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JF 95 R R B S L6 B B 2 —, TR
BB RS RS K, FRRE B TS
7 T8 04 5% A 2 ik A9 RS ) 4 2847
(future liver remnant, FLR)it 'V I 2 3% iz, K&
Mot ZBFFREHTEZRA L, A TH
FmF RGBT, Amfp— B R X TFK
LR, ATtk R AT 11 #bkAe E R (portal vein
embolization, PVE) ™ vAf 4k M A vt 3 45 Fo
SN et 38 A 18 KGFLRIG K, 48385, A
AR A AT KR ey A% &5 3R F K
MR HLE, KT FRIG4E. PVEH) %5618
FRAMRFE FTR2ELFNHRAER, ¥
F A EAMAT A 4 4% & Bk (fibrin glue). #L
AR+l . A SR+ B, FRE
WA (APVABUE )= LK TEES. BRPVEL
TR TRAMM . SRR, e
J Ao 2 R S H BAT AT K3 h Ry KT
PR BB VAR S AT A4 98 AT = BT bk
BH AL BA T ENHIREERENEF RE
A4TPVE% 7. BB PVEW B AR A5 %19
M: PVE® & wyik45 Le—A4nf; PVER A
A BA AL AT 5T, PVES BUATIT J& 08 77 5 Bldm
FIRAEE R BT S0 BR o  R S HRE
RN HER. AR iE B A, PVERA
897897 PR AR AR E Z AR,

RERT: AT TEbk e 2
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RT3 10 AELIAS% W R R4k & PR,
WOV FTATY KIFVIBRA. (HEAR )5 T4
FFEZH 2 (future liver remnant, FLR)E /b & it
B S5 3 R % v S5 JF ROE I LR 2R A
S B P, A RUR 5 T D) B 60% 1A Th
REMFARZA, 1IEH R YIBR75% B Dy Re 4124,

J R B R L 1) ER R ZE R (portal vein
embolization, PVE)n] LAfdAR ZE M JFF - 25 45 f ot
M FFF 38 2 AR R FLRIE K, M AEAS g B 4%
FAR IR (K g 58 3R AR D) BRI AL
19864FKinoskita e a/ 15 K I kAR ZEA K
B A1 50 ok e 2 6 97 T 2800 Jir R e 1) 6 I o
R & 4E. 19904EMakkudi er a/ 1 U LBIRTT]
JE 98 B AT IR D) BR AR 1T R PV B 38 i
Zempsis. Futk, FEVIBRARRTPVER LY A5z
ARUIBRIFRAE, 30T R 24, Wb KRG+
RAELENG ARG R, FEHA. BREMIHE
KPR 0 B AR, PVERJG Al i 4 %€
MFI- 2545, JER ZE M AR MR 2. BIFTTR I,
AT B F I g, PVERG2 wkiE
K ZEM AT LR A 7512-21 cm’/d, KJF4 wk
H11 em’/d, 32 A6 em’/dP. JHVTICG /3 s K
MWW (99m)Te-GS At ™ B /RPVEA J5 A4 28
DT Sh e 7R3 . H TPV EJG T 41 4 14 74 L
WAL M ANTE 2, Z RN 25 T i
(A 7, WTHGF, TGF-o, TNF-a, IL-6, fi 1)
FORNE FRRE b IR A B s R T A A 5k
JEW] BB PVEARJG L dI i Rk i 970 13 1
BIEP JERETRNS, HARG 14 dRETIH 8
FIELk, LT AR 48 A R 1 K L
(A1 = ARG TR i i g B g A e vy
BB A U AR 2B R 2 22— B PVEXTIF I 6
Mg mEe N, 02—l P, L5000 B i
ThEE B %, HE i 11-3 dES5e, (/T
SB35, 7-10 dPIPRE BIFERRE. Fan il
K, MEIRL KA A BB R, A )
el LN [ AN =2 52, Ik P VES 2 1 FF
P B A B A . PVERIAR. PVEIGNVIE, 25

¥ £ %4
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BaAt R £ %%
¥ Bk AR R
RiE BIE Ry k45
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#LE AmE KRR
JE M B AR AT
T KRBT P
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1 PVERZR

1.1 FLR#& &M Fe RS BT 2 #6944+ H AT, FLR
AT AG I 32 R CTAR AR N & R, W H
ST AT (D) (VB AR — Jib e AR 8/ (JH
JUE Sl A A — iR A AR, A TTIRAE A 2 AN R
SENTAEAE IR SR 22 2n, FLJGVE Al v AE AT I
ERIE. B BT RSN E
RE IR JHF 2 2L B AR AR (2) % R 3] 503 AR R AN [
X F 42 20 SRR 75 K B A A ), Vauthey
HEAE AR VEAL I F LRAG B3k, P 4R B
(TELV)=-794.41+1267.28 X f& & [, 1 = 0.454,
P<0.001. KXHFLR/TELVKALTFFLRIAE, H 5
S AR 1 I A SOk A A 1 R
#, BB XA REs2 5 (Widocyanine
grenn retention) 5 fl VIR AT ThAE, IR0
SO LI 3B R R £ IR ATA IR . 7 sHRJR
B S VPN A Th i S o6 PV EEK A T ) Bk il
Je g,

1.2 PVE# 5236842 PVEIK)SCiid 1245 LR35
(HIBFEGT TEEE T E IR ZEAR; 2)FFE
TR 8 [0] 8 g i JU AR A 1D i AR JER (3) 1
i BT 28 R 2 Pl e T AR A 1D DS ZER . AR AR
TN T2 AT 4y DAy TR 2 o) (2 ) 5 A ZE R A
A [FO0) 06T 000 25 o) (7 2 o) R ) e 2E). H i
HF LT G 2T bk 2R 5ok
1.3 PVE#&EEHM4 HATPVER H e 2k
A YRR AR (fibrin glue). FUHE A M5 R+l
T PR R IR 2+ I, SRR ORE (AP VAT
RO FITGIK S RERE . 3 R RHE I I 3 A 75 3 AN
TR 7 A A 2 e, (RS & B AR
2Rk W e 4 I ) A A e R R Ik
TR VAT 75 T+ B e T = A= R mT 5 190 JHE O A
A HIPVE S U B A Z 8] (1) I [ [R] B, {H 2 A
T ERE RNV IR T, i R AR A AT o A S
BT AR e B By 3 I mT 3 LA B
JEE SR T To/K SE AT I Th RE A, i
T2 P . PVA S A H, PVARTT#
b Sub NIV TN LS D R S UL N
T TR, ARV, H RSO TR aE RE A
IR Pk AR AR FE T . B T R
RS A 1D JEF U486 A 2 SR P AR S AR,

1.4 PVE#) 5t & J& PVER I RAECLSE: JHBE M T
A Pk R S8 L HEE A B kR

TR —ib e . dEH PR ZE . 8.
e g 20419 Kodama er a/'™HiiE, 476047 KRR
PVE 35 A 70 (15%) K 2B H A 24515, 2
WA L it fbb, 1Bk AR, 1M B bk e
(B IFRE B A i), 190 JIETE A o, 148 D ik I
FeTE R IF HORFLECARNE I RAE I & A #h] g
5 2g J I Be A B A G, BRI IF RIE R A %
(9.1%-12.8%) s WAR &,

2 PVEBYSENAFRIZEZIE

2.1 EpiE HHj, PVEREE LR LS br
HE, LA JUANR RN 7% i (1) TG SR A 457
F, YOEFLRAE A 2 T Thag; (2) AR
XA L ) 75 3K, ARHEALIRFLR AT 25 S 21 i 3
MR PR TR . S i AN [R50k 7 4% JHE M 170
ki Q)FARVIBRIGH. ZAEMFARARLK;
(D BFAFRE . A5 A I LRI 52 i JF 3
A 1R TR 2 CLIpl DR )11 A7 1 18 T I 4 2 1
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Abstract

AIM: To investigate the effect of Ezhu on the
expression of cyclooxygenase-1 (COX-1),
cyclooxygenase-2 (COX-2), vascular endothelial
growth factor (VEGF) and prostaglandin
E, (PGE,) in human gastric cancer cell line
SGC7901.

METHODS: The MTT method was used to ob-

serve the suppression of the human gastric can-
cer (SGC7901) cells treated with Ezhu. By draw-
ing the suppression rate curves, we selected
the appropriate Ezhu concentration at the 25%
proliferation suppression rate as experimental
concentration. Reverse transcription-polymerase
chain reaction (RT-PCR) and Western blot were
adopted, respectively, to examine the expression
of COX gene and protein. Furthermore, ELISA
method was used to detect the variation of the
VEGF and PEG, expression in culture medium.

RESULTS: Ezhu definitely inhibited the pro-
liferation of human gastric cancer cells in a
concentration dependent manner. Electropho-
resis of the RT-PCR products demonstrated the
expression of COX-1 and COX-2 gene in the
human gastric cancer cells. Gray scale analysis
showed that both Ezhu and celecoxib inhib-
ited the expression of COX-1 and COX-2 gene,
and the inhibitory action of Ezhu was greater
than celecoxib. However, Western blot clearly
showed that a specific protein strip was ob-
served in COX-1 group at the 70 kDa, while in
COX-2 group at the 80 kDa. Gray scale analysis
confirmed than both Ezhu and celecoxib had ap-
parent suppression on COX-2 protein, but had
no effect on COX-1. Moreover, the suppression
function of Ezhu surpassed celecoxib. Ezhu and
celecoxib obviously degraded the content of
VEGEF in gastric cancer cells. In comparison with
those in the control group, the results are statisti-
cally significant (91.0 £ 18.2, 127.8 +12.1 ng/L vs
162.0 £15.1 ng/L, P < 0.01). The level of PGE, in
the cells treated with celecoxib was lower than
the control group with no statistical significance.
Nevertheless, Ezhu decreased the level of PGE,
significantly (67.5 + 6.9 ng/L vs 78.7 + 5.6 ng/L,
P <0.01).

CONCLUSION: Ezhu can inhibit COX-2 and
its downstream expression of PGE,, and down-
regulates VEGF expression, so as to suppress the
proliferation of gastric cancer cells.

Key Words: Ezhu; Gastric gancer; SGC7901 cells;
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WA, ML, KEE, KB, b, BER, RIEE. BAN
SGC7901BfE/BECOX-1, COX-2, VEGFFIPGE,RIAKIE
8. tHHRENEIZYE 2006;14(16):1548-1553
http://www.wjgnet.com/1009-3079/14/1548.asp
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RS A ffi(cyclooxygenase, COX) N —Fliflk &k
BHE A, A A DY 1R ALk BT 41 I 25 R0 S A
s Y e 0] St S R O R e SR i
COX[ T.lf: COX-1RICOX-2. COX-1Z7E %,
LRIk, YRR 2 PP AL ML I AR T
fE. M COX-27E4L Ko LR d i HhoA Rk, A
TEAN S22 2 W AMRIIR 22 (e 7 2R
. NEEER. (T L0 7. BoER5)E
I, A 2iFAERIENY, Bk~ r 2R
6 28 28 R R DR 2 R AN ] i 8. COX-25 A
g AT DI RY, T e 25 7 Mg i 5+
RLLOWTT 0RO A R IR R 2R . A
AEFRHROED, . . . R

i g S5 AL R P AT COX-2 mRN AT [
[t B Rk, HCOX-1RIA TS A, e k2
AR R AR R AT COX-211
Tk RIS, B S58ME JORE AR AR OG, 2R 4
PR A S AS SRS Ak S R AR
Wi COX-23d B FRAA A 1 P (K1 A ke o A
FSL. JLIRFST R B, NSTADsF N I ] G b
ETET P, HER TP AR AR fER . B
NSIADs 1] BHWrCOX-21fi A %5 7 i3 e (1)
2E TR AR ™, SEEG AR &I, NSIADs ] 7
A A T e A MR (0 39, AL AE KA,
T3 .

I FUHRAE W] 45 ) J AR KR (VEGF) H]
AR Z IEH A RIE, B — AT BAR, &
Ji 988 40 L g 20 W K EEVEGF, % LB B R IA.
AR AR AL P VEGFIIRIA & T 1EH
Y128, FLRH M 2Rk S8 vl A 5 2350 5 A, B S 49
1. VEGF 2 s HURE S VIR U5 7S R 0, i 3L
i R T P R A, SR R A b, R
HE ML T R, At 5 7 2R 18T AR 0L A AR e
TWIEYE, BRI PR b I 2R 5 2 A Ak
LR, AR T AT 4 A R P Rz A e G AR
e, SLIRIE B s 2 ML (0 R 2 T, Ay e
(i AL RS 03 4 1. 5341, VEGF ]l il 4
S B2 AR B MR B C™, PRI S A B o If
N AN AR, G0 e . AU
VEGFTEMR I kA K. Bl fm
IVEH]. TICOX-2i v %5 3 VEGF4AE ML Hr A Al
UL A PR A A, AT (R 3 R g 4
BRI R R,

PGE, /& {6 /E VUG IR 1) = ZAR M =2 —,
O KR FCRE!, FIEE A2 e, BiE

B M4 PECOX-

2404 A T AE 4
e R R S
V& RNE R k]
WalERE, %
FTCOX-209#F L
#—F RN, 2
COX-2f a4 A
Fr 8 R AL
P msg, ABKBFR
¥ % A AHFRIN
A HFHECOX-2
FE R R i U
aER, mP
JE B 6 Y 9 F &)
EREY, B
FHRAARFM®
COX-247 %) 4E
ay B AE R F e
B 25 A R R
R T
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[ DB 108
AL EERF &
B A #H 2 4T
MNP 28 A, BF
RERE K
AR AL

M= PGE, MKV 14 &, PGE, Al il LA %
P2 1 Dy RE A K T R 7 A, ST 4 i A1 B A
JRIBEGHE, TAH MR A S A HINK A, LAK
AN FICTLR AN BRI 1. [N, PGE,3 ] 4]
TNFRIF=4E, B SIL-10774. Kk, NHSEL
FRAE 401 150 3750 Lt BT Jr DE AR S 9 R RN 4 25 ) ml
PRARG 7 25 2 1) S s i 4 FH 2,

WAER, F8 00 R e T K it
T T AR T N R R Tz, WU T R T
U B ER T 2 IR, BAT 1A
A U 36 HA I v a Ay i R (R I 24 3R A S AR
WL X%, RIHRT-PCR(COX-1, COX-2
mRNA). Western blot(COX-1, COX-2 protein)
G HAL P LELISA(VEGFE. PGE,)%% 7
7, D e FLAE R e A0 b 0 2R AR FRARAE H
FERIK WA, G T A A B S T AR AE
FIHL.

