10, P<0.05%P<0.01). VEGF& &
(X ZFE5PGE,REHFEEMMEX, HEAKXE
PGE,RE 41, 5, 10 pmol/L485 *f FR 41X |4
o 2 F A Yt 3 & SL(51.02+2.16, 66.69+
9.85, 136.49+6.89 vs 26.87+3.98, P<0.055%,

www.wjgnet.com



EI5HE, . PGE N BEMKN284BI8VEGFRIARIZID 2547
P<0.01). JERE R, MKN28 B 4 AR IKPGE IR r AN ma% 44 78 N

COX-2, PGE,
A . . - IﬁJ E@%}Eéﬂ, PGE{T’EH%WE%%U%JOI umol/L, M f 4 A R A
gflb: 9]‘&'}&‘1)(}152—“]‘_‘1&%3%?}]” A %MKN28£&] 1 umol/L, 5 p.mol/L, 10 p.mol/L, 1/'5)5@3 hEL& J?;{;fl]gzj.ﬁi
JRVEGF#) R . LN /> 3| 1T Real-Time PCR, Western blotfs .‘/,\;:Z ‘;ﬂ{;EGF
=B N ~ Ak ot B T g e F B
XA WFIMBE, MEMEARKAT; meNap W AIPGE, I B AL 69 % 53 5
& EREE 1.2.1 VEGF mRNA# R = WEAM, A1 mL 5, #ma 4

BB, Minte, TEK R, 28K, TSN PGENY
BEMKN28MIBVEGFRIADFEIN. BRENBURGE
2006;14(25):2546-2550
http://www.wjgnet.com/1009-3079/14/2546.asp

03I

IREALEE-2 (cyclooxygenase-2, COX-2)J&—Ff'iF
T, 74Nz S ROREN, AR %
S T A P A I A T . TR KR
WFF R, COX-255 8 ¥ 5 A RTIE i e L AT
9% COX-2EBEEE I 2B i T 244 AL Z
il Y HT 5 IR FRE, (prostaglandin
E,, PGE,) 1MisEHL1, PGE,REMS I I 40 i 5 5
SRR B, (EBERE 7013k, oS A s 2 R
G, I AR LA T R HE 1T 3k i e v i M
R WA R AP GE, AT i i 5 N i A K
[Al-¥-(vascular endothelial growth factor, VEGF)%
M AR R 7 R 2, 2R 1T 2 5 e %) 3 A i
B, BA TR A IR BE R MR M I PGE,
Xt FFEMKN284 il VEGF mRNARIVEGFH [
(K22 Ik ) 5E e, LARE— 20 i W CO X245 1 Ji K
A RBETIAE.

1 MRRT5A

1.1 ## DMEM-F1285 75 3£(GIBCO), 41
(Life Technologies), TRIzol Reagent RNAfH#£iX
& (InvitrogenA #]), RNasedIfil5(Promega /A
7)), RNA Master SYBR Green I kit (Roche/~ F]),
DEPC (Promega/x ), %)t € #PCRIY(Roche
/A7), DNA Marker (DL2000) (TaKaRa/A ), A
W, XN BEG . SDS. B-#idk 407
(SigmaZy v, b5t B W EEOR 28w 434%), A I
i 18 1 (Sigma /A ), PGE, (Calbiochem/A ),
B-actinZ $i(Santa Cruz/A#]), VEGFZ 1. Fdht
i Pi(Santa CruzAH)), HAIRF Ak 1075
B = 3 Hr 4.

1.2 7 & FEMKN28 5 i 40 o (it i <6 = e 0
fb BB fEDMEM-F 1285 7854100 mL/LJ
A1, #3100 kKU/L, 55473100 kU/L, &
EORA FHhug)37°C, 50 mL/L CO, MM ALE
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TRIZoBAFFEHURMRNA, FI£E 4735656 B A
AR BEMSLRE, HH12 /LA AR P B M b e e
HUK 4 SARNA) S, HUERNA (500 mg/L)
1 puLfELightcycler{(#% 1f17Real-Time PCR,
KR 61°CHiH %20 min, 95°C HiAs 1k
2 min, RJGHEAIGIR: 95CAES s, S8°CIE K
5 min, 72°C#EMI13 s, 30MIEFR. & i &R &
30°C. ZERFAMIEFR A0 C I HEAT S 2 Ky .
N H{Primer Premier 5.0f10ligo 6% tI'PCRY 14
51%). VEGF5#)4: 5-CCTGGTGGACATCTT
CCAGGAGTACC-3'M15-GAAGCTCATCTCT
CCTATGTGCTGGC-3"; NS GAPDHIM 5]
Y 5-CACCATCTTCCAGGAGCGAG-3'All
5-TCACGCCACAGTTTCCCGGA-3". |y 1
FEIAELS /LB RN AL iUk, SRS 7EHigh
Performance Ultraviolet Transilluminator (UVP)
B R R B, g . R B L
RocheA wl (#5857 M RGAAT A0 & &2, H
GAPDHICHE 5 VEGFIEK CHE 1) L E A2 %
FEDILE BRI FEAS T IR RN 5
1.2.2 Western blot# M VEGF 89 & & #4 & & I 4E
0, o MR AR A, A B, R
& PR A M40 pg, #117100 g/L SDS-PAGE
FEAEIK(100 VIEEHK2-2.5 h), HIK5EHEE
DL 0 J772:(288 mA, 88 min)Kf 7 B K
FIAHT R AR AT YE RN L. R 5 )i
2 T W WS Y37 C Y (O LS L IR Al
50 g/LBiNIEZF9537°CEFAREE 1 h, AL 2200
MR IMIVEGFZ ¥, 4°CREZN Fid i, YEME, TnA
11 20004 B (1) S AL WD IEE — BT, 37 CHES)
WEE2 h, Ve, HECLALZ= AOBik . LI/
P B-actinf LA A — Pk T Western blothi I,
PEAHIWTEE RN S . B2 G iRYE Western
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2 BR
2.1 Real-Time PCR%: & Real-Time PCRY 344
Rk 45 3R s VEGFF BEKEAE100-250 bp
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HBAT K E(E1A). Z£PGE/£M3 h, VEGF
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Hiom. A S 5 H ISR 4 1 LA 3k
17908, 45 3 57" VEGF mRNA F A4 PGE, ik
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LAbBE 415 0] 21 2 () 1) 22 e 38 A el 22 i X
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UL PGE,/F 3 h, VEGF mRNARKIA 571 &
HAGPER N, PGE, 114 5% /K V- 52 Wi VEGF ) %
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) 1) 26 S 3808 G v 275 (51,02 +2.16 vs 26.87
+3.98 P<0.05; 66.69+9.85, 136.49+6.89 vs
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VEGF# ARIAEBI N, (HEZ 243 X

3 e
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FEFTA AL g b e S — A, M EAHEAR G
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HILRIEIKF R R s o A AE &
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A ERHT A IR Z PG WIHTHI IR EE, (PGE)A ¢
e R A R MRS, [H I CcoX-24
FUE LD P G A T BAT B 6 B 45
SR (R AR T, AR DIHLRIAS PR, L4k
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J# (microvessel density, MV D) 5& = VFAl R
(R ILE . ASDWETR B, BEAE MMV DR 1S
T, R 5 28 i B A M v e A W S kg it
Ja B g i A BT AR DR T A 22, H R A I
B AR EN RS VEGE. I/ MRE A K
T AR R A H
HVEGF A58 AN MR s il A5 e AR K
DA77, i de 7 (1) L6 T A 0 DAL 7, A B0
K22 B 8 (L FE S AR I R SR I A= K
ok R e AR, A IR 4 I T AR R R AR I
B AR AVE IR, IS MRS TS
O,