1 MRS

1.1 #4 NBEAISGCT7901 4 i [H 25 Rl K24
PR 2 B S50 B AR AE . FEORPEIOE T
B B 25 B S S PR, celecoxib(FERE A~
AVE/R K2y #2545 5] . RPMI 16401557
FhiGibcoA A A=, COXBIMIE H Rl Tk
W TRREAR MRS A WA F, AN ME bt Y
ZEF A A AL, DMSO( HIEEEAR) BT 75k 4
Kt 7 AT PR A w427, MRNA tripurefilif
A7) % HiRoche Diagnostics 2y 7] 24E 1, COXPiAA
tiSanta Cruz/s#)4E/, 100 bp DNA ladderl¥ [
KIEFREY) THEARAF, 100 bpik Fladdert
Piece chemicalA @) 4=, VEGFR AR &b
Ve AR AR SO AT FRA 7 A 7. PGE Rl 77
#rtHZE[EBPBA H) A4

1.2 7k FH2.5 g/LIEER AR b8 )2 R 7R 40 i
SGC7901, il # P ai s, LAAEFLT X 10*4M41
N 196 FLIE IR B (FFFL100 pL), F3 Al AN IH]
WEEFEA, BA37C COMA T 5724 h. &
JaRFLIMAMTTH (S ¢/L)20 uL, T-37°C4k4k:
FE4 h, ZRER. WAL IR R B, A
100 uL DMSOE#% 10 min, 7EBFEEGREK 4>
BTG T8 A so0nm PIE. BASUINER FEHAS 040 i 11
EMEROEEINIES

1.2.1 RT-PCRMCOXA B U A KA 41
P, A2 X 1041 i i, 43 i N B34
O, 24 hoS 40 B BE FS 43 5N 24 (2
123 2 2 5% I 1R 2 R BEAE Ry I 259K 2 - 4

XHEZH . celecoxibZl(5.75E-5 mol/L). AR
(940 g/L), 48 hjaWcdes414il, H2.5 g/Lik
AR, SR A, 1000 r/minEgO
10 min, PCAEANIGTHE, #1LL0.01 mmol/L pH 7.4
PBSYEIARUIHE2IK, T--70°CLRAF. N tripureil )
EIEMRNA, JFHEAMI ORI EA jonm X
A ssonnfE, PATHAIRE, RN FEAT 5. TUK BIR
42 pg RNAFES K10 pLBENLSRARS 14, T
70°CiE K5 minja, SZRPE Tk, IIAS uL
S22 vh Y, 40 MU/L rRNasediil7#1 uL,
10 mmol/L dNTP 1.25 pL, 200 kU/LM-MLVi¥
Mkl pL, JEAMIZK 225 pLa kG, Ra
37°C 1 h; 80°C 5 minZ¢ 1L MY, -20 CIRAT. 514
FF#ICOX-24: COX-2 F: 5' ATC TAC CCT CCT
CAA GTC CC 3'; COX-2 R: 5' TAC CAG AAG
GGC AGG ATA CAG 3'. ¥4 i BEHK J& 4807 bp;
S 4)COX-14: COX-1 F: 5' CCG GAT GCC
AGT CAG GAT GAT G3'; COX-1 R: 5' CTA
GAC AGC CAG ATG CTG ACT G3'. § 4 } Bt
K H529 bp. RIVAKZ: 10X reaction Buffer
2.5 pL, 25 mmol/L MgCl,2.0 pL, 10 mmol/L
dNTP 0.5 pL, 20 mmol/L_ R34 %04 uL,
cDNA 2 uL, KTaqfiff0.3 pL, #MIN/KZ25 uL.
PCR% A 94°CH#JA 3, 94°CA 45 s, 58°CH
PE3S s, 72°CHEMISS s, FLISAMEI. )5 T72°C
ZEMF10 min. RN SEEEG, BB =410 uL, T
15 g/LIKBERE RS L AT sk o i, A LA %
S M it TR) 2 TR 7K ST (R s 59, Y H UG 43 A SORT
PRSI TR e

1.2.2 Western blotMCOXE & $ 4 i i) & 1k
AE (90 pg), JEHEATAETE90C, 5 min)dbH;
AT NI RN e UK, el 75 mA, 1 h; H
BRI 24 9B 1 h; IBlot washiiyk2
K, %10 min; JIACOX-15(COX-2[1—4i,
#E25°CiHH 1.5 h, COX-1RICOX-2/—Hi TAF
W Z2y 5 41 ¢ 50011 : 800; TIBlot washyi i3
R, BER10 ming MBI AR L I — P
J&, fE25°CiH 1 h, COX-1MICOX-2/f —Hi TAF
WY M1 2 10 000; HIBlot washiRyE3¥k, BEIK
10 min; JOAL @ TR IGHE, 7625 CiRHS5 min.
RYAHILE: i = i -1 DRy LI an: e s e 3iidn
BARGARG I AT HE 73 H7.

1.2.3 ELISA* M VEGF#»PGE, HUA £k K 1K)
A, 421X 10AYLIVE T, /40500 uLisRik
I3 MBI 24400, 24 hal g W EE f5 43 1)
T2 G B 51 256 kg 25 % Ief 1) 25 103 B A Sk T 24
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A 120 1 2 3 4 5 6 7 i AR

10 i ABFR, 5T
L e P25 4% A & AL
= f ATk—FwT
o &, il k% A
0 ‘ ‘ ‘ ‘ ‘ ‘ 2R T RIS,
0.00E+00 2.00E-05 4.00E-05 6.00E-05 8.00E-05 1.00E-04 1.20E-04 w7 H 5{@- «j‘ r:[: gg /[/}2

B 150
100
B
é, 50 ///_’—4
x g . . . . )
=
0,00 100 200.00 300.00 400.00 500.00
-50
-100

concentration (g/L)

1 EXREHA. FARBNSEAEEVIIHEIR.

WEED): diaxf B4 . celecoxibZd (5.75E-5 mol/
L), FARL(195 g/L), BEAMREEM 25953 5 hn
8FLEL104L(» = 85K 10), 48 hjm it F 2R IR L,
B0 5 iGN tube B R & L OB A8 U I R R
FEIMN 7 2 = il AR A AR AL (100 L
/FL). 37°CHFARIE H 120 min, U AR TS /00 EkS
R, [PIEAC FEDT JE RALINA—$T TAEHS0 uL,
FEOTIRS), 3TCHFARME 60 min, YEASIK, TG
FFLIMABEFR LA TAEH100 uL, 37°CHEAH I
H60 min, YEMSIK, IMNJEY TAEH100 uL/AL,
37°CHFAEIRE AL S N 10 min, FEFLINA L 1E % 13,
AT S RN ZNM A yopnm(H, Ik 2525 A FLAMH, 1545
PRASTRIA AR, FR By i 1 D00 5 {1 22 Tl b e i 28
K, febrdEihZe Ea A MR AVEGFIKEE. B
FRBCREFLINAT00 wLARAE S, 235100 pL
FfE s, BEALINAS0 nLEEARI, 18-25°C K W
90 min. YEAR6IK, FEALIIAJEYIA, B %50 uL.
18-25°C ¢ W15 min, REFLIIAS0 pLZ b, 2
1B, F K250 nm I EEbR AL EBEASALIK
A, R4 PR UE SR, VAR P PGE, W
W,

2 BR

2.1 COX-1, COX-2k ik AN HIEAEH —&
(AMEIVE R, BB W FE R 3 i, CH 44 FH i
(1), ¥ RT-PCR ML HLIK 3BT, A COX-1
SIS AL L 14529529 bp(FF A COX-147
BV A, INACOX-25 1) 1 & 43 w] W1
429807 bp(FFErCOX-247 B My, Hr 5
PELF(K12). BB 40 e hH COX-1 mRNA,
COX-2 mRNAKIE. X &4 BT K% 53 bt
(B3 EBL, FE25%COX-1 mRNAFCOX-2
mRNABJAHIHITER, FAXCOX-21 41

www. wjgnet.com

B 2 COX-1 mRNARICOX-2 mRNAZEA BEMIRDH
TIK. 1-3: COX—1 mRNA; 5-7: COX-2 mRNA; 1, 5:
SGC790140l; 2, 6: FERE M, 3, 7: FARL; 4: 100 bp
DNA ladder.

1.2

1
0.8
0.6
0.4

0.2
0

gray scale

Celecoxibz:! Ezhu

control

3 BLBEBIMRNAFHIREDHTLLR.

xR 1 SEMEVEGFRIPGE2HIFRIA

bax e n VEGF (ng/L) n PGE2 (ng/L)
PV 8 162.0 +15.1 8 787+56
celecoxib 8 91.0+£18.2° 10 77.9+5.1
A 8 127.8+12.1° 10 67.5+6.9°

RR T2k A, B4 Western blothgt
gE T W, COX-14417E70 kDakhr] WLiE 5k
(2 11 46717 (161 4), COX-24% 417680 kDakbhnf I
SRR 4 (B14). 038 405 AT IR 4%
Br & B 240 b G 25 % COX-2 145 1 2 (4 1
YER, X COX-1UJCHplfE . L, FEARXT
COX-2 (P4l FH 25 Tcelecoxib.

2.2 VEGF#=PGE,#) &34 PtiZjcelecoxib kI AL
A B RN R AN IR VEGFIERIE, 5414l
AL, HZERAA Gk 73 X (@P<0.01, K1), 752y
celecoxib4IPGE, RIAE T4 4, (HILZ=5R] T
b 2F i X, a0 I 23 mT ) BRI
Fe A PGE, IZRIA, SadiAfLt, 264
THEE R (P<0.01, #1).

3 171E

H R, COX-22 i &k RIBIIBLE C A5 %
3R, (R LS g i 22 0 B D 2 ) O R AR A
MR g gt R w8 R, COX-27E IEH
EA. RRMEE R BEHMEE R M. R

COX-2# 473t —
FIERNBIHE R, A
H B R T #IR
. BEEA T,
T i — A ik i A
H & HFHECOX-2
Fp ) VR R 84 R Ak
R, TR —RFH

2.
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W@ R
KAFRUET b
28 7 M 98 w9 SR
S HUEL RAUH], T
TS, 5T
S, REHY
FF AL

A COX-1 B

gray scale

COX-2

Celecoxibz*!

Control Ezhu

B 4 ASEMIBCOX-1, COX-2ZBEBVTRIA. A: Western blot; B: JEESMT. 1: SGC79014MIE; 2: celecoxibZH; 3: FHALH.

SRS A T B i A 2 I Rk B R o M A
BH A 24K K K6.67%, 17.86%, 30.43%, 42.11%H1
62.26%. FERCOX-27EE B kA RIEMT
FerhidffCorrea et al'' & K L B e 1) e A A
3o IEH S RS RN Y R 18 ik
B R~ bR A — AN SR A — T g 1)
BASERE, HICOX-22 5 T W BN Al A%, nf
e R FE. COX2mRik B g 424y
P\ RRGRRE XA O g e AT . e
Ak B R AL P R IA B TR AL, R
SN 5 AW 25 R 21 T I R R IR = TR
12 SRR 5 ok L 2 7 B 4. $-7RCOX-2A8
N5 T BEERN SR, B 5 mnR
2. B RGN — MR R. DA RS
FUIAE AN COX-1 1 ik B PR, 5
ARG 45 A — 5. WRT-PCRIIEE ok F, 3K
ARHFCOX-2 mRNAFICOX-1 mRNA¥TH I E
AR, AXTCOXMIERME KRG, A XS
COX-1HICOX-2K4MHIJE W] W % ). MWestern
bloti 45 FKG, TN COX-285 147 W] 14
HEHL, M COX-1 eI /E . b, 7edl
A F s B R, AR CoX-2 M il/E A
i Fcelecoxib. MELISAKI AT LA H, 7624
celecoxib A H 2 LAY ] B G BRI 19 e 40 i
VEGFI & &, HHEHR S5 KHCOX-2M1#KIA
FEARSPAT, w25 3R AL AT B 2 BN i A i
PGE, 17 &, P EHE K HCOX-21 K1k
ASPAT, UWIHCOX-25PGE,. VEGFE & fI4H
SRR, w254 F ML AT i A3l e il coX -2
FIE, I HIHEIPGE, (¥ 7= 4E P2 BEAR g 1 & A=
BB X VEGFM T SEHY, IVEGF&RIE
N, BREAEIHEIVEGFZRIE, M4 e i
B (V0T AR, i R o 4 R R .

B, TR AL AT e A I 0

COX-2%ik, Ja/DPGEF 5 i) 4 5E > K 2L 4
B NPT Bk R R A B VEGFRIA T
TP BRI VEGEZRIARY, M i i s
LA PR A=, T8 SR 1) 1 FR B
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Abstract

AIM: To evaluate the expression of recombinant
and soluble human anti-HBsAg Fab in murine
liver.

METHODS: The 5-40 ng recombinant plasmid
pXXUF1-HBs-Fab was transfected by hydrody-
namics-based administration via tail vein into
C57BL/6 mice within 5 s. Meanwhile the empty
plasmid transfection group and non-transfection
group were established. The serum and tis-
sue samples from liver, kidney and spleen of
these mice were collected 3 d after transfection.
The expression of genetically engineered Fab

antibody in vivo was identified by reverse tran-
scription-polymerase chain reaction (RT-PCR),
enzyme-linked immunosorbent assay (ELISA)
and immunohistochemistry both at mRNA and
protein level.

RESULTS: After transfection with different
doses (5, 10, 20 and 40 pg) of pXXUF1-HBs-Fab,
the plasma expression of anti-HBsAg Fab was
201.3 £ 13.7, 213.1 £ 13.5, 513.6 = 12.8 and 954.1
* 12.7 ug/L, respectively, with specific binding
activities to HBsAg protein. There was a postive
correlation between the expression of the protein
and plasmid dose(r = 0.912, P < 0.01). Meanwhile,
the mRNA of Fd and « chain were detected in
liver tissues by RT-PCR. Immunohistochemistry
showed brown positive granules in the cytoplasm
of liver cells and Fab protein cohered on the inner
walls of glomerular capillary lumen and collec-
tors, but the parenchyma cells of the kidney and
spleen had no expression of Fd, k chain and the
target protein. The expression of target protein
was not observed in both empty plasmid trans-
fection and non-transfection group.