EEFERR A KBS T, R &3
i 98 B A L R R, IF SRR TS )
G FER TR I B A LR COX-21 %
%+ PGE, & &AMV DAFLE & B I AH 5 PE,
COX-2%KiEHVEGFEREW B #F MK, COX-25H
VEGF-CEIAKF I kBB AHC. TATk
) COX-2 Jiga 1M T Ji n] fie A2 18 IS PG, (i i3k
B 2 ZAVEGF S5 AH JC L N e 2 Rk SE LY. PGE,
A ) 38 S A e R e A i A ) P A, T R 8t
JR ARG, BN R e A AL WS LR A
KAV B CAEWIP GE, AT A /) Bl 0k 41 i 70 45
M VEGER AR hn"". Huang et a/”'b
UESE, COX-2JithL: Y4 rl H4 ITHIF-10. (hypoxia-
inducible factor-10) X VEGFZE B FEAGSHI i
PR Rk, T D0 R 8 40 B 1) J8 Ak 5 7% AL
A, EFEPECOX-24M I N S398 7] LA 1 411 il
COX-2/ 3 1, I /DPGE, = M i iX — ik
P, AT TR 7N B MKN2841 i VEGF
mRNAF 3K B ARIE KT LLLPGE X 5
MKN2841 i VEGFZIL 52 m. BF70 4 R 2R,
PGE, A 1E [ i 1 B MKN2841 it VEGF mRNA
5% KV e VEGF £ [13K 5. Real-Time PCR4f
BoR, BEPGE/E AL ()34 1, VEGF mRNA#;
ST B B3, Western blotSZu 45 gt —
LR, PGEAEH G, VEGFE ARIAK T &
B, HAEARIAK T S5PGE KL & IEARK. 42
JRNPGE, n] LI i 84 I VEGF Rk, i3k s 2k
I 2B i, k20 B R e 7 IR LR

EH UG R AL, 7 MR ) i B FAR 2R i R
COX-2/PGE Y& I ieg 4t fa v (1) VEGF ik & H
PR )R, COX-2/PGE, il i # InVEGF
Ik, BINSLAR MR P MVD, 57K R 412
TR, 4 TR A0 W B 1 75 AL IR TR 4 A, i
R e 20 R 34 515 =ik IV E GFIE m] il U
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Abstract

AIM: To detect the expression of X and P region
dual-target antisense RNA of hepatitis B virus
(HBV) mediated by ratroviral vector in the liver
cells of transgenic mice and its effect on the
replication of HBV DNA.

METHODS: The recombinant retroviral vector
plasmids expressing dual-target antisense RNA
complementary to HBV X and P region were
constructed and then injected into the trans-
genic mice. The experimental mice were divided
into blank, pLXSN, pLXSN-asX, pLXSN-asP,
pLXSN-asXP, and pLXSN-seXP group. The to-
tal RNA, extracted from the mice at the 8" wk,
was reversely transcribed, and then the cDNA
was amplified with polymerase chain reaction
(PCR). Thereafter, agarose gel electrophoresis,
sequencing analysis and fluorescent PCR were
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performed. The replication of HBV DNA was
tested by fluorescence quantitative PCR.

RESULTS: The HBV dual-target antisense RNA
was expressed in the liver cells of mice and with
high efficiency. After 8 wk, the replications of
HBV DNA (x10° copies/g) were 7.24 + 1.62, 9.49
+3.34,2.60 £1.13,2.83 £1.67,3.24 + 0.45, 6.52 +
1.53 in blank, pLXSN, pLXSN-asX, pLXSN-asP,
PLXSN-asXP and pLXSN-seXP group. The levels
of HBV DNA were significantly higher in single-
or dual-target antisense RNA groups than those
in other groups (P < 0.05). However, there were
no marked differences between control groups
as well as between single-target and dual-target
group (P > 0.05).

CONCLUSION: The hepatitis B virus dual-target
antisense RNA can be expressed in the liver cells
of transgenic mice with high efficiency, and it
can inhibit the replication of HBV DNA in mice
liver. However, there is no significant difference
between single-target and dual-target RNA.

Key Words: Hepatitis B virus; Dual-target antisense
RNA; Transgenic mice; HBV DNA
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(HBV) X, P, ¥R #9 B LRNAL TR A
KRR D ZA e PHBV E 4 69 %wa.

FiE: MEEEHBV X, PRERX E, &L
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;ﬁi fﬂ Zi s DNA4%. 1 MRRSE
T A 2 gt o o 1.1 AR SR OUHE DX S 743 380 TR R A
aAEs A, B ER: ZIPCRY M, WAGEIL & RADNAMN

W ARAL 2 B R
TARZ, BE
F.OHEFHL
AT, T L2,
LEE N Rk
SR R L
RNA# 2 E & &
#IRNAiA B 74T
e E. B AT R
A3 AR 0h 19 A —
R — i E
W LTS AR,
B S Eh T B2 4F
St M 64 B BE 5§
%4

FE bk, KRR EAE RN T2 5 7 ik
3 RAFBE A B SLRNAZF 3] Z sk ik; 8 wk
J&, 3tHBV DNA (X 10’ copies/g)#i4E M 5
3 RAAR I (7.24+1.62), &R A20(9.49+
3.34)% EE L RNAZL(6.52+1.53)Z 8 Lo R £
F, #(2.60+1.13, 2.83+1.67). MF¥FeR &L
RNAZA(3.24+0.45) 5 2 Benz A A A 2 £ 7
(P<0.05), 4123 . M¥eX R LRNAZL ] L 2
£ F(P>0.05).

58 B AR AR 6L i A R A B AR (R
FH R, WX T HERLRNAZIVEAN
AR R e 7 kT4, RLRNAX T
AT K ma AR D R A R ERHBV L H4E
A sbaE R R RATIEPHBV DNA# A H) A
B R e RIAE R, 12, ¥R R LRNAZA
%) X B £ 5.

KA ZBIFFRAE;, RURNA; HEREDNR;
HBV DNA

K, BAM, AR, XN, T8, BF, (F]UT. PERRS
TEMEEX R Y RNAFRER SR PHRIARTHBY
DNAEHIBIFIN. BFENBUIRE 2006;14(25):2551-2555
http://www.wjgnet.com/1009-3079/14/2551.asp

03I

LA 9 (HB) & ™ £ 35 P N I B A e 1)
P i, I AR SR SR R L R B R ¥Ry HB
P T HR AN R XRNASE19804EA ) K L
[ —Fh B AR SE R, b2 — A8 E P mRNA
HAME/NFFRNA, 3 H X mRNA 4% 5%
M 56 R 1) 0 5 A I, AT ik 138 MR 97
(1 . ARSMIFTER B, ) CRNATEZH LK
AT 2 HHBV A hI AR A /E ", (HHBV
& AR T B, 2 AT R X RN AT g2 BTG
S AR, AR, BUEIX R XRNA
RSN HITHBVIIVE L, JF HAF BB X iz X
RN A B X Jz CRNAFHIHB V& il 19478 H
SRR FRA B H B HBY X, PR X 2 S
RNAW SR TR, SRR, JE Il
ANHB VIR /N, G A 2 2 i) 2,
B 30 SRR B AR NI AN, WFST % XRN A
14 FE DR/ BUIHE 40 v 1 20, e S ) B
JH40 i HBV DNAR kW50 R RN A 4%
FEPR /N BRUTF 40 B Y HBV A sk 40 6 1.

SR, DG REANTHBY (aywilF )X X
AR 1400-1430 ntfIX B LK HANTHBV P
X K% #22375-2405 ntffPFr B HELX, DA R
X, PIXIE J SOSCHEX SpA ToRE; 4 55 DR LS B
I ZEBE BT, iEHBsAg(+), HBV DNA(+),
48 L (Mt F 18-20 g), MEMES 2, M ikl H
JEIT R EA H]; TRNzoliA A & W H Invitrogen A
#; AMV, RNABFHIHIF]. Taqlf. Bufferdiis
DNTPSZ [ AL 3% 1 A F]; PCRAY. PCR%
e =L ABIS700%; SYBR Green2é 4Lk}
W T AL R R AW B 2E R A w5 5151
JE TR A i DNAB b st AR ] 58
&, HBV DNAE s G0 B T Mk 24
DA R H.

1.2 7k

1.2.1 &35 4 Fom &R ke HE® JEHBV
(ayw)JEH TS, &I ANTHBV (ayw ) XIX
%P2 1400-1430 ntfIX ) B LUK B ANFHBYV P
X A% 2375-2405 ntffPH B, XA B it 4

A Ave LHBel T BgYIA . 10 5 7 3044
pLXSNHAH A ) B il 14 3y DI g g U1 ), Sat bl
PRI LUK 2, ARV B TS 2 A K B X
I BesliP B S U B3 L 1 BRI LE TR

B YA 2 AR TMI 0941 1, 4l T LB -4,
RANEERINE, 37CHR, P, s
FEIUTRL, 28 BRI N DIRG 2 A i et IE . R
Ir) i A TR E A JBORE. A RIAXIXHIPIX ;e X RNA
TR TR 53 5 iy 44 A pLXSN-asX, pLXSN-
asP. K RIEX X FPX I X RN A TE L 4 44 ik
43 Sl 4 HpLXSN-seX, pLXSN-seP. #pLXSN-
asX FpLXSN-seX HAvr Il F1Bc/ 1 K] J5 1E 7] |
SR 1) 47 NP BER XU DX 2 A4 TR, KX,
PAUHEIX Jz CRNAFNIE SCRN A 418 7k ik 43
5l 44 A pLXSN-asXPHIpLXSN-seXP.