CONCLUSION: The recombinant and soluble
human anti-HBsAg Fab can be successfully
expressed in mice, and the expression level is
increased with the increase of plasmid dose. The
above study also shows the Fab protein can be
filtrated through glomerular.
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R IZpXXUF ki e sf A Fo 2 G20, S5
3dERERFRITF. B, BEFLULAK, i3
JART-PCR, ELISA#= £k AL F F E 57
RN B e ik 8 KR AT R TR AUARAGR
HBsAg-Fab/E 4k 1 649 £ 34 5%

KR R#HMREEHSpXXUFI-HBs-FabZi
DR E P IESE T ARMFab & 69 o bk
Rk, B R d P AR F 5 42013+
13.7. 213.14+13.5, 513.6+12.847954.1+
12.7 ng/L, 5+ B A SHBsAgh 45409 7%
M, EAORRSEHAENEREML( =
0.912, P<0.01); *F FB40 Fn 5 & 40 fu i o W] )
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Horil 5T JURF 2842 7 A FA & 44 & k52 4% /9 mRNA
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B 52 i 2m RO B AR RE ¥ R IUF A 4k Bz 45 49
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R EATRE A 2 2 DA OIS ZR IR
KR F BN GRS KA O #EHB V)R
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67%-80%, Ifi 5K IGHAAFHR W T IE, 3 ati e
1044%, 5 aB A7 M17%7. 18 L RIGTT ik
FEZE RN RIS /Ny FHIHBs A ghi A TBTHBV
SR TR G (A NS i v e I TS A A AR AT
A A i B A F R . R I, 3R
AT LA AU T U AP W T A 70 A4 97 128 i Fr)
HBsA ghi i 1) EHEF d BRI A2 BESE A i T o
ZHREAR S 75 R ok _L, ElpXXUF1-HBs-Fab.
JFORLAY AR DRI FE A A () 3R A2 T 2 R
REAIIE PRIV T 1) 3 22T Br. AR H R ik
5L pXXUF 1-HBs-Fabi Py 5 Jufii i $8 %
NG FATUARIE R /N B Y TR 2 i .
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1 SRIAGE

1.1 ## S PiAHBsAg PUAERFABL. 2
EIL A FITR E S5 471 F) 75 21 B AH S0 B 28 42 o0
pXXUF1-HBs-Fab y AW 5T i dt; pXXUF 15
Hr 1 55 [5G 2% B8 DK 27 1 Wl 8095 S e 3 9ty 0 fit
HECSTBL/6(H-2"") & /N, 6-8 wkiit, 20-22 g, Hi
AT LR AL TR X P R SRR &
(Qiagen); HRP— 4 AFab$iik K R ¥t AFab¥i
PRI (Sigma); S HBsAgHLRFELLS AR (L ifgsk
WRHEAYE AR AR, SPA AR &L
A ZEM AR A 7)), Trizol RNAZ 2R 71 &
(Gibco); IHHEEEEM-MLV Joligi dT (Progema);
E R ELDNAZE A . ANTPAIE IEHE (Fermentas);
PCR Marker(*#£3£). PCR5 W& (L R):
F1: 5>AGT GGC AGT GCT GGA AAC<3'; F2:
5>GCA GAT GTA GGT CTG GGT G<3"; K1:
5>GCC GGA CCA GTC AGG ACA T<3'; K2:
5>CCG ATT GGA GGG CGT TAT<3"; GADPH 5'
554 5>ACG GAT TTG GTC GTA TTG GG
<3'; GADPH 3% 5|4): 5>TGA TTT TGG AGG
GAT CTC GC<3'.

1.2 7k W A i B4 Fokip X X UF1-HBs-
FabHIpXXUF LR AR #4200 pL4)5 %2100 mL
100 mg/L2 W75 5 = MLBW AR R IR 2k,
37°C I ZUHRFE. 4 o BAR T30, 4°C
015 min, FERETRUE, AEH R UTIE R TT RE T4
FQiagen 2 P 5 2 M 4l TOR i HE R ) S e B
X pXXUF1-HBs-FabMlpX X UF1#E47 KR4,
ddH, O RUTIE. AN T E FURIDN A
IR E S B . 73 3l 5-40 nglifbpXXUF1-
HBs-Fabf120 pg pXXUF1FRifi#1-1.6 mLf
AR ER KR, i CSTBL/6/N SRR FFIKAR (S s
P S T8 A A SEEG Ay A TSI 14 (1
FpXXUF1-HBs-Fab 5 pg+4FEEK). 52562
I pXXUF1-HBs-Fab 10 pg+EFEEE7K).
S 340 (7 pXXUF1-HBs-Fab 20 pg+ /7 ik
) AL (FE S pXXUF1-HBs-Fab 40 pg+74:
FEERK) WA (pX X UF1+2EH# 2h/K) 14
MR ERAOREAL10 K. FES3R)G, REME R
JIF BRI,

1.2.1 ELISA#m] 28/ RHRHER L1 mL, JBUE2 h
J5£:2000 r/minf005 minBUM. LIHBsAgfl ik
ELISAMR, JNANAS2H /N B AbrvE A HTHBsAg-
FabfE A1 h; FAIAL © 8000F B [THRP-
T AFab 100 uLiF &1 h, TMBE {1, T450 nm/%
630 nmALHE AT

1.2.2 RT-PCR K TrizoiX FH2ELC57TBL/6/)N il

W £ RE
B &7 B A s is &
FREFAFAAE T
FAEZNF®RE
BN Rk
% ¢ (HBIG). #
P E S
HY. LAY
EFHLAF. T
F Rk EaH
(HBIG) k-2 A
BT FLEHBV - 2%
FABRERRE
B E RA AN
— A7k, 42X —
kA T IE K
XA RSP
RN T HH
I AR iR ) T
OB B A BT Rk
A T R A
T RFRE
H 7T 56 38 R R P
#%. A mHBIG
E Y Y d
FR, KE LA R,

B " 4 A
HBsAb# A R 4#
AR, ANR
ALKk R B e Fab
FescFv & & #F
R, 42K S 4T
REME. KB
AR AL, BE
B Rk R A
AL ERFE, H
TR Tl iLsh 4
KRB ITRATR.
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WA # B 5 =5
T YO \%01200

F Ao AR B W E 1000
EHARA S W DR WEBERE A{&E (mean +SD, n = 10) %

A FAF R . X

5 R R 5 6 408, %Bﬁ1 pXXUF1-HBs-Fab 5 pg 1.78+0.17 . i
HBsAb# A L  S2  PXXUF1-HBs-Fab10 ug 1.8140.165" =
BBk, AAR %5&3 pXXUF1-HBs—Fab 20 ug 2.341 10.133ce ::0
i G- oy e kegpgied £

- - 32 \/ﬁ p. . +0. Ov L L L L |
zs.;;?ﬁfm 4; =] HBEIK 0.006 + 0.002 500 10 20 30 40 50
X %4 T H Ak E [k p XX UF1~HBs—Fabi =518 (ug)
B KRATE p .05 vs WRSEOM; P<0.05 vs 1 SRE24E;
A& BRBE op 05, w63 B 1 pXXUF-HBs-FabsE&THIE M AHTHBSAG FabZeikzk
A SR A fm A T = 0.912, P<0.01).

BEKTE, B

AT RARE B 11 LA L0 4 \ .

eMET EHR NP A KA B EcDNA. JFFIAIF2, K11

AN B N NETY oL " \

e K2y 510 W H B A I T B s A

AR L RE RNAFZEURIRT-PCRIT %1 IR 1) £ 45 5

M A pXXUFI- N . L, w

HBo-tab. fasr 15 PCRENACTE: 94CHIASNES min, 324

PV EAI Sy 94 CAREA s, 55°CIK60 s, T2 CIEM60 s,
HBsAg Fab™ ¥A . . . _ e e

sl ammp S MEH, 72°CIEM10 min, [F]W9 1G4 S

ERABE L GADPH. P4 SR HIREIRE I S

AR E S ‘ =

FEr e 1.2.3 RIRAEN B40 o/LZ B FHEREE /N R

Fik, FFTHN A
RABER, @B B
AR

FFAEZE 2 A, BIECL em® K/NLZRE 25 5 M A e
B R 5 2R Rk ik, —JFIN40 g/LEZEH
WEE 5 . AT, FRAKIE R4 nmifi4 sy
JFrask, s EATHER e A gt RS
BEHTAFabP Ui TAEKEEL @ 40. AU QES R
SP iR F G Ui B T, PBSAVE —HidE B M Xt
TR SRIET SR AT et e JeBi R
Fabtt [ LAER I (5006 4 B, TG (o B, O
WA LR 155 BH AR U S B

Bt 403 i HISPSS 1158 AT 4817
Mr. BT SEER A 3 DL A & bRtk 2= 380K, 4
[ 22 5 (1) 9 S LR AR 56, v 7 R S R
IR AT — JC AR 0T, P<0.051) B A7
BEGEE L

2 B8

QiagenZ: A 75 28 21 FORLAih- 1 771 & 1 2% 1) 5L
¢ IR p X XUF 1-HBs-FabflpXXUF 13K & 43 51l i5
#1850 mg/LAI800 mg/L. Bk it i J5, %
NI 0%, 24130 min/5 W E IE
W, R K 100%.

2.1 s AELISAAR LK ZHCSTBL/6/) RS
5 ug, 10 pg, 20 pghi40 gk )q IMiE A
3% A1.78+0.17, 1.814+0.165. 2.341+
0.131F12.712+0.13; AR FRoE Hh Ze o155, i
/NGy FRabPuikRIE #4331 201.3+13.7 pg/Ls

2 RT-PCREZI/NERAZELRTLBARCP A THBSAg/\D FFab
FURBIZRIK. M: 100 bp DNA Ladder; 1-3: ;g\/j\%ﬁﬂ Fd, 2:
K, 3: GADPH); 4—6: X420 (4: Fd, 5: 5%, 6: GADPH).

213.14+13.5 pg/L. 513.6+12.8 ng/Li1954.1
+12.7 pg/L. XA A FI41C57BL/6/ B,
T AR 3 A HTHBs A g/M o FFabfifk. iiFsg
HYLp X XUF1-HBs-Fabff) /s il nl BLorihtE R ik
NJEtEFabsE A, I HAT SHBsA g 4G I
WEPE; 7640 pg pXXUF1-HBs-FabJiukiyE 5 i 4t
HBsAg Fab#ikim, HS g0 pgIoi wm)
ZEo, HA R B 20 (0 R IA 7 8 W 3 (R D). AN
pXXUF1-HBs-FabiT: 4 | %} A$THBsAg Fabi&
KV 52 DL (), H A R0E 5 v Ok A
BAIEM K@ =0.912, P<0.01).

2.2 ZHART-PCRAZM F3 5 LA A1/ B JHE I

5 IR ZHL 2R R S RN A BEAR, AT RT-
PCR. 7 556 20 /I BRI JHE AT 40 23 mp 2y G 0 1)\
PUHBsA ghiAAFd i 55 S I mRN AKX, 1M
U R 2 R R AT o6 LA R 1 2 /N B
PRI < U 0 R Ak 20 20 P 2 ARG I B F d o
MR AIA . B 240 7 1 A S0 34 RN LA
JHFIEZHZR R T-PCR 7™ M)t i AUk 45 L, ml L s
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3 B NEIRPIAHIHBSAG FabBYZRIAISP x 400). A: S246340; B: XIHALE; 1: JIT; 2, 3: '3 4: .

K AL AL 445 NS GADPHINY 1724, 3=
IR SRR FIPCRL FRI4 T S8 21 m] LA
21468 bp 1402 bplfI EHEF d B Al 4 L K 4%
iy, AR A T

2.3 Rkl RN GLCSTBL/6 5 5K 41/
B ST 2 i B0 PN R DR € BH M JORE,  )
YA AR /NG T FabP ik ) 3R05; sLie
ZIN GRS 43 /N BR B 0 0L A Js P R mT DL RS
ER G R T L PR TR BT B R, A S
MR WIS, W R4 414K W Fabsk A%k,

www.wjgnet.com

JIR T G935 A S 7 S0 A 5 et R 2 S B Y 2
KI3 7R T S50 341 55 0] R4 & A1 2R 1) Sz AL
gh AL TS I8 AL AN [R] 57 5 4R 38 ) D BH
YA i, T pX X UF 1-HBs-Faby 44 71 & [
S8 RGN IR LS A A i N BTHBs A g
FabPH PRk,

3 I8
IR TFREPUARF AR A DN AT AR AL 2 )
o 9% BR AR 1 45 M) D RE U7 TH (W iR AR 45 5, Xt

N2 AEE
AR AR E A
HBsAg Fab™ ¥A
JE v 53 W 4w e
AP S ]
SAR A IEHN
Tk E AR
Kk, ETH#N A
RAEER, @A B
R, Zoskicfd
SR EF Sk
RS R
% E A HHBsAg
FabA R K& 54
KR, GRS
RHBV & 4 69 7
B AREITE
Ak, REER T
iz & il
HBVA & B .
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N4 F R ARFab:
Fabd T4 Fd&
(VH+CHI1)#= 7
BRI R, &
it — AN 4E e =
ALk AR, T RS
ZRAK, RTER
RE1/3, AR —
IR G AL
J& T o AR
te BB %A A
1: o F o, 95 R
AR, A TFTAKRTR
5 ARFAE
B E;2: BTk
ER X HERA R
W IRAEER; 30 £l
Ao G TR B,
kg nsa, WS
Y 4 LFcH,
%5 BAFcx
R0y AE $e e e 4
TR AR
KT ik e e AR
&, B RAFA

AR,

Sy F AT H B SO, B E R A
ENINE /IR %7 R = I BBV PN MY i 05 7 S 4]
RSy 1 AR v BLIE AR BBk 2 1
TREERF TG AR 216, HBsAbIIA
UG PUE. 2 ANEAPUE R BLFabMscFvfE
1) T RIS, (B K2 b T-HuAR e
KA B IE T B R 3 I8 B A7) 40 i 2 8 4%
KT, WJEH IR EE RE T st R Pk
o RN EEE, RN B R A A )
R VE F LA S i g 8 i A S F g A5 2 1 1)
R AR R T e SR OE e R AN T AN 28 A
X2 MMEMER, 1X 5 5% A LA AT [R]. WL
B4 A0 M 3 TA AR ZR IR B KA R A R BLAR 4)
TE R TR WA S 5 # R4 i FL 3 P 4
Ji A A 10 A AR I ELR L3 4 40 i Y
W A 58 3 B T S L, AT DO AR oy
ATHEEEAL, SORAE N 1E R T R IE H Az kL
AL AT 5 R WA AR R AT DA 9k 2 4 i
RKig FKIE, INCOS, CHOMIE BEsm an ', 5
AMASTR SCER RS, UM 5 IREE 26— HEZEIX
AN SRR ) R B AT BRI PR I s, [\
FERRRE ] AR DX A A AN B R 1 L5 2 B L I
PR Y, LR K, Pidkn] X P LR
JF 00 PR I 0k B A EE R R, KA
I TR (1) 50 AT RE 2 UM 1 R AR [X 45 ) Sal
P18, A T EA 1M 2 1)p XX UF1-HBs-Fabiig
AR AL A ARk a0 fu b 20k, JFREIERA T
S RASEPURNRT, TATTRH R H KR
IEXTCSTBL/6/N RIEAT He e, Uik i F 41 344
TENH FLEh P N 35 NS PEHTHBs A g-Fablf) fig
1. BA 1 ¥fanti-HBsA gt #E f FHEEFA 1R IE )P
F 4 N B JURL, IFAL T A AR A2 A7 R
(internal ribosome entry sites, IRES)" "1 Py i,
AMAE LT UG IR, T HARE T
FdfzEEcDN AR S5 RIS, A7 H T H AR
it Jfa 5 v 1 A 45 i Fab Fr B