1.2.2 g Stk 6, 338 4% o A AR (LR 84 ) 40
JEFAA(20 mmol/L) 550 g/LIKAIZIHE2 & 31
FEBRS) . B SRR I BORL(1 kg/L)Bd A I
R, IR, R RN hE N, B
- JiRLIR A ).

123 #:3 CRMF X A B AW $48 AL A i
BEAL A 64, R8N (I Jafrididda ). H14h
blank 41 (R 50 g/LIFHT458% 1) 25 A0 ), 26
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2-64153 A pLX SN(Z A ). pLXSN-
asX (R L HBEX X2 ). pLXSN-asP(Jx S
XP4l). pLXSN-asXP(x XXX XP4L).
pLXSN-seXP(IE XA X XPAL). 73 alfE1L, 3,
5 dZe RNk g e /N B S A L TR I O A - o
P A 200 uL, 25 X I 550 o/ LA 4 bl
200 pL. TEEQJEIH/IN B VA8 i 4% A
1.2.4 ZEZ2RNA G FREC B/ B 23 I 4 2R
SR e, $ R TRIzol Ut W] 5 HEA T HE £ FH A
1.2.5 RNA#)i# 2 3 M4 % s se oAk i H
(13 DR B BB 7 A1) FH Primer SEAF #1151
WGP HI H1.2.6). HL10 pg RNA, ¥RNA.
FIP(E A BN ). AMV. RNARH)
Hl5. ANTP. Bufferfi i A — R NVAKZE T,
42°C 60 min, 94°C 5 minZ |1 [V,
1.2.6 cDNA#PCRY 3 T kipLXSN-as Xl
pLXSN-asPHfi A Fr Bt 73l 30 bp, ilisityl
Yy S 4 BUE AR, i 5 AR B, Bk
pLXSN-asXPHIpLXSN-seXP5 |43t 5 X Fi Bk
AN, —u 5P R BLH AN, T4 pLXSN-asX
7[1: sense: SSCTGTACTAGTACGTAAACAAA
GGAZ3', antisense: 55GCGGGACTATGGTTGC
TGAC3'"; pLXSN-asP4: sense: SSCGAGGGAG
TTCTTCTTCTGAZ', antisense: STCTGTTGT
GCCCAGTCATAG3'"; pLXSN-asXP#l: sense:
5'CTAGTACGTAAACAAAGGAC3', antisense:
5'CAGAAGAAGAACTCCCTC3'; pLXSN-seXP
#4: sense: S’CTGCGTCTGTACTAGTTGCG3',
antisense: 55GAGGCGAGGGAGTTCTTCTT3".
ZAth: pLXSN-asX4H: 94°C 60 s, 60°C 80 s, 72°C
90 sF:3575IA; pLXSN-asP4l: 94°C 60 s, 56°C
45 s, 72°C 90 sHL357FHF; pLXSN-asXP4l: 94°C
60 s, 52°C 75 s, 72°C 75 sH:351f3F; pLXSN-
seXPZ: 60 s, 57°C 45 s, 72°C 45 sIHL357HFF, AR
S BEAT BRI TR S FEL UK A N A
1.2.7 % XPCREZ 4 #ISYBRYEE Eik
Ut A5 P A 4R
1.2.8 AF4L4HBV DNA# ] A5 H /N R A HGH
ST & GBS, FEHUEN4IDNA, &
010.5 pgdtR4IDNA, K HEHBVAZIRY 1E % '
S FE AT I ) G A U I EAT 44, e A )
HBV DNA .
1.2.9 f275HBV DNA# N MEHBV DNAKK
FEHB VAZ IR 1Y 9 't i 12 A 70 A5 H 3 ]
BEAT AN, 45 5 APE DB/ LR,

St F A 51 AT Primer 5; 4t

www.wjgnet.com

394 bp 397 bp

500 bp .
p
———

130 bp
—

100 bp

1 FIEE=pEvIRS BRAREBIR AT, 10 pLXSN—asXZH; 2:
PLXSN—asPZH; 3: pLXSN—asXPZH; 4: pLXSN—seXPZH; Blank
ZHAIpLXSNZHHA R S HEH 44717

PLXSN-asX pLXSN-asP pLXSN-asXP pLXSN-seXP

(x10% (x10%) (x10% (x10°)
4.53 2.29 4.55 1.18
4.57 1.56 2.10 0.61
5.69 6.65 9.63 2.49
4.64 5.65 5.08 1.23
4.27 0.67 2.96 2.92
B 0.89 8289 5.04
4.73 6.32 ——— 1.36
4.60 5.37 - 1.19

Y354.63+0.49 3.68+2.56 4.60+2.69 2.00+1.44

A SPSS 11.5, J7ik h Bk 2507 250 WT

2 BR

1 7 4 25 B i R PR UK 43 AT 5 ERR T (E
MIFF(pLXSN-as X4, pLXSN-asP4, pLXSN-
asXP4l, pLXSN-seXP4L 77l 4 14 218 bp,
130 bp, 394 bp, 397 bpir (K1), LIbntEE}
O\ FI0 5 R T IR D P 45 RS AR IE A, PCROE
HOMTEE R ML S pLX SN-as X413
AF 50 202 AT A 90 214,63 X 104 U1 je X RNA;
pLXSN-asPZ{ i] K| 513,68 X 10°#% Il iz X RNA;
pLXSN-asXP4LAJ 5 £1]4.60 X 104 Tz L
RNA; pLXSN-seX P41 n] 3l £2.0 X 10°4% UL 1E
NRNA. JiHSAHRNAEAF AL P2 T %
KRG IR IN T AP K 3 T HBY DNA
() Fr (L), FHRASIN S URNAXS /N RHBVE
IR (2, 3).

3 118
& XRNAS NG, o LS AR mRNA
Gy, BELI 2, AN 3 40095 75 42 5 i

Wi £ E

F R et al G
% ixHBV X X #=P
X E. RXRNA
o F AR 5 R 4
FPA3178 M8, K
T4 18 A R A
Mok ey m e b
i, B#2.2.15Wm
M. EREW, £
#HBV XK #P
R B X RNA# &
28 AR R # g
&, % m e s TR
B F KW ATk,
B 10}
CFU/L & % i B
BRIk A . 4T
#HBV X, P X #%
3 ¥e XK B SLRNA
*FHBsAg, HBeAg
3 A B 8% A )
YER, BLAp#) 4k R
M = E B
EF &N
R, iR R
S _RNA*HBV#
IR AR B E R
&, Farm A
SVER. AR et al
¥ T R LRNA
st 4 B s RO
42 PHBVAF &
My B o % FHBV
DNA# %, A
H o ¥ R OB SL
RNAW E ¥ K &
X RNA##H HBV
DNA# Z 4145 A
F3%.
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iR EE
A0 F B F K
iE T B XLRNA

*tHBV & 2 4| A
EAER, AL e
B2 4 0 T &
Bk —F B R AR
A

blank pLXSN pLXSN-asX pLXSN-asP pPLXSN—-asXP  pLXSN-seXP
10.40 8.44 2.44 2.41 3.29 6.60
6.33 6.04 1.94 2.97 3.27 5.44
6.10 11.50 1.70 1.09 2.68 6.67
5.53 10.70 3.03 3.97 3.11 10.14
6.73 14.40 1.38 1.40 4.04 6.10
8.60 5.85 2.90 1.66 3.03 BESE
7.92 - 2.36 6.24 - 5.94
6.31 - 5.03 2.87 - 5.68
Y5 7.24+1.62 9.49+3.34 2.60+1.13° 2.83+1.67° 3.24+045° 6.52+1.53
°P<0.05 vs blankfE. pLXSNZAFIpLXSN-seXPZH.
blank pLXSN pLXSN-asX pLXSN-asP pPLXSN-asXP  pLXSN-seXP
10.10 0.92 6.40 1.30 0.96 8.60
11.00 7.20 1.00 3.10 1.00 9.80
2.00 15.00 0.93 3.20 1.00 0.91
5.10 10.00 1.20 3.20 0.87 2.60
1.97 21.00 0.76 1.00 1.10 3.30
1.68 31.00 6.50 0.96 2.90 6.80
6.80 - 1.10 1.15 - 1.40
8.60 - 5.20 3.50 - 1.10
53 591+3.80 9.54+7.52 2.89 +2.64° 2.04+1.18° 1.31+0.78° 4.31+3.57

P<0.05 vs blankfH. pLXSNZBFIpLXSN-seXPZH.