P KR H 2 199944 i LISk, 3L
A5 5 R A e 1) vy 280V R DT IO Ay 2 B
SRR, O 2 TR IR T, A
Planti-HBsAg Fab 4R 5 FE N, d 7 R Ik
R R 48, #t 25 pXXUF1-HBs-Fab{E
WAL AR A IR RE ), RN B HTE RIE T
T3 000 H R DR /S B P e G o3 A 1
Ol SER AN B e e 44 4 2R S oRanti-HBsA g
FabJ PR ] i i i Jik O 28 PR T80 S 925 4
HER A, X4 RS SO B0 Bk b

pXXUF1-HBs-Fabili il B # Ikt AR 5, 2
T I LRAA PR Bk A 5, H T IR R bk
JEIE S T2 DN A KR 73 N IE, B 7 oAt
O DNAS AR AT TR 21/ B B
JE BRI R ZH 2R T-PCR 45 5L il 7= 52 56 4H /N
S PR 2 2 mT A I E A HTHB s A ghi AR Fd
B S I mRN AR L 17 5 R A1 L 40 21
RO ) 5 (08 B RE, S5 iR G
K. Zhang et al™ ;WX P Y nl 2 th T R4k
FADN AV PR 5 20/ B N S 7O R A=
BH €, ¥ 3R (91 oK J T ok JHF 8 ik ik N O T 38,
{HA] e I IE T . Budker e a/P e 5okl
(IR AT 2 3 T 52 AR 5 AR R e RO () i A7 3k
G 1, TR 5 0 SR T 1 2 o B 1) T R 23 K
K& DN AR EE 0% . A1 18 S E A1 oAt
WAL JA I e A ORDN AL Z, {HARRE
HENALZR 40 M, WA REAS I 20 40 i 4 f5 HTHBsAg
FabJmRNA Mt H & RIE. /I U ) %%
HAL 45 B Rp X X UF 1-HBs-Fab#% 441 /) Bl i
3 B /0N 3K Al LA s N BE R U R A A RE ]
WLBH A FIF abBuAk, {H A UL SE 540 i ) anti-
HBsAg FablfJ3ik. X—ING UL HFabtt (115
R i8S NI Bl DU = RANE= S w4110 N R A
Bk, WASIEI 0 Ff B K X — I B /2 Fab 2R (111
Mo RSOR R R — T R, rT LSS ST
JEAR BRI H 3 Bk AR S5 — D7 T A ] RE R ma G
Je A R E. (X FabR 1 I A I B AR i ik
Wk — DA, LRI — PR T FRDNA
HH AR HIEAREAKCFR R, HhaE
S5 nghllo pgliikija /Ny THifAFabif) ik &
T =S, HT20 pgfld0 pngiE i 4l m 2
S, B pXXUF1-HBs-Fab7 & (118 i ifi i
T H 8 E KT

Liu et a/™ 5 Zhang et al™" 53438 [ 71 1)
P A S DN AR 0 A 1 S A
AT E I M BIDN AR 08, 7 sINTE
952-3 mLARRA A ik B g i R IE K. TATTRH]
XA AT, T /N B100% B0, FEA I
/N AA N anti-HBsAg Fablf)#ik /K VA iA954.1
+12.7 pg/L. BTR SR AR 2
Prt, e s, B, B G, HrES.
JRE B UK R .2 2 Tl T L 7 v 20 P i DAL e e Ty
5, WG [R]J, E PRSI I DR 4 N R 05 R
Jy T SR AR T A 5 v, R VR AN R EL R
FNARS25, FT LAKsanti-HBsAg Fab T Il R T
By £ 52 R Y FHAE ST U2 TpX X UF1-HBs-
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ilFiZanti-HBsAg FablHTHB VIR 4441 [ 1) e
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X DI RERFAT IR AR .
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Abstract

AIM: To explore the protective mechanisms of
glycine on liopolysaccharide (LPS)-induced liver
injury.

METHODS: BABL/c mice were randomly di-
vided into LPS group (n = 50), glycine group (n
= 50), and control group (1 = 50). The animals in
LPS and glycine groups were intraperitoneally
injected with 10 mg/kg LPS to establish the liver
injury model, while animals in glycine group
were pretreated with 50 g/L glycine-containing
food 3 d before modeling. The mice in control
group received the same amount of normal sa-
line. Liver samples were collected to observe his-
topathological changes. The levels of tumor ne-
crosis factor-o. (TNF-o) and interleukin-10 (IL-10)
in plasma were measured by enzyme linked
immunosorbent assay (ELISA). The mRNA
expression of TNF-q, IL-10 and toll like recep-
tor 4 (TLR4) in hepatic tissues were detected by
reverse transcription-polymerase chain reaction
(RT-PCR). The expression of TLR4 protein in

www.wjgnet.com

liver was detected with immunohistochemistry.

RESULTS: Glycine improved the survival rates
of the mice, and attenuated LPS-induced patho-
logical changes of the liver tissues significantly.
The plasma level of TNF-0, was markedly lower
in glycine group than that in LPS group (708.83
+51.29 ng/L vs 1852.8 + 126.64 ng/L, F = 786.21,
P < 0.05) at 3 h, while the level of IL-10 was sig-
nificantly higher at 12 h (418.64 + 38.86 ng/L vs
211.15 + 26.44 ng/L, P < 0.05). The expression
of TNF-o. and TLR4 were notably decreased in
glycine group in comparison with those in LPS
group (A value: 1.59 + 0.14 vs 0.91 £ 0.11, P <
0.05; 0.97 £ 0.12 vs 0.53 £ 0.11, P < 0.05), but the
expression of IL-10 was remarkably increased (A
value: 0.62 £ 0.08 vs 1.06 £ 0.15, P < 0.05).

CONCLUSION: Glycine pretreatment can at-
tenuate LPS-induced liver injury, which may be
associated with the down-regulation of TLR4 ex-
pression and up-regulation of IL-10 production.

Key Words: Glycine; Liopolysaccharide; Toll like re-
ceptor 4; Liver injury
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B&: #5355 H 28 (Gly)* A &% (LPS) AT
FOGPRAP LR,

Jik: BALB/c/ s RMALL A =40, LPS4@ =
50) 2 A EA410 mg/kg#iLPS, GlyZi(n = 50)
JEESAR A ELPSHT3 dFF 447849450 g/L
89 Gly s 4AH, B AR LR ®@N = 50),
IR RS AP K, AL R 4L LR
FRI PR, SR AL F A MTLRAE A
K-F; ELISA# A fn 2 TNF-a, 1L-107& A&
RT-PCRA& M 28 2%  TNF-q, IL-10& TLR4#)
mRNA & ik KF.
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kSR £ F R, GlyAATNF-aK-F 2 ZFKTLPS  LHl(Mikro 22 R).
XEHF R AN

H & B (glycine,
Gly)F 4k s - B il
. BRAEME
B2 AR
R, & —Fr# LI
oy 4 AR A . B
db, A pLd i i
EALE 3 Y]
B, K
Gly > AT JE 69 4% 37
R, AR AP
*, KB A A&
FRITHE s
JR B T BAE T Y
F. B AGlyA
A o —Fr 3k &
TRk, LAa
AR, T —
W 206 KK B
WG, AT IEARA
HFEER LS.

Y, £ FH %t 5 &N (708.83+51.29 ng/L vs
1852.84126.64 ng/L, F = 786.21, P<0.05); Gly
ZBIL-103§ 4n B4 AT 4%, 5 LPSLLbA £ 57
A %t 3 & 5L (418.64+38.86 ng/L vs 211.15
+26.44 ng/L, P<0.05); Gly28 AT 4140 P TNF-a
B TLR4F ik 4L 2, 55, IL-10& A B B 3G 5%,
S5LPSALKR ZFHARITFEL(H A A
TNF-a A4&: 1.59+0.14 vs 0.91£0.11; TLR4
A1E:0.9740.12 vs 0.530.11; IL-10 A44: 0.62
+0.08 vs 1.06+0.15; P3<0.05).

4518 Glyst oA B2 LPSFT 8 9 IF M E, LA
BT AL S E T e TLRAK A, FIA B
JAIL-1069 K -FF %.

KA HER; i MER; TollkE % k4

E2, K& BRITE. FAOE, BEKk HaBRNASHREHHRSE
RIPTEFBBEINNEI. BFAENBIZE 2006;14(16):1561-16656
http://www.wjgnet.com/1009-3079/14/1561.asp

03I

fleZ B (lipopolysaccharide, LPS)J2& 5% = B4
DA RE B Ry, FEEE S R -E
WS 24 JHL % 1 FR) 5 15552 AR To L IRE 32 4 4 (toll Tike
receptor 4, TLR4)FAHSE & 5, 5k MRS
T -o(TNF-0) 55 KA 2IEN TR, 3842
G G R N % 2 A e EL T A
80%-90% K] A% - [0 24 Jfd A 37,3 M 5% 1 I
SHA A, DRI N B 5 IAE I 2 0 o 41 e A
I B A P B 25 1 R AN R s e H R
(glycine, Gly)fig B Wy P 25 22 P AR o K Bl ASE
TRLF 4 M SR ZEY, A L1 P BL) oA A . AR5
A0 U S G Ly TRAR BT L P SBLati /) BRUSFIIE )
LPSSZARTLRA K H T i 4l B I~ 234 1) 52 Wi,
PRITLP SO 3 B L S GLy dd 48 HLH- 4 37 1)
AT RERL.

1 #RREE

1.1 M SIEERAEEBalb/e/MN R, AT 18
+2 g, 10-12J8# (F R B R} 2 30 Py 5L 46
ALy); LPS. H4Ed & (Sigma); KRBT/ B TLR4IgG
(Santa Cruze); AM Vi f4 %fiff(TaKaRa); /)M,
TNF-o. IL-10 ELTS AR5 & R A= 4
FARATBRA ), B VERT-PCRIRFI S (K& =
) TREA IR A, Bl g 73 H R 48 (Bio-
Rad Doc Gel 2000); FLIk1X(300 V, Bio-Rad); 4>
A A4 HTAU(BECKMAN CX7); 1% ik i 1 125

1.2 7rix (DBALB/c/MRI50M, FibLy A34@ =
50). WEEZRAL(LPS4L), 2512 hJm, &M
U110 mg/kgHILPS, #5725 MU 408 55 20
YIRS BRI 4L (Gly4L), I8 v A AH R 71
FILPSHI3 d, MEM 50 g/kgMIGLytakl; %
AR KT IR (= 50), LM S SR
AEFRERIK, B H20 HUNER, LPSALER 5 M %%
5 d, WA S, FIRNY T NLPSH WS
0, 1, 3, 6, 12 h& I AH A0 A% HUR (155 20 5 I 550
%61). ()BT A B AN, H A
B, HEG (0. 3) AU 7 (i U
JFAR 4120, RIS ABCEE, #2701k
MTLRAE A MRIE. (4)MFALTIRE N E: Hh
HUH R s Bk I3 mL, 4 A 30 2 B
HEMEALT. (5)M% HTNF-o. 1L-107 23l
E: KM ELISATE, $AH M ) & vl kAT,
(O)FF4ZITNF-a. 1L-10. TLR4 mRNAE LK
SERL: R FHRT-PCRYZ. PCR5|4) i1 [ s A=
YIRHEAT R 2wl ¥ ik IR 6 i, TLR4, B354
5-CAAGGCATGGCATGGCTTAC-3', Fii5|4
3-GGTAGCCAACTAGAACCCTC-5', #1474
500 bp; TNF-a, biif5|#15'-TCTACTGAACTT
CGGGGTGA-3', Nif51#)3-CTCAGGCCCGT
CCAGA TGA-5', ¥ #/=4)542 bp; IL-10, L
519)5-CCAAGCTTATCGGAAATG-3", Fiff5]
Y3-CACTTGTA AATCTTTCTTCGGG-5',
H774)500503 bp; N ZMB-actin, LIF514)
5'-CATTGTGATGGAC TCCGGAG-3', Filf5|4
3-CTGCCGGTCCAGTAGTGATA-5', § #4774
300 bp; ¥ 1Pk S5 FR HDoc Gel 20007
G I it RGeS, IFLABio-Image Analysis
SystemBEAT -8 AT, 45 F LAAH G BE (A
X TR (mm®) &R,

Beit 2038 RHISPSS 10.0%FHEAT, 410
S H 0 1 N LA FH A 56, 20 P 355000 v R Ll A
FG R, 2115 1A 5 P LR FH o A 46, LAP<0.05
N AT W

2 R

2.1 sFLPS3 &/ R A& F 6 %ok WL,
LPSHIMIGIy4l/N iR 24, 48, 72, 120 hifIf7i% %
739 250.0%, 40.0%, 30.0%, 30.0%7£190.0%,
80.0%, 70.0%, 70.0%, P& iz 3 W%
(P<0.05).

22 MAZRELSFHRL Jubisi R ux:

l

www.wjgnet.com



T8, & HaRWASRMETHRSRP/ERINH 1563
R 1 FEXMARALTEVEZE (mean + SD) (nkat/L) (7 = 6) WA # & 5
Gly b MLk b —#p

2851 0h 1h 3h

6h 12h 24 h

NS 811.83+52.52 840.17 +85.26
LPS 824.68 +51.41

829.99 +46.03
5159.37 £ 259.74° 6439.62 +449.15° 7636.53 +325.21" 8595.49 +530.40° 10113.52 +590.36°
LPS+Gly 799.93 +582.63 1928.85+218.87° 2895.58 +375.10° 3252.32 +399.01° 3699.05+512.18°

820.16+60.13 841.68 +63.25 831.66 +48.87

4837.99 +478.26°

°P<0.05 vs NS or 0 point; "P<0.05 vs LPS or 0 point.

R 2 GlyFMIEXIMARTNF-aBISZ0M (mean = SD) (ng/L) (7 = 6)

2835 0h 1h 3h 6h 12h 24 h

NS 62.86+7.37 63.68+8.68 68.29 + 6.60 66.75+6.32  60.57+4.98 65.48 +7.34

LPS 62.06+6.94 36558+23.83° 1852.8+126.64° 1237.28+87.26° 602.70+60.99° 241.89+35.95°
LPS+Gly 63.02+6.63 295.91+29.19° 708.83+51.29° 532.33+4191° 239.7+23.72° 178.88+21.84"

P<0.05 vs NS or 0 point; "P<0.05 vs LPS or 0 point.

& 3 GlyFAMENMIIL- 108908 (mean + SD) (ng/L) 17 = 6)

483 Oh 1h 3h 6h 12 h 24 h

NS 2215+443  2481+4.41  23.78+4.26 22.64+£4.21 24.85+4.03 25.08 +4.36
LPS 2437+4.46  28.79+541  42.96+6.12°  109.79+14.46° 211.156+26.44°  344.09 +31.70°
LPS+Gly 2525+4.42  46.34+6.95° 74.62+13.10° 208.12+21.31° 418.64+38.86° 354.49+23.98"

°P<0.05 vs NS or 0 point; "P<0.05 vs LPS or 0 point.

LPSZ13 hitf, FF4 M s HLM K . iR
VA DX AT SR A R, B TR (R G, b 43
FINHE, 12 hif B Bk 453 340 n] WL rp s ik i
FIMLAETERL, 24 Wi o] WL Aotk y K REER
JHF S S5 R AR ; Gly 2, TR~ b 40 L fi i
AR ARV B SRR, VA DX S M A R i ek
b FEASYLELIN A A R IRIRBE, R WK
R B2 S5 IR,

2.3 FFATLRAE @ & A 69 B (A1) ik
gEIL R LPSH13 hIN A4 e, i P 5 40 g
YRS DL R SRR B Ok, HL 32 ) A A 5
JAEL GlyZH3 hiy BH P S Y 40 Al 3= 25041 T JH
1L 5% J& L, AH ELLPS 1L H /b H Y (0 F 5.