R, FRATT AT LI b AS DU 1 9 A 40 e R HB V)
PURFREYSHBY DNASK I Wb (45, 1H2
fb S EAE AT 2 R CRNAZ TS A4l
M FHAGRNFRIE. Zh er a8 WS EIF W05
SEIR AR AN L R G R N SHBV I U3
DRI 7 BLAZ 40 i v e SR IA . AR S50 R G o A4
A, S 390 2 SR B M 1) S N A i, a4
IERNA, BT %, N HPCRY 14, 3ilE
I WLV, A% RN 1R 7 VA I H R R DA
B, FERI 58 5 FPCRI 7 VE KA I H e ik 1
oo, g BRI, K URNALEREIE R/ 4120
SR EINRTE S ST Wi EAG A R ol EZI e
RNAZJ2.0 X 10°4.6 X 10*% 1. Goodarzi et a/'”
HT — RPN EANTHBV Pre-S &SR
NRNAF B, 11/ XHBV RNAZ ARl 480E 5
N, RGBS T [ LHBV RNATENLAA AN I
M RaE Ve R R AR ), S5 SR, Toi ]
Fiyg g i& 4%, (EEHJE10-30 minpy ) LRNAZE
JIF W PR i v, TR 1.3%-2%3E 5 s . FRATIAE

8 wkJE A AEARI E ;e XRNAMZEIE, B R X
RNATERRED /N AR A1 3 T FFEl ik,
HBVH & —FDNAW &, (I HIA7E /LI
skl B, HOOG B 3.5 kbRTFEKN4IRNA, LL
AR ADNAK HI AR, [F M /E AHBsAg.
HBeAg. HBcAg. PreSl. PreS2. DNAZ X
B . HBxA gt B PEAERR . 1 78 e s i 72 vh A
762.4, 2.1, 0.7 kKbURNARJAT LUK [ RN A
RS HTHBV DNAZ R
BAE L, 785 R 5 = AR AR S bk i 5 30
X} 25 )6 9T U B R B 25 B G, DR
WFFUEH THB VAL RUR 2 I 2 W) 87 . 3k
EHEME T REBATHBYV (aywlE )X
X (1400-1430 nt)[IXH B, HANFHBV PIX
(2375-2405 nt) Jr BeIE X R XRNAT L, B
A EE 2 AR TR 4 Y PA3 1 741 i, L5 2]
ML NHBV [ XRNAFT W] B4 THBVE il FI 55
M1, T FLXURE X 2 X RNAHTHBV1E
PRI CRNATE R B, FATTHE IR sz i 3
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i b, B, RUHEIX s URNA ivEEFEFR/N AR XX e XRNARIEH. T?i?fﬁ. "
W, MGEN LR U412 W HBYV DNAK Py a;.-
AT 4 =@ VA5 3 $eRNA(E
1 bk BREEE, U4, XIBDY. RERR R X EE R AmRNA)Z

2 RN AR N HLHB VB HIE 57 4R 18 38 35 A
%, Robaczewska et a/'" eIt 5T 2 AR |
(DHBV), il idivif Jiik, R T DHBV KA
AR5 ) ) XRNA (O-ODN-AS2) 14
FEAPFIN R XRNA (PEI/O-ODN-AS2)7) jiil
AN, WM 2R, PFI/O-ODN-AS2 ()R IA %%
#LO-ODN-AS2 = H36%, HiAIT9 d)a HHitdl
AU [JDHBYV DNARIRNAZKF-#8H  B#AG, 11
FEAH [F] 4 I R 3 B 5 77 2 LL O-ODN-AS2,
PEI/O-ODN-AS25%} AL 4552/, Ma e /™51t
T LIHBV PreS23£[A1£13203-3240 nthZ% 1R A
P75 XRNA, LLIHCCH 23U 31 ;e XRNA
RIBHAR(AFP A B )T, 455 GF7-PLAHA20-
PLI DY G A M) e, 20 JLa s R ik i
S0 5 ANHepG2.2. 1540 g 22 AR BRI, 45
FRI, Z LRNAFHIHI41 M Fi5 T HBsAg,
HBeA gl ZRIA 53 1E33.4%H158.5%. ASZLGIE
RIS B4 I P HBYV DNAS R, 5%
WEZAH EL, 25 TR 2 B SCRN A 2 (7] 6 B &
ZE5p, B R IX [z CRN AZH L) 4147 1
75t UL SCRNAXT RN UFFIE T HBV
DNAWEHIA B S EIEH, A, XX
S CRNAZL RG22 e, vk A —28, LR
PRIATREAT: (1)UL ) XRNAR S5 Sl fi %, ]
AL B e 4 G IR SR 2. (2)HBV DNAZL 7
FE AR, RUHRLIX e SCRN A 445 5 XU
DX 5 CRN AR AE AR 2 A8 B 55t (3)FF it 51 55 D
D BREGRZERK, B I R G AR B R 44
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Wi R R EReH

AN R AR
#RNA, % ¥
RNA# EF Am T
A, fiFFL
2, MR 3 &
B oy koik ey —
RNA%F.

2 PCR: polyme-
rasechainreaction
HMREILEE, SR
B4k X R M. b
S A4 FY A R
A B#, ADNA
o) — S bk A BEAR,
% R R
T, i sk AR
it A% JE A7 8% 5
W@ 3 7 ek K
4 M DNA Z 4%
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i it B H LR I
R, DNA K B #&
= Ak R 48 Hok
LA R ERE
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Abstract

AIM: To explore the clinical valued of combined
detection for tumor necrosis factor-o. (TNF-a),
carbohydrate antigen 19-9 (CA19-9) and
carcinoembryonic antigen (CEA) in the gastric
fluid of elderly patients diagnosed with gastric
cancer.

METHODS: A total of 103 patients underwent
upper gastrointestinal endoscopic examination
were classified as follows: gastric cancer (n = 42),
superficial gastritis (n = 30), atrophy gastritis
with various degrees of intestinal metaplasia
or atypical hyperplasia (n = 31). The levels of
TNF-o, CA19-9 and CEA in gastric fluid were

examined, respectively, using immunoradiomet-
ric assay (IRMA).

RESULTS: The levels of TNF-a, CA19-9 and
CEA in gastric fluid were significantly elevated
in patients with gastric cancer than those in ones
with benign gastric diseases (8.96 + 2.10 mg/L
vs 4.92 £ 1.24, 5.66 £ 1.25 mg/L; 59.47 + 10.58
IU/L vs 36.89 + 11.23, 38.73 £ 9.23 IU/L; 31.68
+5.58 mg/L vs 17.55 + 3.82, 19.42 £ 519 mg/L,
all P < 0.001). The sensitivity and specificity of
combined detection for TNF-o, CA19-9 and CEA
were 97.4% and 89.3%, respectively, which were
markedly higher than those of any sinle index
detection.

CONCLUSION: Combined detection of TNF-q,
CA19-9 and CEA can improve the diagnosis of
gastric cancer in the elderly patients.

Key Words: Immunoradiometric assay; Gastric
cancer; Tumor necrosis factor-alpha; Carbohydrate
antigen 19-9; Carcinoembryonic antigen antigen;
Combined detection

Li M, Liu SY, Li WD, Jiang J, Pan JQ, Ye ZL, Chang
WW, Zhang WQ. Clinical value of combined detection
of tumor necrosis factor-a, carbohydrate antigen 19-9
and carcinoembryonic antigen in gastric fluid of elderly
patients with gastric cancer. Shijie Huaren Xiaohua Zazhi
2006;14(25):2560-2562

fikj L
BH): KT 25 EF Him PTNF-a, CA19-9F=
CEABK &) 3§ J5 6995 8.

Fik: R B AM T 4246) B EA61
5l R BZF B EF &R PTNF-0, CA19-9
FaCEARJE.

2R FRUFRPTNF-a, CA19-9F2CEA
RERF ST R FIHRAR.9612.10 mg/L
vs 4.92+1.24, 5.66+1.25 mg/L; 59.47+%
10.58 TU/L vs 36.89+11.23, 38.734+9.23 TU/L;
31.68+£5.58 mg/L vs 17.55+£3.82, 19.42+
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U, = FVEZTFEREEBERDTNF-o, CA19-9F]CEARXSHINIBIIGARIME 2561
5.19 mg/L, ¥P<0.001); B J&4LFEa400 F ik [ IR A

P TNF-o, CA19-942CEA, H4 Rk Z Fodd 7B
2 #97.4%, 89.3%, 380 2 & T ERIGARM9 4
BB Aot

ZEip: BEA#M F ik P TNF-a, CA19-942CEA
A B TR 5 B 5% 0915 .