2.4 ALT# 4 Gly4UAH TR AH s (ALT & 12 W
BALTLPSY, ZRE8 i m X (F = 558.63,
P<0.05)(F1).

2.5 2 TNF-q, [L-1042 4 4 Gly4ITNF-a
(7K, W AR T R S FIL PS4, 2 56 Gt
2 X(F = 786.21, P<0.05)(#2). GlyTiibFi4
MAETL-10F EAELPSHIE b5 BI I 4 W) 2 4
I, HssedEar 2212 h, FlE R S LPSA, 2 5
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1 NERFFRLATIRAZRIK. A: LPSZH, SABC x 200; B: Gly
2H, SABC x 200.

BHY i (F =311.12, P<0.05)(£3).

2.6 FFZ 22 TNF-a, IL-10, TLR4 mRNA & ik 49 %
"1 (E2-4) RT-PCRES R WoR: Gly it # TLR4,
TNF-o. mRNAZKF B WAL T[] fULPS AL, 22
S H B FE(P<0.05); IL-10 mRNAZK VB & & 1
A s LPSZH, 72 5 L W 25 1R (P<0.05).

3 e

P EE R MLAE 2 A2 I R VA T Hh B HME S, AT
IPUR G TT 7 Srh, EERNE R A B A
FIPLAE 2, HIL B S A AR R AE 4N
)R] Fof A SO B[] A K B (R L P SRS, ]
T £ I PR T IURE SN, R, ™ B I

ki FH R,
FaER N, BE—
¥ 2 W6 KX 3k 3k
s, TR Tk
JR W A e g 6y
By &, FAUH) T 4k
5 TR &
Fb 4m L 69 TLR4 &
ik, RaF B K
B FIL-10849 K-
e
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W @ 5 o0ty gL 2 3 4 5 67 M 1 23 4 5 6 7
A LILPS E M 250 bp B-actin mRNA 100 bp
AL TLA o0 pp TNF-o RNA
AGIlytE R g, i@ 750 bp 250 bp B-actin mRNA
i FAAM AR 1000 bp
#PH LPS5 TLR4 750 bp

w25 &, K AELPS
Z R KA 3 A
AR, kit
7 H TNF-a &k i&,
R RET A
N S EE T
B A — Y
K P Fa ] FPE.

B 2 RT-PCRAZMGIYFIAMBNSTNF-0. mRNAZRIEHISIE.
M: Z3FaebRifl; 1: 0 W R4, 2, 4, 6: LPS#H1, 3, 6 h; 3, 5, 7:
Gly4H.

100 bp

250 bp B-actin mRNA
500 bp TLR4 mRNA
750 bp

1000 bp

3 RT-PCRAGZGIyFUMIBIFTLRA mRNAZRIAHIEZIG. M:
oy FERREE 120 WAL 2, 4, 6: TPSAL1, 3, 6 h; 3, 5, 7: Gly
2.

JHe 75 R AR ST S B AT A T70% 7, 243541
AR TR BA L P SEEHUA, (H 2 ST
RRZE B R RN RS I AN g I RS, A1k,
FATTAVE okl T R AR SR, W
Gy XS HFWE R BN, FEERTHRP B, ik
B A P 2 25 P I 5 R I RV T 7 B A () T

LPSyGAL 41 H 2 il 1ok — RV 557 5
SN, TLRAJE 51 STLPSTR 5 B A% S 1)
BILPSEZAK, tH/ELPSH 4 ML 65 5 1 n g
1. WL R B C3H/Hel /s i TLRAZE [K g b )
MGRAR, B A I B T2 R 7124 1 i
RIRH AN IR, BLC57BL/10ScCr/ RN
TLRAFE ()56 42 =, T e T TLRAMIE 5
3 IR, Y BN E X LP S N Az, K
TLRAYIN A ELPSTR 538 () o<t g ),

BN SRR, BE T RIHERS, PHAL/N BU I
PAS . MR ALTI S BT Y E O &), H
T Gly4L M TNF-aif 5 I WA TLPS4L, Kk,
SO E R S e T AW BT 57 . TLR4
T AL R WoR, AT S A
FEL R o A e T DR B R R, X HE O T A
PRSP R A R TR L Ok A i — R, AR
TLR4, H1-F-BH PR = 2250 A7 I afin 5% 4 L, 30
HTLRA 4= B4 R 30 41 i v 3855, 1X 5 0gushi
et al"fWFFT 4 F—50 FF4HZITLR4 mRNAF
FIEBHH EHTNF-a mRNA. I TNF-a
I3, IR AR IR L2 TN F-a K P 5 1 40 i
TLR4 mRNAFRILA K. MERATANLPSEUHi
FRELNLHA: B T4 sz BILPSAE 5
WE, FLBE B RILP ST 52 AR T L R4F IA T 1Y

4 RT-PCRAMGIyFALEEXIL-10 mRNAZRIXBISZIN. M:
TR 10 0 hoHRZH; 2, 4, 6: LPSZH6, 12, 24 h; 3, 5, 7:
Gly#H.

o8R, JE FIRHL IS B TR . T TLR4AFH M
SN 40 A2 A PR o 4, 4 80%-90% 11
NS BN IS VAR I P L
Lok B WS P e R IR R i R AR T, K
JHHR . DRI P B BB E R o i e
(Rt P G e b i LU AT AN i . SN R4 i
SO EEMIER. Bk, B TLR A A
LYW IE 8 — N, I AT RE N B
JHR B PR o R A J % P 05 107 80T KA B
DL B 5 R R AT, R,
T L R4 28 B jle ok —Fh a7 I 2R 7 1)
FE.

GlyfE AN — PR T3 2 LR, 7T LAZE
ML BE S BRIV R ENAA R AR T
W LN TRS . 2GR A AL D-Gal)
JHAS T« JHF U /450 ML PR R A 25 DA R JH R AR AR
S5, B WoR Y RAFI AR 1 U, (R 3L AR HITL
BIIART-IE 2. 90K et al™WF98IN I Gly nl g
JE I I IE HL A ONH, S 1 TP LPSHR A
Wi LA PO, S A, BN TLPSIIES K, I
— R LT T B R S A AR
WA PRI R 40 ) EAFEGLy 24k, Glyidid 5
JLZ ARG G Ja, KBS 7 P A 40 i Ik 4
b, 55 51 IR D, A AR PR I AN e B
5, AT I TNF-o7KF, 35 g A ek
A2 S 206 2 W Gy IR IX b A 3 4 AL 5
JOMERFI 3 FRIRAE G, TR R (D)3
KWIGlyRe N AT 42U L-10/ %35, TL-10/2 1k
PR AR AFAE (I 980, 2 4 40 i D511 9 28 1
7 61/ 1 T 0 R - 40 i S A 40
FHENEE AW T RUR 20K, BEFIHITh-144 1
AR 20 B A T 98D R A JRTNF-o 55 1) A2
B, MALPSHSH—% A A HmE. /)
B IR F AR e A T N RAE R (2)Gly
VERLG, S SEAF 2 4, T U8 T IUE 25 40 P (g
S M IR A ) TLRAH K IA, #HILPS S5 TLR4
&4, RIFLPSEZMASANFEHUAIMIAE T, 2
TR PEITNE-o IR A2, T BA S T W
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Abstract

AIM: To investigate the potential role of
chemokine receptor CXCR4/CXCL12 signal
transduction pathway in hepatic metastasis of
colorectal carcinoma.

METHODS: CXCR4 and CXCL12 expression
were detected in tissue samples from 60 patients
with colorectal carcinoma representing various
clinicopathological parameters by Western blot
analysis.

RESULTS: The levels of CXCR4 and CXCL12
proteins expression were increased significantly
in colorectal cancer as compared with those in
the adjacent normal mucosa (P < 0.05). In the 10
patients with lymph node metastasis, the expres-

sion of CXCR4 and CXCL12 were also markedly
higher than those in those without metastasis
(CXCR4:39+0.50v522+0.3, P <0.05; CXCL12:
3.6 +05vs24+0.3, P<0.05). The over-expres-
sion of CXCR4 and CXCL12 proteins were cor-
related with TNM staging, and they were highly
elevated in colorectal cancer at [l and IV stages
as compared with those at I and I stages
(CXCR4:3.4 +0.6 vs 1.8 £ 0.3, P < 0.05; CXCL12:
3.6+05vs1.8+0.4, P<0.05).

CONCLUSION: Over-expression of CXCR4/
CXCL12 plays an important role in the hepatic
metastasis of colorectal carcinoma.

Key Words: Colorectal neoplasm; Signal transduc-
tion; Chemokine; Metastasis
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BHEY: 3T CXCRA/CXCLI2JE 45 M & I 4%
# A ey AR

Fik: M A Western blot#m 604 45 A M J% %
FARA PRI LLLR . ARIE OB IR A BT 4
#2842 CXCR4A/CXCL12:8 %% 1%, 0 49 £ ik
W, FIEABAL T HAMCXCR4/CXCLI2AE
am o KT 6

ER: S EFAS ML, EAMBME P
CXCR4/CXCLI124%& ik /K-8 2.3 Z(P<0.05);
5 R AZ N ARG, 106 BT #4528 42  CXCR4/
CXCLI12% A3 % (CXCR4: 3.9+0.5 vs 2.2+
0.3, P<0.05; CXCL12: 3.6+0.5 vs 2.4+0.3,
P<0.05); TNM T, V4 #CXCR4/CXCLI12%&
FEARF T D582 F 3 mA X (CXCR4:
3.440.6 vs 1.8+0.3, P<0.05; CXCLI12: 3.6+
0.5 vs 1.8+0.4, P<0.05).
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HEAE R AT RN E 50%-60% 22 47, 40%-50% (1]
A SAES aWWRAENFHEB. 45 5 it kb
L R SE SUBUNIIN=R=R N aX=giip/IR sk (N
R R B 2 (e R BB 2 5 T i
Jo [ 38 AL B A 1O BATTAS I 60151 45 1 I 9 A AN
Hhtatk RS2 AKC X CRA/CXCLI2 ik, #R
CXCRA/CXCLI2AF 5 i 3180 5 1 01 i 18 ] g
1145 H s A i 2] — e 1R H.

1 MRFTSE

1.1 ##4 Western blot'f I yPVDF I H
MilliporeZs ml, Wi FH I Il B ATIE 23 W)
T4 LAY [ Santa Cruz/a . TYhrdEs> T
JRHEE 1 HGIBCO/BRLA W], ECLAL2EK
FARF & H Amersham 2y 7. 3R 4 85 (A 70 #r
W ABio-Rad2 wl. HARIKFII 4 7> 149
Al B H Sigmad wl . bt i e BE B A B
2003-12/2005-1228 TR YJ b (1 45 L b5 460
B, FFARDIBRINIR 5 15-20 miny REL EH B
P2, AR IE W W R B 2 DL R R AR )
BRI RS A2, L RVE T A IRAF. BHTE
F AR AR S AIT B BT I HL2E 35 A R
o, PR BE GRS RE(GR 1), IR 23 4% R B
P I (UICC) I TNM 3 4.

1.2 ik AT 2o b 2# (150 mmol/L
NaCl; 10 g/Lid48iHER%H; 10 g/L Triniton X-100;
1 g/L+ " hEdEfifiiRe%; 10 mmol/L Tris, pH 7.2;
I mmol/LIFANERSN; 1 mmol/L 2K FF Ak Ik 4(;
1 mmol/LEALEN; 0.1 mmol/LANILEF, 1 mmol/L
SN M) RAFIRAE4C 4 AT T 13 000 1/
minE5/030 min. Hr AL E Bradfordi: LL4-
I3 51 T (BS A A bRt an, FRAE 81 1w 2]
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[BPRIRIBAHIE n (%)
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%% 28 (46.7)
TS (%) SEE 27-81
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[RABNL 7] 31 (51.7)
=17 29 (48.3)
TNMZIER I 3(5.0)
[ 28 (46.7)
[ 19 (31.7)
\Y 10 (16.7)
RERESNEEEE  T1-T2 NO 6 (10.0)
T3-T4 NO 25 (41.7)
T1-T2 N1-2N2 17 (28.3)
T3-T4 N1-N2 12 (20.0)
NGRS MO 50 (83.3)
M1 10 (16.7)
REBZ D G1 16 (26.7)
G2 30 (50.0)
G3 14 (23.3)
AP AN >5cm 25 (41.7)
<bcm 35 (568.3)

G1: BACIPE; G2: PR G3: EDCIPEE; MO: Toimilh
& M1 BibiE.

(G EBio-Rad 2 Al ) i W 22 il £ 11 e btk il
25, H23 66595 nm R IIDGEE BEAE, T1404R
B A IR

1.2.1 Western blot a5 LI 52 X 4 ek
AR (SDS) LREZEphH% 1 © 1R (125 mmol/
L Tris'HCI, pH 6.8; 40 g/Lt e R R4,
200 mL/LH; 100 g/L 2-34i3k 2. %) J5100°C /K
WIS min, BUREE S50 ug, 10%58 449t
HEHE IR HL UK 73 B e WL B BIPVDF R F. HL KIS
(T R VA s T e J2 H I N TG i A 4 o o
FIE R R, IS FHTB S TZE (10 mmol/L
Tris-HCI, pH 7.5, 150 mmol/L&fb4H, 5 g/L
Tween-20)550 g/LAFIfLiE A & FH #4130 min.
BHJE, IAN—HICXCR45CXCLI2, TRk
111000, GAPDHE N NS, T4 CH&AM T
B, FITBST(HRRS min)PbfE s, 5 BRI
AP S5O ) P 30 min, TAFMRET :
1000. 28 J5 FHE CLAL 2% KOG &G Al 2 22 15
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B 1 SHFERALCXCRASHEIACXCLI2BYFRIA(Western
blotf). T: 5 EL i, N: IEFIFERA 4

CXCR4
CXCL12
GAPDH
2 BEBREARSHERRERDCXCRISEACKCLI2

BVZRIA(Western blot). T: Z5E 724 N: I H I RAIEA1 2K,
L: H?’E%%éﬂéﬁ

1.2.2 S 288405 ik YU ARG A I 1 S
VIREs pm)Z, ME TH3 N b, b, A
JERERH60°C N2 h. R R RO S 2B
% 2K Ak, T3 mL/L ARt S A - R A
P R A A, AT R R DA A
10 mMHMIBIRZE M (pH 6.0) 1 #4410 min/a,
FIPBS(pH 7.4)Z s be HALE I A2, SR 5
55 5% [ LI AE I &5 P 36 R 0% 7530 minfH TR
K g G al VIR 7305 —Pu(CXCRAPLIA, 1
DTSHERE) . PRI ERRLIEG, 1 1 4005k
KB S A P (H R PYFRAC I 2 e F &
SEY(1 L4008 H, DABRM, HhAHEE
e BT B TBS B it

Bt A3 HISPSS 12.0%1F58 1. K Hekh
15 BT 5 Pearsontfl I 34T, P<0.050 KR 22
SR i

2 R
CXCR45CXCLI127E 4 H Wi 41 23 o ik W]
BT (P<0.05). CXCR45CXCLI2E AT
e RAm T R (K1, 2). CXCR4E
CXCLI12FEIESTNMA H L (P<0.05, %£2).
CXCR45CXCLI12 - 27 i 3Rk, 45 B s
JHEEFE 2R R IA(K13). &Pearsontf e
I3 HT i RCX CRA5 CXCLI2AE &5 1 g 41 47
RISNH LR L PEAR G (r = 0.523, P<0.05).