ST B BT AT B MR B T
o; PEEEDLIR 19-9; B HLE; BRA R i

=06, IRE, D%, 513, BERR, ITER, BRI, KA.
RIVEFBERESBRIPTNF-a, CA19-9FICEABXSHLUENIE
PRINME. HRENEIAYE 2006;14(25):2560-2562
http://www.wjgnet.com/1009-3079/14/2560.asp

03I

DL B 56 T 15 o T8 98 o 25 4 16 2 A U0 41
RZ, WRNE R M A —. BATE R A
I 22 4E 0 S RV B B B TNF-a,
CA19-9, CEAMIZKT, LIRS 5 o (K UK
7 S P S T AT .

1 BRI
1.1 M P EE2004-01/120 712 B 10341,
F49001(47.6%), & 5441(52.4%). FFi#360-87(69.7
+6.4)% . R TEE (413001, ZE4irEH
RAEARRIFEEE b 2 . AN gL 2E (2, 20)3 1491,
U1 g (N 242181 3520 T B R B A R A
2. GC-911 My iU S e v Hids th B AH I
U3 PR T R AR A A AR AL TR IR AE R
alpha (TNF-o) i e /AT 2 & I hi i
19-98U e /3 M 2 . 219 IR PR (CEA) L
S5 B35 o0 AT 2 24 PR b b G AR 2R AR
FUHTHRAL, Fc Ui B R, JEIET TR,
1.2 7 ik BRBEF AR KRR A T 188 hEd L.
T HEMAERN TR THSERMRE RS mL, &
AAL BN pH N 7.0, L4000 r/min.0r10 min )i
I F35 2 mL -70°C¥RA7RRDN. 5Bk B A W
S BT . TNF-o, CA19-9FICEA & i
IRMAYZE, RAGC-911 ALyt o % v B s 5 b
ARHATEN. Bl SHERAE RIEEHEA L
A1) AT H95% T A5 DX 11 b B A A BH A A
YE, T HI TNF-o, CA19-9, CEAZ} 51 416.12 mg/L,
42.11 TU/L, 21.32 mg/L.

Bt A0 3R £ HISPSS 11558 V1 4 4 0) Kodhs
AT 0, vHE BB mean+ SDE 7R, B4H &
ORI LR AT AR5, 2 41 vh & PRk B Al

www. wjgnet.com

4R n TNF-a (mg/L) CAI9-9 (IU/L) CEA (mg/L)
BB 30 492+1.24 36.89+11.23 17.55+3.82
Z, 31 566+1.25 3873+9.23 19.42+5.19

N 42 896+2.10° 59.47+10.58° 31.68+5.58°

°P<0.001 vs BBH. 7.

ol RB  HR [OER AHR P
Btn Bl El%) FBE% HBE% MRE
TNF-o 691 754 659 779 281
CA19-9 657 672 583 746 203
CEA 61.9 705 591 729 209
ik RH  HBR  EER AR P
Pspa Bl El%) FBE% BEw MR
1,2 69.8 725 617 722 223
1,3 737 762 779 743  3.02
2,3 682 713 602 714 218
1,23 974 893 934 853 3.9

1: TNF-o; 2: CA19-9; 3: CEA.
F 75 72 5311, P<0.05 I\ A AT W & PEGe vt 72 .

2 B8

2.1 Bk P &R AGAR GG AR M AT LA R A 2
RArtrdedr HmA S H RIEWAZA AL, %
547 W] 5 10 2 5 (P4<0.001); B RPERATH 2
B I GE i 2w X (P>0.05, £1). HWAIERT
TNF-offJ REE FERRE . BHPETUNE. Bt
TIPS PSR L3 5 T CA19-9FICEA(22).
2.2 Bk b A RIEARG BN B SR
FRBESAI, ATNF-a, CA19-9MICEA 3% 4H &
Wk e B (R 3).

3 11E

T A TE IR L 22 0 B R RO A, 5 4 R
He i ORI LS, BRIE 2 W4y
HAL [ N AT F B e b R A Y A
JitgR AR IE, (FAZ BBV #8 A 5. van Eeden
et a5 Sy - CEAMLL, B CEARI
X1 8 g 2 W B AT SR i IS Al

KR M 2
REEHF R
TNF-o, CA19-9,
CEA#g KT, IR
T RE A
PR MR,
b X B
7 g kL A8 R 4R

.



2562 ISSN 1009-3079 CN 14-1260/R WHRENBURTE 20060F98H 145 5525
CToEaR: Xl VR PR B 98 s 2 ) 2 W A 10 PR S ) == Weidemann A, Rossouw MA, McCarthy NA.
AXLRET HHF Gastric juice carcino-embryonic antigen estimation.

AREHFF R
TNF-o, CA19-9F=
CEABX A4 9
W& R, A —
4 T

R H I CA19-9MICE A# & BT 13 1L 1l
g bR Y, TN F-a/E R 058 R 148 B 9 1
KA RREPRAEERER, fod TR
i G R 57, A PR bR T TN F-auff) R B0

RS REL PHMETYIAE . B P TOY (A BH P ALl
L34 T-CA19-9FICEA. {H 5 v FH 2 ki 2k
AT SR ARAL, 17 167 AGr 00 T 4 v L ABURR S L
S, 8 2 T (R B R L B STAE 0,
B BRI bR G 4% — e 7 AT B Al ] 2]
PR TAMIAE T, v S5 v B g 2 T M
B AT BRI, BOR P I0UER bR 6 S0
RERE 2 i P 2 W I REE, (H W TNF-a,
CEA, CA19-9 =% [F] NI 1) 4145 )7 = n) 3k A5
S v PR R B RV R, REREAE van B 2 W T
THEE, A2 RIZ T 1 9 00— A 8 4l B B
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Abstract

AIM: To establish a polymerase chain reaction-
restriction fragment length polymorphism (PCR-
RFLP) method to detect A1166C polymorphism
of angiotensin I type 1 receptor (AT1R) gene.

METHODS: A1166C polymorphism was detect-
ed and analyzed in 50 anti-HBs positive healthy
controls in the serum and 46 patients with liver
cirrhosis after hepatitis B virus infection. A set
of primers was designed according to ATIR
gene. The enzyme digestion site for restriction
endonuclease Dde | was also designed around
A1166C. A or C allele was assured based on the
enzymatic result of the polymerase chain reac-
tion products.

RESULTS: Sequencing revealed 99% homo-
geneity between the two homozygous strains
and the ATIR gene. The anticipated mutations
appeared at position A1166C. As for genotype
or allele, there were no significant differences

at position A1166C between the hepatitis group
and the liver cirrhosis group (P > 0.05).

CONCLUSION: The established method can be
applied to detect the A1166C polymorphism of
ATIR gene. The mutation at A1166C site has no
correlation with liver fibrosis.

Key Words: Polymerase chain reaction; Restriction
fragment length polymorphism; Fibrosis; Angi-
otensin II; Angiotensin 1I type 1 receptor
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J, Mao Y. A1166C polymorphism of angiotensin II
type 1 receptor gene and its role in pathogenesis
in liver cirrhosis. Shijie Huaren Xiaohua Zazhi
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il %

B &5 % R KR -FRF R KA
% &5 #(PCR-RFLP):& 4| ﬁw"*?&% Il
A %R B (ATIR) A1166CIL 5.8 % &

FiE: 35046 foiF FHBs A 69 4 3 18 &
B A6BIHBYV & % g T AL B & oy B iR &
T 1AZKREAAIIGCILELR % A5 5
BMWRATON ARELETERET T B2 L
B %t 5] 4, EA1166C L% Dde | Bl
., FAIEPCR /= 4 B by 45 R P W7 iZ45 5 0 ARC.

LR Bk STHATIRAFZ) B REALII%
yu—_, FAEAI166CIL 5 & IR T F; IF £ fe
FFAR AL T 20 18] A1166CAL & T8 2 2 H A iE &2
SRR LR FE W E F(P>0.05).

Z5i8: PCR-RFLP# 7 % T A TATIRAR
A1166CAL E A B % M ey, Z4s b6 %
FHARTHL G LA X

XA ZREGHERN, REEFBRESSH
G SR M RTRE I; M RKE 0 24k

BIoR, BRI, RMEF M, NERE WE, BY MEX

KRN | FBRARERAT166CHURERDM ST IEAIX
2. R NS 2006;14(25):2556-2559
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http://www.wjgnet.com/1009-3079/14/2556.asp bp M 1 2 3 4 5 6 W @ 75 F M
f g kA T4
1500 Sy — b T
03I B4 AR A
= 500 $ % @R E L
M3 %5k 25 Il (angiotensin 11, Angll)&'F & 400 HER. A SAERIE
PR ) . . 300 I K o AL
- Il B8 5K 25 - [ ] R 48 (rennin-angiotensin- 200 Sk R
aldosterone system, RAAS)H i ML W4 « L
SRR e 100 (ATIR) A1166CH:
YERF I 72 1) F BN 1, M RK R % B85 AL
fA(angiotensin Il receptor, ATR)/\FAng II [12E giﬁ‘é j{iii%
w s . y 1 AN66C PCRY I8 =4Dde | BELDEBIRLESR. M: 100 bp T4 7
[ 222 7 AN S 1] i} , .
RSN, by AATIRFMATIRPFER, E& ladder; 1, 2: AASHA T 3, 4: ACTRAT- 5, 6: CCAlL Ejﬁ?ﬁiiﬂgx@ﬁ
: >~ B=A .

RAFEY BN FEATIR, SERAASTE )%
BT, Har, & TATIRIEER 2 &M R
%, HrPA1166CAHT fUE —NEZAT 11 19944F,
Bonnardeaux et a/' i JEHiAR T A1166CHE 5, 8
SR EEF NN CCIE N AL b il AT X, (R 2
A AFF 5T FE AR R S LS. HATIE A N A1166C 5
)17 G S A AN W1 | iy NSRRI 1o ¥ Y e =]
K IEEMR R IMATIR LIEmRNAR m £ IA L
IFEF 4l AT U T84 A1166CHT 5 1A% 7 5
AT Ak 2 754 SCWe? H AT, [ Ak AR AT H0E.
S, FRATTEE ST T 2 SR X S - R B
K2 &0 BT (PCR-RFLP)K I A1166C AT £ (1)
A S FEER W AR AR 4Rk (1 1.

1 RS

1.1 A We8E2004-06/128 5t b % B2 B A1 B 11
PUHBsHUABH P 0 RS S AR A S00y, 3%
2545, 361415 . FHEELL I bR A 460y, Y
w234, A3+ 6.35 . Wil ISR HERT A
200045 P4 2 35 | 4 [ 3 B3R BT R B TF i 2 R
SUCHIER CRBERBIRTE) . TagRB
fitg Ay b A A TREA | P74, 100 bp DNA
ladderfiDde 1 P V) A Promega’s w77 i, PCR
A ABIAR9700%Y. ki HE IR HISigma /s v
GenElute Plasmid Miniprep Kit. #245A1166CAL
BTS2 e 514, AL e
FAA L SR HIWNR: Pl S-GATAATGTAAG
CTCATCCACCA-3'; P2: 5'-AATGTGGCTTTGC
TTTGTCTTG-3". ¥ #4/=4) 4257 bp.

1.2 Zr i A0 40 P DR 40 g3 B R Ak
AW TR FReadyPCR™ 4 Il 3 K DN A4l
RS, A4 A G U P4 E. PCRVY
FR: PCRAEGH 10X K3 ul, 25 mmol/L
dNTPs 0.4 uL, 25 umol/L P1HIP2%-0.5 uL, Taq
EKEM2 U, A M54 L, N SN
30 pL. fEFFEAE: 94°C T3 min, 94°C 20 s,
55°C 20 s, 72°C 30 s, L35I, ), 72°C

www. wjgnet.com

¥

EMT min. IR HI8 pL230 o/LI iRk
BEE(1 mg/L EB)HLIK, 7E 257 bphb i BLo¢
JearE Bk, PCRyEEY]: Dde 1 V)AL A
HC'TNAG, WHRA1166CHL A5 HC, NWF=4Dde
I BEVIAL &5, oA, WIEGDIRM. IXPCRF™
8.5 uL, 10X WD 1 uL, Dde 1 0.5 pL
(5 U), 37°CHgYI16 h. HUEEY) 410 nLZ:30 g/L
IR HEREBEIE t vk, HRAE257 bphb i ELA A E N
AAZES T, {2140 bpA117 bphb i #E N
CCaity ¥, fELL E3ML BB H &M ACHKE
. PCR™WIM 31 5ol 5w 43 A A2l
B (4 ADT-A1166)FICCLL A T(fiv % HDT-
1166C)IPCR;™ 4, HIIKHE s BBl e e v vk
Halifk, B T-easy 8% #, AU XL-1-Blue
411, PCRIT G BH PE Tk, $REUTURE, SR H s H 5|
Wy, G R AR e A s 28 1Y AT 00 1) DU (e
W R TR TR W) 58 0. DNARPA BERER H]
Vector NTI 9.04& {441, &2 GeneDoc 2.6 7.

Bt A0 3R SPSS 10.08 441, 5% k4l
1) 2 5 SR FH o B8 2 MY, P<0.05IA k4 v A 5 %
e,

2 #R

2.1 PCR= M8t o 7 IAALZESF. AC
FB T RCCAS T M R ADde 1 M) =) %
2230 g/LE R EEI Ik, 4505 TOMAHTF
(E).

2.2 PCR™=# su &l /7 #DT-A1166, DT-1166C
FIATIREEK (GenBankid: I 51 D13814)4H W
BIHEAT LT B, DT-A 116645 AAZIA T, DT-
1166CHIACCLLE T, A [RYEPEEI9% L |
(E2).

2.3 AFmAiF A ALAL166C L 5 B % A HTFAR
(V)RR AL bR A A 1166C A 55 368 %2 &1k
Ky R W21, rabsARB AR HCCalis 1



2558

ISSN 1009-3079 CN 14-1260/R

HFRENBHE

2006F988H F14% 52587

GATAATGTAAGCTCATCCACCAAGAAGCCTGCACCATGTTTTGAGGTTGAGTGACATGTTCGAAACCTGTCCATAAAGTAATTTTGTG

HUMAGRTIB @ e eeeeneeeneeeeeenseoenasenseannenscnansanss
DT-A1166 I teeeeeserecsesseseteetes e esres e aeanen
DT-1166C I teeesesesecsecsectcr ettt et eerts et rnseanen

AAAGAAGGAGCAAGAGAACATTCCTCTGCAGCACTTCACTACCAAATGAGCCTTAGCTACTTTTCAGAATTGAAGGAGAAAa TGCATT

HUMAGRTIB @ e ceteeeeeeeeneanenaseaensanaaseaanssnscnsons
DT-A1166 I teeesesececsecsesecret ettt eeres e
DT-1166C I teeesesesecsecsectcrtses et esres ettt nen

HUMAGRTIB @ e e eeeeeeeeceesecacsnsessssosnanonsssscsnssses
DT-A1166 Y
DT-1166C D et tescestcece ettt anens Gevvvennnn

2 PCR=MISEIENIBLLRER.

P 4 1) TG 1 et S DRI 2R s S5 A7 366 PR 34 0 W 35 vk
% F(P>0.05).

3 11E

ATIRIERAL T 253 5 Qe oA K 2 X 1-57 |k
(3921-q25). NI H— I ATIRIL A, b 1K)
WX HAIMNNE 7, BAE T, A1 TF80E
FHE, 42K 1080 bp. ATIRE 3594 & H i ik
5, BTGERAXKBM A, 54 K mast
PR Y v P — 3. ATIR /&R A A S B 20 p ¥4
5%, BR T OO RGEVRTTAE R, AR B IR
AT LA B TF A A (4 A R B 57 31
M. 5254 RILATIR S RUBE AR I 4T 4 fh A5 o,
ATIRPFEBLAE AT LU O T I £F 4R, H
B O A B3 TR M, R B A 40 i
(HSC)FFEATIR, FF&M 7159 20E L, 1y HH
ATIRFEHUFNAIT IR AT LIS 7 W 97
,;ﬁ[lS].