3 GHEBEEBELADCXCRISHEIACXCLIZEVRIA
(SP x 100). A: CXCR4; B: CXCL12.

R 2 CXCR4/CXCLI25ZEH I IRRRIREN XA

(mean + SD)

IRERFRIRIHIE n CXCR4 CXCL12
szl = 32 29+03 27+04
4 28 26+04 25+0.3
e =65 26 25+04 28+04
<65 34 27+03 24+03
pay:t] I+ 1V 29 34+06  3.6+05
I+ 1l 31 1.8+0.3° 1.8+04°
ML s 16 26+03  23+03
] 30 28+04 24103
= 14 3.4+05 34+04
WNERE B 10 39+05 3.6+05
Vi 50 22+03 24x03
R/ N =5 cm 25 29+06  3.0+05
<5cm 35 24+05  22+03

°P<0.05, | +1I vs Il +IV.

3 1TiE

kR (chemokines) f& — i AL B0 9% 4
P A 42 1 40 P ) R A ]SS 10 40 R 720,
AR 7 I Dy e B AR Y. 2 AR 3, P TR AH B
Y RS & Tl S e A AR 3R R gt 5 A 21
B E L. k& A - 5 52 AR I
BRI MM K E BOE M IE R R R
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Abstract

AIM: To explore distinctive biological behavior
in the intestinal-type gastric carcinoma and
diffuse-type gastric carcinoma, according to the
expression of Bcl-2, Bax, Cath-D and vascular
epithelial growth factor (VEGEF).

METHODS: Immunohistochemistry SP method
was performed to detect the expression of Bcl-2,
Bax, Cath-D and VEGEF in 36 cases of intestinal-
type gastric carcinoma, 38 cases of diffuse-type
gastric carcinoma, and their corresponding nor-
mal gastric tissues.

RESULTS: The expression of Bcl-2, Bax, Cath-D
and VEGF were significantly higher in gastric
carcinoma than those in the normal controls
(44.59% wvs 27.30%; 58.11% vs 71.62%; 77.00% vs
21.60%; 71.62% vs 14.86%; all P < 0.05). The posi-

www.wjgnet.com

tive expression of Bcl-2 and Cath-D were mark-
edly higher in diffuse-type gastric carcinoma
than those in intestinal-type one (29.14 + 24.70 vs
19.80 = 27.37; 52.59 + 33.76 vs 29.21 + 39.67; both
P < 0.05), while the expression of Bax was no-
tably lower in the former (32.56 + 35.55 vs 47.74
+ 27.43, P < 0.05). The positive rate of VEGF
expression was closely correlated with the inva-
sion depth (7.13 + 15.81, 62.77 + 44.37, and 40.82
+ 42.70 for mucosal or sub-mucosal invasion,
muscular invasion, and serosa invasion, respec-
tively) and lymph node metastasis (metastasis vs
non-metastasis: 42.05 + 42.61 vs 34.15 £ 42.52) of
gastric carcinoma.

CONCLUSION: Bcl-2, Bax, Cath-D and VEGF
are involved in the development and metastasis
of gastric cancer. Due to the involvement of dif-
ferent genes, the intestinal-type or diffuse-type
gastric carcinoma shows a distinctive biological
behavior.

Key Words: Bcl; Bax; Cath-D; Vascular epithelium
growth factor; Gastric carcinoma; Biological behav-
ior; Lauren’s classification

Liu YX, Zhao CG, Zhao XL, Pan YL. Expression and signi-
ficances of apoptosis gene, invasion-associated proteases
and vascular epithelial growth factor in Lauren’s
classification of gastric carcinoma. Shijie Huaren Xiaohua
Zazhi 2006;14(16):1571-1577

fik 2

BHEJ: A “BrBmi” fAaEd R, @it %4
A H % 7% & (Bel-2/Bax, Cath-DA=VEGF) &
T BB e SRR AL R R b A9 AA, T =R R
F N A A 0y - 5

Fik: R £ EMALSPEAMBcl-2/Bax,
cathepsin-D (Cath-D)#»VEGF & § J& % E% §
LA LR KA

Z58: Bcl-2/Bax, Cath-DAeVEGF a4 & ik &
FEBRALF 5 FIET F RSP LR
(53 4144.59% vs 27.30%; 58.11% vs 71.62%;

| E )

S AR g A iR R
R R AR T
H oW F g e,
12 3 & F R IE
Bk M F AT A R
KRR, BX%™m
Hog et & F AL
# 5 T A FE AL

CES



1572

ISSN 1009-3079 CN 14-1260/R

BRENBHE

2006E68H £14% 551657

W4T B A

B T 45 % A48 K R
& B4(Cath-D) 2 &
PR SR R AR
BIRR A E
B AR R, 3T
M8 3% B & B Ak
B 6 & ik T %
e A M FRAT .

77.00% vs 21.60%; 71.62% vs 14.86%)349#
B EM 2 F(P<0.05), %A FEPBcl-24w
Cath-DFfa i 2afois AR5 THA B & (%
# 429.14+24.70 vs 19.80+£27.374252.59+
33.76 vs 29.21+39.67), faBax '8Pk 2a i35 4
(5 #) #32.56+35.55 vs 47.74+27.43)8 B4%
ThA R &, 27348 2 FHEP<0.05), VEGF
FB P 20 e kK 48 AR R ) B S 2 R TR 4L )R]
WeE (4 B 7.13115.81 vs WLEIZI62.77
+44.37 vs X IZ1E40.82 £42.70)Z A ik
B4k 4% 0 19 )b 42 (42.05 £42.61 vs 34.15+
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VEGF Ak, FIEILA 22 73 LR35 58, (U8 N K
a0 M B R A T 2K, A B A i Rk
P TR A AR I T J IR Dot il R A IR] 7. 3K L il
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Abstract

AIM: To discuss the clinical significance of
hepatitis B virus large surface protein (HBV-
LP) detection in the diagnosis and treatment of
patients with hepatitis B.

METHODS: Enzyme-linked immunosorbent
assay was used to measure the levels of serum
HBV-LP, HBV preS,, HBV preS, and HBV mark-
ers, and fluorescence quantitative-polymerase
chain reaction (FQ-PCR) was used to detect HBV
DNA in 162 patients with hepatitis B as well as
47 normal controls.

RESULTS: In serum samples of the patient with
HBYV infection, the level of HBV-LP had signifi-
cant correlation with that of HBV DNA, HBeAg,
HBVpreS, and HBVpreS,; antigen (y* = 9.22,
11.89, 60.35, 99.87; all P < 0.01). The contents of
serum HBV-LP was positively correlated with
HBV DNA copies (7, = 0.64, P < 0.001). The level
of serum HBV-LP was also significantly dif-
ferent between the groups with different HBV
DNA copies (P < 0.01). The level and positive

rate of serum HBV-LP were significantly differ-
ent between HBV DNA-positive and negative
patients (Z = 5.85, P < 0.001), and they were in
the same situation for HBeAg, HBVpreS, and
HBVpreS, antigen (Z = 8.70, 8.44, 8.84; all P <
0.001). The serum HBV-LP was more sensitive
than HBV DNA, HBVpreS, and HBVpreS, anti-
gen in HBeAg-negative patients (76.8%). Serum
HBV-LP was significantly different between the
patients with HBV infection and normal controls
(P <0.01).

CONCLUSION: HBV-LP may serve as a reliable
marker in the reflection of HBV replication at
protein level, and it is valuable to monitor HBV
replication and prognosis of the disease, espe-
cially in HBeAg-negative HBV infected patients.

Key Words: Hepatitis B virus; Large surface protein;
Hepatitis B virus DNA; Hepatitis B virus preS; anti-
gen; Hepatitis B virus preS, antigen; Enzyme-linked
immunosorbent assay; Fluorescence quantitative-
polymerase chain reaction
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BHY: it AR AMHBV)RE G (LP)E LR
I X438 P 84 1 R 3L

Jrik: *T1626IHBV & 4 % R 47 4 i 5 B8 o
i KR B R 5, 5 B MY X B A M HB V-LP, HBV
S, H R, HBVATS, 3L /R & LA X i AR &
#; FQ-PCRE 24N HBV DNA.

2R EHBVE #4+, HBV-LP5HBV
DNA, HBeAg, HBVpreS,, HBVpreS, 4] 48 % &
Z(y’=9.22, 11.89, 60.35, 99.87; 35P<0.01), £
42 5HBV DNA#H N H R IEA K (r,= 0.64,
P<0.001), ~FHBV DNA# N # 28 %] ] HB V-
LP4 8 A8 25+ R E (" = 135.34, P<0.01);
HBeAg, HBV DNA, HBVpreS,, HBVpreS,’~
F A X R HBV-LP4 & & [a 1 34 f £ 2 5+
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EFM = 8.70, 5.85, 8.44, 8.84, 31P<0.001); [ERGEENEE TR E T (o A= A YT W zmt] .
HBeAg [+ & 3 o 75 P HBV-LP4HBV DNA, e 5@??2@;
HBVpreS,, HBVpreS, £ ## % (76.8%). HBV - W R e 1 T AU
Bty E% st BLALMHBV-LPA % 4/ £  HBVDNASIE HBV-LP (ug/L)  HBV-LPRBIER 4 panewit i
2 2, B EE Median (Min-Max) (%) 3, RRHTE
5 2 FHE(P<0.01). Sk EGW TR

[EENIRA 47 0.23(0.05-1.84) 0 (0) AMENKE. T
4518 HBV-LPZARE G K-F R HBV & F  HBVERA i o B B
HAR Wk A LB R T R 48R, LR 0 2 oo sorany el Xk,
s x4 - PO : B HEAHE.
HBeAg At % 21K 1 5 3 241 R TS F) 1 §9 5-6 22 22.94(156-140.83" 20909 LM EEE
57 56 134.87 (0.27-200.31)"" 53 (94.6)

BT o 77 5 Y5 6 AR

XE: 2R RS, KEH; HBV DNA; 2R
RIFBRS TE; ZRFRBEFNSIE; BEEK Rz
MR PR GR; 2%t € B3R A B N

REY, 8ittE, £, KXR. ZHBRSAKESTN
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LA R FFHBV)ERE— N E AL T
AT . B JE S R AT R IX, — RN
HBsAgiit T 49.09%, HiigHB V¥
2y At S /3% AT AR e HBe A g1
TEEH I R %, HBVAS SRR N, HB V)5
AR S S TEHB VIR G, £015%-25%
I AT HHB VIS AR K 5 2 i v
FRW], 18 IEHB VIR G B8 R AL G v
FERAHN2.1%, HBeAgBHEE I HTiEAL 2 24
HBEE =D A EE X HBe Agb M 1g 4
B AT O W19(1-18.4)a I Rl Vs, IR
LA Joe g WAL AT (HC C) R A 2B 50 3
23%F14.4% ) H AT PR b 32 2 LU 3 K 2
¥, HBeAgIfiLits # i FTHBV DNA B #:4E h BT
SRR L T S P R T O B R AR, AH
A& R R, LI HBe A g TEME 1 2 1T
S = VR B WA A 7 A S O BT AL
(I 2 4R A A L FRATTRIE 9 £ 7 K R
(hepatitis B virus large surface protein, HBV-LP)
A S — TR B AT S 1) i L3 i 2 FR bR AE &
R R A236 T IR E X

1 #RF5E

1.1 A4 FF£2006-01/02 HBVIE Y 1M i 162451,
B109%, L5341); FEES-70CF1427.8)% ; A&
HB VIG5 AR 2 Wibs ik, H G A 7 2
HIFRRYe. IEH X 247 440K 1 fel e I 24k afi
FH I, B34, L1661, FEik6-78(F1430.3)
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°P<0.01 vs [EENIBA; “P<0.01 vs <348: 'P<0.01 vs 3-4
4H, 5-64H.

%, Y CWE P e e, HGHFAE. B AT Th gt
E, fiEDiasorin/a A FETI-max30004 H 2l
Yu 43 M43 22 EPerKin ElmerZ w] (IPE5700 [ )
¢ J6PCRAX. HBV-L Pl 5 A a7 6 th b
RGP v $24t; HBV DNAZ
SE SR AN LRk 2 B R A
B3 H]; HBVpreS, @ PER R £l A Rilg =
AR B2 B A 7], HBVpreS, K i
& B 2R T O 24t HBVMAS AR
G HSERPE IR T DR A AR BT
FIBAE LA RINA.
1.2 7 % HBV-LPE IR FHHELTS AR 4 K
Loy, o IR E AR E S0, 10, 25, 50,
100, 200 pg/L, ilit4-Parameter model HETI-
max30004> [ 31 G5 B A A Sl e 4558 @
PENRE S A = B (0 pg/LARE S
X2 AMH BAPE, Rz AT HBV DNAD
S 1l E R FIFQ-PCR, HAH /N F1.00X10°
WA BAE, 2 A BEYE. HBVM, HBVpreS,,
HBVpreS,ill &£ ¥R HELISA, @4 dHE
PERE AR T 15 g FE FHE T1-max300042 [ 3))
it G o3 AT AN B Bl LS. S T AT A 2 P A ST
P R B B I DK G 922 S50 %5 SOP U A

Bt AT b R T A HCR R, 21 )
FOACR R RIS 6, PR b [8] AH OGPk 23 B K H
Spearman®S AT, THEBURHI PR BRI
SRR 5 26 1) S 3 T A 36 R FH R 7 A 56 BORS f
MR, BE VR KIE o = 0.05. FEil# kR
SPSS12.0.

2 B8

2.1 HBV-LP4A%5HBV DNA# N#48% HBV
G MIEH, HBV-LP =BHBYV DNA$E I
foma s ETES. BEHBV DNA$E UIEA 2k

LR A

HBV-LP4 % 5
HBV-DNA# I 4
8] B A BAF ed iE
A%, #E R BHBV
B3 & ik gk
FAREL LR
JE, % HBVpreS,,
HBVpreS,, HBV-
DNA, HBeAg#k
B, KEGMmERe
X 4-HBeAg M &
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FIITFE, LER
HBV-DNAf&7K-F
e g Ao



1580 ISSN 1009-3079 CN 14-1260/R WRELENBHZE  2006006858H 5145 21657
Wi AEE %2 HBVERLEMIEHBY-LP S M NIEIRATE M R 4 HBeAgRAHEHBVARRE MEHBY-LPSREMES
HBV-LPZ A F FEPREVAB S
HBV & % # MLtk

LEESE kY
Wom) BT 2 F) B
o) BT AR, A
#eom A A T oAt
HBeAgM HBV
B gt B o Bt
2. 97 FCH) B B
TR 0 B

L EAUR R
LI mEREE:
PR A
FTRY, RKE&a
preS % M) 3R T 44
it AT B AL
o9 L P, ddad
S#E MRy 1T A4S
S AR AKCIHIE A
R, K2y —F
X & @ 035 X
LR RN R P
MEFEBRETHR
T, FAXREGH
RS £
H#). K& GpreS%
M B AL T o A
QLB ey P, fESh
M, preS, #9NK 3%
X A A Btk 5
TR ke
WA, R A
AR KRR G,
i iE F 103454 A
BR Ao 1 2445 22 R BR
Z 4] #gpreS X 3%
R R ¥
YEm.

HBVDNA  HBeAg HBVpreS, HBVpreS,

HBV-LP ~n
= r -+ - > =
fBE 137 93 44 61 76 120 17 125 12

BRI 25 9 16 2 23 4 21 0 25
&3F 162 102 60 63 99 124 38 125 37

% 3 HBeAg, HBV DNA, HBVpreS,, HBVpreS REHETE]
HBV-LPES 8L

e , HFV LP.(ug/L) s
Median (Min—-Max)

HBeAg fBME 63 130.85 (0.27-200.31) 8.70 <0.001
fBeE 99 10.73 (0.03-166.13)

HBV DNA (Bl 102 48.45(0.27-200.31) 5.85 <0.001
B 60 9.82 (0.03-171.15)

HBVpreS, Bl 124 31.23 (0.27-200.31) 8.44 <0.001
fAE 38 1.70 (0.03-14.54)

HBVpreS, B 125 30.87 (0.27-200.31) 8.84 <0.001

fEE 37 1.67 (0.03-12.73)

340, HBV-LPRI:ZR JRZ T In(P<0.05). —
2 AT RAF I IEAR G (r =0.64, P<0.001). 1F
WX, HBVIEL A AFHBY DNA#E L%
YUAIIAIHBV-LP & A7 A1 2 i (= 135.34,
P<0.001, £1).

2.2 HBV-LP5HBVpreS,, HBVpreS,, HBV DNA,
HBeAgta1E {E1626/HBVIE e i, HBV-
LP5HBV DNA, HBeAg, HBVpreS,, HBVpreS,
FHERF SR 2 34 91.2%, 96.8%, 96.8%, 100%.
HBV-LP5HBV DNA, HBeAg, HBVpreS,,
HBVpreS, T 5250 5467.3%, 51.8%, 87.0%,
92.6%. HBV-LP5HBV DNA, HBeAg, HBVpreS,,
HBVpreS, [AIAI B = 9.22, 11.89, 60.35,
99.87; P<0.01). HBV-LP5JHBV DNA, HBeAg,
HBVpreS,, HBVpreS,[H{F7E 2 R B E VG =
23.11, 70.20, 6.86, 10.08; P<0.05), HBV-LPHI:
% 84.6%(137/162), 5 HBV DNA, HBeAg,
HBVpreS,, HBVpreS,=i(#2). HBeAg, HBV
DNA, HBVpreS,, HBVpreS A [A## /A HBV-LP
LA LR,

2.3 HBeAgM HHBYV & % fn i + HB V-L P42
99f%HBeAghl HHB V&G # I+, HBV-LP
L HBVpreS,, HBVpreS, [HAH5¢ 8 # (x> = 33.14,
57.28; P<0.01), M5HBV DNAM LS 1124
X(x* = 1.49, P>0.05). HBV-LP5HBV DNA,
HBVpreS,, HBVpreS, A #7752 5 BV (y =
25.0, 7.58, 9.09; P<0.01), HBV-LP [ BH VLK H

HBVDNA  HBVpreS,  HBVpreS,
HBV-LP n

+ = + - > =
[BE 76 34 42 60 16 65 11
BRI 23 7 16 3 20 0 23
it 99 41 58 63 36 65 34

Fh76.8%(76/99), 5HBV DNA, HBVpreS,,
HBVpreS, i51(#4).

3 e

S B I 3AN A0 IR A 1 2 A — AN I IR 1 A
(193N AN [ 4 A7 R 55 A [ b4 RO R R
KR, FEREERL T e R rp, KHE ApreS4;
FEJASI T 4 B 05457 B 7 MBS £ 40 o b, 3 S &5
FAI A 1 T PR 5 R 7K C %5 P Jo A M, K4 —
2R 1 110 85 1 DX 45 P b 5 R A 0 i R A
T, A pre SIX A HE T BRI R 1,
NIV N S ORI PG T T (Y (AN iU
TR F G, KR I preSE: M e i T i
Y P A0, 0 25 A8 3 JA 5 o AT AN T T
BE: LEAMI, preS, IINA i X I A A e 44 559 75
ARGy TR, TR RELL SR B R A,
T 3o H 10347 K S B2 A1 2407 42 58 1R 2 18] fIpre S
Xk A S e BAEH, FR /S HBsAgE
o3 EEATURL I 410 5 B U, ST R 1) T
gy b ] VB HB VAL (1 EA 4T & A 2 50
BERC ERUERRS. AT R, HBV-LPIH &
AR R4 S HB VIS YL I A AE 25 57
PE(P<0.01). 162HBVIEZL 137 ', HBV-LP[)
i 5HBV DNA$E DUEA 77T R LF I 15 AH G
P, = 0.64, P<0.001), A[FIHBV DNA#; DU H$R
e MHB V-L P& & A B P22 99 iy LU IR 4 vt
RN (P<0.01), )1 E 2 M P 22—
SE IR AT K &; HBV-LPAEHBVpreS,, HBVpreS,,
HBV DNA, HBeAgAN [R5 [R] 15 f A7 A1 2 57
BEMP<0.01), SHRFRPHMER &2 2T 5
JE 8k, ORI 35 (P<0.01). £WIHBV-LPS
SBEHB VI G B P 998 25 52 00 FR B (1 T SE 4R
5. WL AN % BLHB V-LPYEHB V& G I35 45
HBVpreS,, HBVpreS,, HBV DNA, HBeA g,
ASHTHEA: (1)HBV-LPR ISR FH 6 2 3 Ak %
R KA FmAD, HBVpreS,, HBVpreS,/F JHBV-
LP—34y, JoiAatl IE 5 2% (0 X0 40 0 4544,
TE A B v BE PR th TR A0 T & A5 i
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KRR, HBV DNAKMIO TS 5 R0, EIFILHCCI R SRR, 25 FUITHBY- s sipy s+
P AEHBY DNABIFEIF RAESTSR R LPIEII R T HBeAgMIPEHBVIE A 0 2052000

WHBVI& L & SO, JEHEHBY DNATK/K
T, JFHBYV DNAAS AT 4E 4y — 2 K Har
PUREEIE)T H e lccc DN AT AL, JEAREM
HICE TR IR i RIA R O, & AR AR
BEIORELAE — BRI 8] A 43 474 5 (.’,)Elaﬂi-ﬁ*ﬁafT
i KWIRIY . AICHIC) ) 178 7355 R
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Abstract

AIM: To analyze the differences between
pyogenic liver abscess caused by Klebsiella
pneumoniae (Kp) and non-Klebsiella pneumoniae
(NKp), and provide the evidence for early
diagnosis and treatment.

METHODS: The clinical data of 162 patients
with pyogenic liver abscess from January 2000
to January 2005 were collected, and statistical
analysis was performed to compare the dif-
ferences between the Kp and NKp patients in
general characteristics, underlying diseases,
clinical manifestations, laboratory features, and
characteristics of liver abscess, treatments and
outcomes.

RESULTS: Of the 162 patients, 112 (69.1%) were
classified into Kp group, and 50 (30.9%) were NKp
group. There was significant difference between
the two groups in ages (P < 0.05). For underlying

diseases, there were significant differences in dia-
betes (66.1% vs 38.0%, P < 0.01), biliary diseases
(14.3% wvs 28.0%, P < 0.05) and abdominal injury
(5.4% vs 16.0%, P < 0.05) between two groups. For
clinical manifestations and laboratory features,
there were also significant differences in anemia
between two groups (60.7% vs 78%, P < 0.05).
For characteristics of liver abscess, solitary liver
abscess and monomicrobial isolates were more
frequent in the Kp group than those in the NKp
group (75.9% wvs 58%, P < 0.05; 85.7% vs 64%, P
< 0.01). For treatment and outcome, there were
significant differences in metastatic infection and
mortality rate between two groups (20.5% vs 6%,
P < 0.05;8.9% vs26.0%, P < 0.01).

CONCLUSION: In comparison with those in NKp
patients, the age and mortality rate of Kp patients
are lower, and the rate of diabetes and metastatic
infection are higher. Monomicrobial isolates are
mostly found in Kp patients.

Key Words: Klebsiella pneumoniae ; Pyogenic liver
abscess; Comparison
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AEAE AR 9%(66.1% vs 38.0%, P<0.01), f2 ifegrguliogiel
% %(14.3% vs 28.0%, P<0.05). L4114 KotR NKp4E FOCER 30
(5.4% vs 16.0%, P<0.05) L& A siit % £ 5, TR % n % iﬁfﬁ%{fﬁﬁ
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78%, P<0.05). M X L FEA0AFWATIRAY % 4 ¢ BEXRR 16 14.3 ) 28.0 TRBES
KA, B 5 HE—sm Rk, BARALLEN  Eae” 4 35 3 eo
5 % 57(75.9% vs 58%, P<0.05; 85.7% vs 64%,  BSUERR 2 18 2 4.0
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FEGIF £ 7(20.5% vs 6%, P<0.05; 8.9% vs
26.0%, P<0.01).
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°P<0.05, °P<0.01 vs Kp4E.

R 2 KplASNKpLAIGPRRIL A LR =S LR

ISFRASE Gt e

n % n %
RV 101 90.2 44 88.0
=)=+ 97 86.6 41 82.0
I 71 63.4 32 64.0
BB 38 33.9 17 34.0
WBC 84 75 36 72.0
(>10 x 10%L)
Hb
(8B: <12 g/L) a
& <11 gl 68 60.7 39 78.0
PLT
(<100x 10%L) 60 53.6 26 52.0
AST
(>633 nkat/L) 77 68.8 38 76.0
ALT
(>717 nkat /L) 79 70.5 37 74.0
AKP
(>2134 nkat/L) 79 70.5 37 74.0
B&E8
(<35 g/L) 96 85.7 43 86.0
[Sy=HAES
(>20 pmol/L) 51 455 24 48.0
CRP
(>8 mg/L) 105 93.8 47 94.0

*P<0.05 vs Kp?H.

2 BR

AT 58 v T AAAT B IR I (K lebsiella pneu-
moniae, Kp)11249, 1769.1%. AETi 5 v 55 1A+
B T M (non-Klebsiella pneumoniae, NKp)50
B, 1730.9%. Kpd & 40842-75(°F-3458.0 £
16.3)%; NKp4l4£1#45-82(°F3963.94+17.6) %
(P<0.05). Kp % © 1 = 65: 47, NKp#l Y :
o= 31119, WALEG 22 5. Kpdl V351K
JFiE65.7+15.2 kg, NKp4FIH1EF867.3+
16.4 kg, WALTCHTH 2422 7. RS R RBE IR
Wi MHIERE . O A e Gt 2 2 e (43 i
HP<0.01, P<0.05, P<0.05, £ 1).
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Ko NKDY Ko NKD
B e = SBrETE = 2
% n % n % n %
AFZC0 17 15.2 13 26.0 SHENER 24 21.4 14 28.0
FFalt 89 79.5 35 70.0 NMER+FADTF 9 8.1 4 8.0
0T 6 5.3 2 4.0 B
K\<5 cm 44 39.3 21 42.0 NER+EREE 24 21.4 10 20.0
K/\5-10cm 60 53.5 26 52.0 ==
K/J\>10 cm 8 7.2 30 6.0 MER+BEZR] 55 491 22 44.0
B8R 85 75.9 28° 56.0 INE]
2R 27 24.1 22° 44.0 e 10 8.9 13°  26.0
B—RFREEK 96 85.7 32° 64.0 IEHEMERR 23 20.5 3° 6.0
N 16 143 18° 36.0 RBPMIVARESE 9 8.1 1 2.0
AN 4 3.6 1 2.0
. ) AARAD 4 3.6 1 2.0
P<0.05, *P<0.01 vs KpH. SRR 3 25
i 2 1.8
fERARAD 1 0.9
IS D dE. R RGE EN 2 IR I IR FRAPTE 5 45 2 4.0
) . vt owr B (d) 214125 25.2+14.3
R, DI AATI01BIRA4D], BEIEER. & oy abenne ol

KR I GE v 5 22 7 (3R 2). 4wl 1 Ik i i 2
R RN A, AST. ALT. AKP. EJH
2l %, CRPFbf, M4 (A, M. FEE
. Kp 3T 168%1, 760.7%; NKp2H 3% 13941,
17 78%, WAL IRIAETEGE T2 22 7 (P<0.05). 4R SE5
TR TG 2 R (R2).

2.2 BRSP4 & P AL AR IHE IR S L SR BT I A
W PR LA 22 g 1 Jd R T I LA R [R] B 22 R
WL, PRALIRITC SR VT2 22 e (3R3). ikt AR
2<10 cm. KpZ R M85, 1575.9%; NKp
R R 2841, d58%. WAL AFAESL it 2%
7£ 5(P<0.05). Kp 2 UL — J2 AR 329641,
85.7%; NKpZH i i AR #3241, 64%. P4
MAELEGEvE 2 22 7:(P<0.01, 33).

2.3 &7 BEEZUERRIT. b 12401823
NIRRT (BFEFRYIFFS . &% B8 5]
s AER R G155, Kpdl 884, 78.8%;
NKp#4136H1, (572%, WAL TG4 257,
23(1AET, HorhKp2d A 1041, 18.9%; NKpih
136, d726%, PIALIAAFAESE v o7 22 7 (P<0.01).
Kp A5 2300 Rk AT VRIS, 1520.5%, 43904
JERGLE O A IR 22 018, T lEE 28 4481, i Jik irbh 4451,
SR 31, il 28 2481, TR I 1457, NKp 24047 34611
AT AEPEIR Y, 6%, 430 A B O N iR 52 1
11, B 8 28 1450 T i ek 1451 AL ) A7 AR G2
ZE5E(P<0.05). WA R (R AR B R E AT R o4t
T2 R (KRA).

3118
Jili 28 53 T AEAT B T 22 AT B, AT L g )k

°P<0.05, °P<0.01 vs Kp4H.

98« WA bR ARG . Wi . I RS, H
T 22 TURIE FUAIE S 28 v T AR A B 2 IR T K
W 5 A AT Y A, kg 4 T T e i 1 = 2 3
Joa B S BRATT TR B 1 R P 2 e TR AN AT
P 769.1%, 111 HAB o B A4 H 1530.9%, 5 LA E 1K
IG5 25 AR ABL. AT 5T 57 40 1 P Ak o
% RIEAESS5-65% , Kp LI P H R T NK p 4l
(IR RS, fEAEGE 2222 5. WA I i
B2 F Aotk B, RPN 5 o Lt e ge it
e LIRS RN LLRT — Se R AR A )
F 18 AR R R A K.