JIFET AT Wt B b, HS CRAMORS Rk A=,
JEFLRHS C A [T 2 41 A T2 O RE 1
ek, R R Y], RAASS 5 THS IO
R, Wei e al"NiF B T FET 440 1 st 1 1]
A -CYP11B2 mRNAYEHS CH ik 1
5ER, S ] 5 ) 2 A B RN LT A 4 A
AHNHIER, W R ILT I IEROE FHS C& ik
AT-1524K. $&7RAng Il S HLAZARATIRTEHSCIY)
Wom A R TR A EEM/EM. Lim
et al®™H AT-1Z &5 BiILosartanif iy AL JEE
UK B, B B 7k, T B s B e 4
A=K F-B (TGF-B) mRNAELLIED T 50%
PL L. Yoshiji e a/?UHiie RILAT-152 R H5HiH
Candesartan A] J§ 58 K ST 4T 4Efb, FRARRT 4T 4E4L
M5 bR &P F TGF-p mRNASEF K /K-

AT 85 F W oR AT IR ] G5 21 4 A7 K,
HATIRIA1166CAHL 1l 2 A& M2 5 4T 4t
A7, 18 A A i e R AU T kL. FRATT s S

............................................. B 175
......... S 176
.............................................. : 176

....................................... 256

....................................... 257

....................................... 257
ERA BT (WS EA) [Rid e
AA 45 (90.0) 44 (95.7)
AC 5 (10.0) 2 (4.3)
AFER 50 (90.9) 46 (95.8)
CHUER 5(9.1) 2 (4.2)

TPCR-RFLPHIIATIRIERA1166CHT 5 7%
S, G Id AR S % 7 VEMERG AT A, AT DU i
P A2 ASTERRT . (HOE, H AT M A B S
A1166—CIZE 54 MR AASIHIE . A1166C
P FATIRIG3EHERH R X, AT HE T2 mRNA
AR ETE, RS M EIATIR G 5. #iE
BRZ M m RN A )R e 2 (1) i (1 DR S PR A S
PN ESE S N L T D R DAL
S SE P 41 R AT IRIE R AT1166CHT K 2 75
PEAS DU G A o 5 BF AT i A 0%, U 3E %A
M2 SR TS MRAASHIEYE, BHY K
FEAR ST 2P R ABF ST
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Abstract

AIM: To investigate the dynamic changes of
serum total bile acid (TBA) in infantile cytome-
galovirus hepatitis.

METHODS: The levels of serum TBA in 21 in-
fants suffered cytomegalovirus hepatitis were
detected dynamically (at the first visit to a doc-
tor, before treatment in hospital, 2 wk after treat-
ment, and at the time leaving hospital). Mean-
while, the results were comparatively analyzed
with alanine aminotransferase (ALT) and aspar-
tate aminotransferase (AST) levels.

RESULTS: Of the 21 cases, the positive rate of
TBA was significantly higher than that of ALT
before treatment in hospital (100% vs 80.9%, P
< 0.01). The infants with TBA > 80 umol/L had
higher risk of unfavorable prognosis than those
with TBA < 80 umol/L (75% vs 23.1%, P < 0.01).

CONCLUSION: TBA is a sensitive index in the
diagnosis of infantile cytomegalovirus hepati-

www. wjgnet.com

tis, and dynamic inspection can help to guide
the therapy, judge the severity and evaluate the
prognosis of this disease.

Key Words: Infant; Cytomegalovirus hepatitis; Se-
rum total bile acid; Dynamic change
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clinical significance of serum total bile acid in infantile
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ik
BHY: 43 fik B A2t B (TBA)E E 20 im 75
(CMV)IT X B IL W 69 3h 5 TALA= 16 BR 3577 A

FiE 216 CM VAT £ B )L i TBA B4
KRG, NIREGWETA %972 wkig. &
Fe it AT 3 e, 5 ALTAASTAHE LA,

R 2146 CMVAF K B IUANTIRE ST TBATE
P23 F ALT M % (100% vs 80.9%, P<0.01);
NI 7T AT TBA>80 umol/LAATAE R B A
4 R R K FTBA<S0 umol/LZA(75% vs
23.1%, P<0.01).

58 TBASZ 4 Wi 345 JLCM VAT X #9580k 35
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B ARG F) W7 A — 2N R A A

X B, EHMRE R, IESIEHE; 3
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2006;14(25):2563-2565
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mZ2A2E
AFFRLEREF

o i ¥ B it BR T
PEL T T XL)E
BCMV AT £ %)L
T T RE
T A, BT AMLE B
e 3L 45 JLCMV FF
Kym AR E RS
A BAFIEAR, A
— & s RME.

paxi:| n TBA (umol/L) ALT (nkat/L) AST (nkat/L)
CMVATRZE 21 61.6+34.3° 1892.0 £ 1213.6° 2137.1+1440.3°
CORURTINIRA 20 156.1+4.9 1062.2 +191.8 1085.2 + 198.4
°P<0.01 vs ZFUFFEINIBA.
W TBA (umol/L) ALT (nkat/L) AST (nkat/L)
) E n
mean +SD BEER(%) mean+SD  SEE(%) mean + SD SR (%)
8IS Al 21 61.6+34.3 100 1892.0+1213.6  80.9 2137.1 +1440.3 76.2
SBY52 wkig 20 39.7+£19.7° 95.2 1618.7+936.8°  85.7 1588.6 + 836.8° 80.9
Hp5eRy 20 127£7.7° 143 1098.6 £ 1563.4* 23.8 1035.2 + 136.7° 14.3

°P<0.05 vs &I HI; “P<0.05 vs 38Y32 wkia.

CM VT % £ LT TB A K AH S F8 br tar N 3B
Ui, TR 4 A E W R

1 RRTSA

1.1 #4 2003-09/2004-09ABECM VAT 45 4 B 28
JL21451, 531241, 9, 4430 d-15 mo. R
CM VIS 2 K7 &, 2141 &) LIYH2 HCMV
4. BT B LIMLCM V-IgM(+), JRCMV-DNA-
PCR(+), 1A SR 9 B JFF F AR AE 0 1375 28
SRR S B v X IR FRE ) LB AR Rl A A
RLIUHH () AR 9 BE 4 ) L2041, B3 1141, L9,
FE#6 mo-40 mo, MHBsAg(+), itHBV-DNA-
PCR(+).

1.2 7k CMVIFRAUE LB YIIZ I . A
BeJEVAIT AT 16IT2 wkn B SRAR4 VK R ik
i, ZFHF S0 AR M 1R, BT b A K & Jq
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Abstract

AIM: To assess the efficacy of biofeedback
therapy in the patients received intersphincteric
resection for very low rectal cancer.

METHODS: From 1999 to 2006, a total of 16
patients underwent intersphincteric resection,
and all of them received biofeedback treatments.
Therapeutic responses were evaluated with
Vaizey, Wexner scoring systems and vectorial
manometry.

RESULTS: After biofeedback treatments, the
Vaizey and Wexner scores were markedly de-
creased as compared with those before treat-
ments (6.4 vs 8.6, P < 0.001; 5.4 vs 7.2, P < 0.001);
the maximal contraction pressure (mmHg) and
contraction vector volume [cmx(mmHg)’] were
significantly increased (205.6 + 44.5 vs 143.6 +
46.5, P < 0.001; 50 664.6 = 8040.1 vs 13 337.0
7491.1, P < 0.001); the asymmetric index as the

resting or contracting of sphincter was dramati-
cally down-regulated (46.8 + 7.5 vs 58.3 + 7.4, P
<0.001; 29.9 £ 6.7 vs 38.3 £ 7.2, P < 0.001); at last,
the positive rate of rectoanal reflex was also in-
creased from 6.3% to 31.3%.

CONCLUSION: The maximal pressure and vec-
tor volume are deficient in patients after inter-
sphincteric resection, while biofeedback therapy
can partly improve the anal sphincter function.

Key Words: Low rectal cancer; Biofeedback; Inter-
sphincteric resection
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P<0.001), & XMk 4 E(mmHg) RO 4 @& %
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RIBTIE K B EEAK(46.8+7.5 vs 583+
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BEE W& BRI R R, Bk B2 A W
Jaer £ R DURE B 7K A IR B O T, R T AR
A 20% () i Bk i g A ek A AN 13 AT
4 A VB (abdominoperineal resection,
APR), JEE M T A TR, SRR
(intersphincteric resection, ISR)g 241 % I8 7
THTES cm U IERITARSE, HZ2 M2
P AR R A OGO R ) R RS SR B R R RR
JENLTIDh6e. ARJE LT D fig 3 2000 AR ) 46 4
RS s AT YR B R 1 P TR = D |
ZRIRYT R AR IR 2 26 0T LU $150%-92%"7,
R 2 RIS R I AE F v R mT 0. AHIE 5 BTG
ISR Ji5 (1 J 5 HEAT AR ) S st g, T o) S
H A M ARG ST 1 5 LT 1S 29 LD R dkAT
K, B AE0 AW S o A TS RA 5 (R HEAE 42
THIRE ) ST EAT Z5 5 VP

1 MRRSA

1.1 ## Bfi171999-03/2006-01 1641 %A H
Jrg ATISRF- AR, Horh 5541, 114, ~F
KR S56(41-74) % ; MR BEAL262.0-4.5C°F1Y
3.3) cm, P 2R AN EM A 5T 208K 45 1 e D it
filyéd i 422.1-4.0CF3)2.9) cm, ; H:ADukes Al
345, Dukes B3, J5 # A Ay i 34k Bt &
ol H oA 100, 1E$E40-72%5 LT T H
W i JCHEE D RERREAS R 1E R 3045 10
1], L2005 15 4y o) AL

12 %

1.2.1 RJE1 moAT A M BARI 4 (1D)hnssAT AL
PRI R BN SR g B RMAE, K AT
PR 7 A A LEE, WL L s 8 1
TE 5 Hs 38 0 1) ) e i 5 28 3 T 3 g O 5
oo BA AT ZML, BE R e = AT T4
2 U A i, H AR R S R 25 1 il
FFRINZE30 min, £F H29%. 3 wk)a, 2485
AT L A L e i J, T A A 4% X AR ) I
PRI BAAE K h 2. F:1%20 min, & H21K. (2)
oSS TV SR 1 5 T A 20 L R 1 AR )
BBy K SRR SN B, W
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1.2.2 mEa Ean HRK&E: EHRCTD-
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14 - - = JIgET —— UG
12

10

Wexnerif4y

A~ O

BEFs

B 2 E£YRITETSRIGEIWexnerifD.

BRAERE
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RAWYEE
(mmHg)

BROESR

(cm x mmHg?)
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(cm x mmHg?)

eSSz
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ESENR

65.6+13.3
66.6+13.0
206.4+23.4

143.6 +46.5
205.6 +44.5
325.2+33.6

509.2 +£95.0
516.5+96.0
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13337.0+7491.1
50 664.6 + 8040.1
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1644 35 70 5K H Vaizey Fll WexnervF-43, 1677
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Excerpta Medica, EM)) FU& 2 W (SCHi 24 &
(Abstract Journal, AT)) Wk, [H X 4 ERHL
LG5 o M (BHE A1k O vh B R R 8 S04
TR ChSC OB TIZEH A W) 2004
SRR N RRE RO T R ) S
i v E A S SOOI . b OCRH
OB H B2y AR RSCEE e e i CMCC
RGBS SR AR 2 (R SChR)
2 2 S AR 27 20 I (IR SCRROMAL SR . 20055 i
o ERHR TS HIER 5 (A AT A&
(BB IR K3 353, A1 6088 [F R 16
SCEHIE AT B8N, RHEE %K, 28Fh T
REE2hr. (AR W HAE) 5em 14
1.769, A7 & 1 608 1 [ B 4318 SC 48 v1-U5 41 1) 1)
1407, WRHEE2A2E, 28R I TR 6247, (T
HENHAEY PRIESRPR0.211, 5155
0.30, X 7> A 528, H4: 18 3 H0.43, EFRig L
E0.01. TS A A2 52382001 20034F %
B EA AR TIRR S

1.2 A28 ARVE, B, B, TR, WEE R,

iz, SCERZEAR, WETUIUR, IRRER, Wik 2,
SWALE. RN ERHEE . dedirE . ATtk
MR, BRSSO, Bl TS, SR
G, RIBUER. L KIBVF4 0005 LAY, BFFLR
#6 0007 LA, £ 508154 0007 LA, SCHRZE

www. wjgnet.com

#6 0007 LA, BFFEHRIA 000LAA T, 1AL
%1 8007 LA, Joi Bil41 1 8007 LA A
2 BREKR
2.1 BARARAE ORGSO E bR HEGBT713
BEEHARIR A« AR SO R IR S S
1%, GB6447 34 5 M, GB77143L 7% %
SCHRE S, GB/T 31798} 2% B A 1) 4 £
A AT K () I 30 P[] o B J00) ) 0 4 2 1
2>(International Committee of Medical Journal
Editors) il & i) A0 7 I FI BRI 40— 25K
(365K%)) (Uniform requirements for manuscripts
submitted to biomedical journals). W.: Ann Intern
Med 1997; 126: 36-47.
2.2 &R E NARMEN, BTES—, Wi i K
HZ2 0B, vl 1| R BUN S A RN 45
SNVERIRR, LS BRI fRIRR. Be 5 4490 LL 4 [
H AR BE 7 44 ] B 8 T R A AT (R4
Wy o CCEME A S P 4D
ezeawl) o (MW 4i) o CNER
FlE ) o (AR K (R
Yy RINAE, 25 0L (e N RGERTE 2y
S AN DALY I g i) (2544000
#HE, S il 24t B A B R R IR T 2, SR
LRI 24544, QUFTPERT 24, 152 I JRIE 24 2% 5
S A R BTSSR A ST AL
FI4ims 15 ] B E N A, WALT, AST, mAb, WBC,
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ig. s(BHAREE LS, kg A ES iKg, mLARES
ML, Iepm(R 5 K 1/min) <+ E%({X 28 30 %) +
60=Bq, pHANGE S PHILP", H pylori NRE'S ik
HP, 7, /N85 itl/284 T, VmaxAsGEVmax, A
GG, FAERMAR R AR S, -RMAZR S,
EYER R T A B A S A, BEETE .
NP ARFRh. Wik TR R (Helicobacter pylori,
H pylor), Illex pubescens Hook, et Arn.var.glaber
Chang(7iy %4 4 71 RIMELR); 5 HK; —SeG1h 224
S (FEAR B, ¥ Bimean, FrUEZESD, FRIL, ¢
56 FINE 2P, AHOC R Hr); 5% 44 b B HUAR
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[-dopa(Zr i % ), p-aminosalicylic acid(X] 24 3&
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Pk, kat), /(5 IR, C), DORHGH L, Gy), A(K
SHYENE 2, Bq), p(% S, ABURE, g/L), c(RIE,
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HUAM, 30 0005%30kDa(M A S RHA, /NG IFAE,
bR, “JRFET NSO AR R R, B
Ar(AKRGRHME, /NG IEAR, N AbR); WARH]
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+. — £ KJEAIH. W37.6£1.2°C, 45.6+24
%, 56.4+0.5 d.3.56+0.27 pg/mli 43.56+0.27
ng/ L, 131.6+£0.4 mmol/L, ¢t =28.4£0.2°C. BP
i kPa(mmHg), RBCE ] X 10"/L, WBCHH] X
10°/L, WBCHJ & EEJ10.002% 7%, HbFlg/L. M W] ifi
MR N4 % PLmmol/L, nmol/LEkmmol/LFE 7R, A~
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AR H A T B A R, A, I R AR R
M. &M BREA. IREA. maEA. &
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Fpmol/L. TR I AL e JRe . HIg IS .
Bi4n, 188, 1 s; 22344, 2 min; 3/, 3 h; 4K, 4 d;
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LA AL 5 AT 14 L ERIARLE, BlinR
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8 mg/NJE8 mgs. AN H, 15 d; 157, 15 g; 104F,
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mL/ LEK; 5% CO,, 50 mL/L CO,; 1 : 1 0005
IR, 1 g/ LB EIRER; BRI S BE36.8
pg/mg, SN H R 5L B 3R36.8 ng/g;
10% 41 2 8 2% 41560 mmol/ LEZ100 g/ LA 254 ;
45 ppm=45X 107 B[R HEFE AR (B i 180 ) F
r/min, FEHE Hg; YRR AR LT, —H
2.5 it FH5 (DR /NS (2)FRLE 9
LKEF; Q)RR A SCNG s (HFEART
MR RGNy (5) B AN So;
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P. ARGV 2 b B AR SO RUR -5 5+ bRt
ZE K78 Nmean+ SD, I E +FrfE R Hmean+
SE. &t 2 3 M HI'P <0.05, °P <0.01(P >0.05
ARVE). Wl —FR b 5 H —EPH, WP <0.05, P
<0.01; 2 =P <0.05, P <0.01%%.
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Abstract

AIM:

METHODS:

RESULTS:

CONCLUSION:

Zhang XC, Gao RF, Li BQ, Ma LS, Mei LX, Wu
YZ, Liu FQ, Liao ZL. Effects of Weixibao nizhu-
anwan on gastric precancerous lesions 300 cases.
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