XF 1 4 T VR JEE R i 5 5 I R Al 2 R] (1
K%, Wang et al'¥, Lee et al” F1Yang et al' ' H}
B PR 2 20 B R S R i F B ) R R 2R, R
I 5 10 HL A 5 51 67.5%, 1T Alvarez et al”,
Seeto et al'""', Barakate et al'”'F1Wong et al'' 'l
HH IFL T S S A e T o e 5 AL PR A, AHL
S b IRAETUARRT o i A 5 HE A 2 T) 11 G 2
DAHRIT. AT 5 8 715 40 a1 1 JH i i 2858 2 A A
BEPRIE . HIE . W R G A
P FFEEAR .V D RE ol SR SE R, 5 Rk
F ST A 45 S ARBL. FRATTXE 5 4 503 BT & Lk
P BEAT LLER, R IK p 2 HE 3 (B PR3 i BB R
(83.9%)MH & 7 T NKp 4L i 4 (64%), MINKp 2 &
N 2 £ RN I S 420 1) e B 6 (46 % F128 %) i
TKp 35 (28.6%F114.3%), HAbILAEHIR TG
Gtk 2 . XUHRIR T AN TR B AR 5 1R 1 4
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B VRN i T e B AR A O, B R
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I PRI Ay A TE N (89.5%), FLUC A I
Loy FEIECAE . G TR R i S e LI
S AT A 5 O CRP A (1 4 o Tt =, 48z
RAEA N KpFINKp 2 2 [81E I AR 7 20
MRZH LR =RmaEs R e xR, Hi
NKp 2 855 H LTI LL A (78 %) 2w T-Kp
B (60.7%). HIEK W] e SNKp 4l B3 &4
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LRSS
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et al IR FTEE AR ). X A] RELS P AT AR
KULKIMBE R Z A K. AR RKIRKpH B 2
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Jias (R JFE JH Bk, e LATIG V40
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Abstract

AIM: To investigate the expression of multidrug
resistant proteins and their clinical significances
in cardiac carcinoma tissues.

METHODS: The expression of P-glycoprotein
(P-gp), glutathione S-transferase-n (GST-x),
topoisomerase I[ (Topo-II) and lung re-
sistance protein (LRP) in 69 patients with
cardiac carcinoma were determined by SP
immunohistochemistry,and the results were
studied in correlation with clinicopathological
data.

RESULTS: The positive rates of P-gp, GST-r,

Topo-1I and LRP expression in cardiac carcino-
ma (49.2%, 75.4%, 68.1% and 58%, respectively)

www.wjgnet.com

were all higher than those in the normal tissues
(0, 30%, 20% and 0, respectively, all P < 0.01).
The expression of P-gp was correlated with
clinical staging (I, I vs III, IV: 28.6% vs 58.3%,
P < 0.05) and lymphatic metastasis (metastasis
vs non-metastasis: 67.5% vs 24.1%, P < 0.01). A
significant correlation was found between GST-n
and differentiated degree (40%, 75.8% and 88.5%
for high, moderate, and low differentiation, re-
spectively, P < 0.05), clinical staging ( I , I vs III,
IV: 57.1% vs 83.2%, P < 0.05) and lymphatic me-
tastasis (metastasis vs non-metastasis: 87.5% vs
58.6%, P < 0.05). The level of Topo- Il expression
was associated with differentiated degree (33.3%,
69.7%, and 80.7%, for high, moderate, and low
differentiation, respectively, P < 0.01), but not
with the clinical staging (P > 0.05) and lymphatic
metastasis (P > 0.05). LRP expression was in cor-
relation with the clinical staging (I, II vs III, IV:
38% vs 66.6%, P < 0.05), and lymphatic metasta-
sis (metastasis vs non-metastasis: 70.0% vs 41.4%,
P <0.05).

CONCLUSION: Primary multidrug resistance
coexists in cardiac carcinoma. Combined deter-
mination of P-gp, GST-n, Topo-1II and LRP is
useful for predicting the chemosensitivities and
optimizing the chemotherapy strategies.

Key Words: Cardiac neoplasms; Multidrug resist-
ance; P-glycoprotein; Glutathione-s-transferases;
Topoisomerase- 11 ; Lung resistance protein
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gﬁggg - *ﬁ;ﬁ?ﬁ KEEFRMEERBCAFVI T RF 1 o6 A2, 3 05 RIER RNt %)
i%ﬁ;@(GRKS);,ﬁ ;égﬂef;%éﬁﬂjn%fﬂg% 3E0;(z)04§f S (IOCEFR. HATE N AMT 2 2238 G H RIS 14
£ 5 A i : 0, 300162, K2, REEFHRWEERBILA | N = 2 Pk = b
Z;ﬁ;g@;?&;ig BB DIL. xshhox@sing. com " WlE(GRK s) AT T K& IIATST, I 454
o e EB15: 02260578765 fEH&: 022-24370605 P 2L Th Ak T e ) (]
JRAEESMA o 9006-03-14  EESERE: 2006-05-08 R BT R e RS PIRR AN
R, MM TE HIR

18 G & G 1% 5% ’

ZH(GPCR) A &

z;&ggm&mﬂ@;ﬁi, fik 1 GRKsEYZEHY, FhE KD R

Mo b ) L fA Sk T & w4 & 54 e s Tk A s K (2 SN
cwprgney OXGBRNMEGRKS) B LAM/BERM  GRK |8 2 A /MR R E (MG 5k, T

#%. GRKsls & %
Ty b PR E
ERGER, LA
Y TlE5HFa
W RN — AT
R, ALAASF T
il 5% P 849 B 5T K
&

EOHBmTE, LA T2 ALET AL,
BB 4 - H AL A G R B B TR (GPCR)A
A BB AL B LA, K Kk e B A F00 18
THFAN. ARGERGIBIL TR EE N 2
M. FrRB . AMFHRALEERX R
8 F R AT B 4 S AmdE, P R R AT
TREZ.

KA GE B BRI, AL, 2R E

BE, EiNE. CEDRRSINAHENATHE. HRENHK
ZYi& 2006;14(16):1602-1607
http://www.wjgnet.com/1009-3079/14/1602.asp

0313

GH A M B Z ARG protein-coupled receptor
kinases, GRK )& 22 28 R /I 28 IR A [ U K k.
GRK 72544 = [R5 e 51) () 5 0 1 O 4 %,
FRGRKAS S AT LR (W D e 44, 4G —ASrhl
HEALDC . — DR RS A GHE EE 5
Y18 [ (regulators of G protein signaling, RGS)f¥:
G5 K0 1) 28 FERR AR 0 X LA S — /N T PR JBE 1) 32
HA X, SR AR S AL S GRKRERT
SR VR AL I G RS2 44(G protein-coupled
receptor, GPCR) & A=Ak S i feAk, ity 211
JaH N TG S FiE . GRKAMYAE S GE
I, I T LS 4 A P9 5 AR A A B 1 AT
ARG (M C(PKC). 414341 M 4R THI 474
% FIGPCRUN I /MG B K (platelet activating
factor, PAF)S AR, i) 5 24K R G H I
GG RIEAEY) BN, R GRK AR K & 2 5%
W) NSRBI a0 S6 R PR EIE . O )30,

R AL WO IGPCR, 8 524K 5 G 8 11 i 4
156, FHEIRE R [ (arrestins) Bl 2 45 & B RR AL 1
AR, PHIESZARAS 5 B IBEG EE 1, AT A7 2%
b AR 40 M JSE1-  BE 2 A (R UK, A2 AR A 3
(15 5 T O R BB, i 2N 7L 3
YIFIGRK s 7H, 2 IS [ 43 3l iy 44 A
GRKI1-GRK7. GRKsK 5 H 71451 EA [R5
B R R A 2 R, B Rh GRICHT 5 A7 L ] [ 2
REZi AL, AR IO X . AR R
A GHE A 517 8 M (regulators of G protein
signaling, RGS)FFZ5 1 ¥ 2 5 A X LA A 1AM
FHF BB R 6 A ity DX . KR 418 I 510 R0 Th g ) AH
ABLPE AT 43 R 34 W 51T

o VK EAFFGRKIMGRKT. EHE )y
TR, - 500LE T, GRK1Z&T 1970
AF g BRI R DY, AR S 5 SO A5 TR
(rthodopsin)&iér, iz Rk, Ik AEm, Bt
PLGRK 1 M FRHLE T (rhodopsin kinase), X
FEAE T A0 0 B TR O 32 At T, A IR 42 2 R
WS P AR 1. GRKL AT DAk [ 5 9 e 3 qk
(farnesylation) % 5% 2| 41 f i _I- 5 32 (A 45 &0, &
A1 N GREKT7AE G ISR A mT 4 058 T ok 1
b G SEHUESE, GRKIFMIGRK 74E AR HEN i 1)
HRIE. 5 R, GRKTE /N RIIVFL 441
55 A0 D0 K8 A 0, AL D 1R 016 52 A AN 2
IEGRK7. NHEAASN Y BERIEGRK 71/ FANER
ik, $FERGRKTH] fE A GREK IR B2 (/8 1 1
PR (— PR RE) AR PR L e,

9 WK A FEGRK2MGRKS. |25
AEL M i B, RIS %
15. GRK22E7E 1980 ARERI B2 F IR &= =2 4k
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(B2AR) [ Y5 Jok WL A1 I & B0 Y, A oy A
2, BEAE OB S IS (M B2 AR B IR 1k, it LA
NFRBE LR 2 2 AR (B-adrenergic receptor
kinase, B-ARK). GRK3 S HFR Ky B- 1 I i 52 448
fi2(B-adrenergic receptor kinase, B-ARK2), f& T
REAERYE IS Ak bl ot, s & P A 1R
TIB, fEARZ AR R A% — 2 /F . GRK2-3
LI R B (N GER 1 By W SE R R T R i
B BN |- 5 2 gl & Bl R IR, Bsh Il
B FLEN A (HEK293) )5, figfs 5 F GPCR,
GRK2FIGBy{E 4 Ml b B pefae = A48,
NP S ZAK-GRK2-G By 5 A 14 (1 JE 1 2
GRK2 [ 41 55 47 A G R K2 R HE Tl g 1) b B 4%
ﬁ:[S]_

9 =W KR FEGRK4, GRK5SHIGRKE.
GRKAMAE S My KPR 0A, TSRS 1~ 2 1
GPCRWEE AL, /8 %HE LA KW 10 5 5 k.
GRK5. GRK6ZPHRIAH I, flfi]5 GRK2,
GRK3—FEEA B KA RIED. %0 Kk
B VE R RS, I B A S R
PE. GRK4FGRK6 i [ G FE AR, GRKS)
A N2 C 22K i 1) 22 25 B30 X 3 e A7 4 4 o s
b, SRR 2 R G A, I R A
1. 535k, GRKsIWE I 52 B A IEC . A5 45
B WK E R 1 (recoverin) FAS ] £ %5 1)
W

2 GRKsEVAEMDSINAE

2.1 GRKs*GPCRA B {LAE I GPCRs /& — K%
5, B IL10002 Fl, AL 5 1A 40 M AN A Ui X
7 BN SR 3AN G AR R A3 A
AP IR . TANI I P G C A s fi i 2 1. s
FER T-GPCR, L5040 i py ISR E, Al 52 44
Wb F O IRAS, RIS AR 5 = RARGHE
F, G AR a M By IF 3, VE T1A s £
N2, T BEh ARG PC R 4 {5 5 %
J. GRKsFr R A0S (GPCR, {2 Har-
restin&hi £y, B2 AL GEE BB, 512 7R
™. GRKs#EGPCRs_ I BRI AT 25 A7 140 g
P 35 3 B B R 6 A ity e X 1) 24 S IR N 9 S IR Bk
B, B2-ARFIM- L BEAHARGEAZ 78 H AT R I R 3L R
Ui, 42 IR AN IR R R R AL S AT R D, Ry R
(T4 P9 55 38R DX 75 22 A 22 2 R R 9 A TR i O,
A — 252 P G 0 48 5 FT B2- AR M i P4 28 3 X AH
P, ARABATT 0 R R R R i 2 A7 B 2 R
IR PRIEFE. B2-ARFRFEA i 2 X ) 22 2R
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TR TR FEAIM2 mAChRAH L P 55 33K (K 584 14
RETH PRGRK s/ 3 [ 52 AR IR AL BUAR MG AS RESR
MU GRK TR AL LT, 5 CL AR T iR ik
A w30 i R M 2 R MR A A T GRK2 M %2
WRBERR A AT R A A 2 AL, FerP AT — 7 U
R AL 38 0] 3 B0 A R A, AR 1 S R T

B2-ARMI FsE A 4545 T3 ZEGRK s A5 1) 52 R 1
Ak, AEAAR Py AU ) = ZEGRK s R LA A1)
WML, AT LLAMEGP CR SRR AL AL S B R
AR GRK2 1 C i £ 57 X5 M AL 199 Ay e
[JGP CR-ML 28 i &5 4 0] 5 3 IR ol IR 1 B DG Bt AR
MG b, 3P R IR T GRKA T
GPCRBARGFE 53 2% (0 AH A FH B 1 7
2.2 GRKs5GE 188 GRKsZEGHE B2
WG5S EER Y T, HAG a2
P2 7 M H Y. XFGRK sTIREMIH 40 =4
D5 1T (1) V40 B2 A iV 5 (2) B v 1) 3
15 BB U T (L FEmRN AZKF (1) 75
R FKSF ). GRK2MIGRK3#GPCRIG
G, RAEHBEIAA M. —HGPCR-GHEH
B, GRy LS oV 31K 7 B R By I 5
GRK2. GRK3LAK GRK2HMIGRK3 5 4i ffu Ji5 (1) 45
. GRK2 LGBy &£ DX e A T/l — 1 4
o CI T e ) (ple ckstrin) [F) YEATE ) BT S 111 e
A i (1) ol BB . 5 T AE G RK 2 [N A B ) —
ANGPTE & AT P AL 2 AR B R AL L R, 40
Tl G By G (5 5 4 Sl A0, GRK2 5151k
FIGaq(HlGqlfa v k) HA msE Ml ), P 14
G BEA A 56 2 40 b B G aq A 3 (NI T
CiGtE. GRK2FMGRK3 N f7-7E H 1204 2 3
TR AR I NP GEE 15 5 % 1 (regulator of G
protein signaling, RGS), T3 1 K5 40 P/ 7 2
SER IR Dl R AT AE T GRS HAth il 52 (1)
RGSHLAKZ O X 1. FHFFHT HGRK2AML I 1Y
GHE [, 2 GHE (A

2.3 Ca¥' 446 A xrGRKs# A4 Ca” 4t A
REXTGRK s T A WAL AT 2, Wi P AL
S SRR IR FE . GRK AT 5 405 W A AR
Fl(recoverin) 4 & 352 2, J5# &23 kDalf)
J T B R Stk Ca® g5 A B 11, JLXFGRK M
VER Rl S EA A 2 . ek B e
GRKI1 Nuifi 254N 28 KR DI 1) . — {07 s 85 4,
T b6 G R K-8 215 (1) 4% ) AL 75 7 A A3 BEL 2%
N, AT AR SE S . 20 H AT 1 AR B
2 (1(CaM) X GRK ZK IR o B 2 A
YEH, % FGRK2. GRK3, Ca’/CaMR T itk

WA B 08
Bars TGE &
(ER
(GRKs)#) 3k 2 #F
K5 s R & A AR
LA RAT R
KHE AR IR
AR R AU 2
Bk I 0 F ik R
EREE LG
.
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WA %3 5
AR GE
G 1% Bk % ARk ik Bl
(GRKs)#9 3 2 #F
RALAN2B b, &
43 G & G 18 B
Z W% H(GRKs)
RikAE L R
O & L]
I8, H Vs R IR 5%
Wy BF R AR T #F
) 235

FLEA5 6 GRy MM HI L A7, 34 e A] HeAm i
RARIE. BT 54 ol KECa™ W
Wi, MM B ERCaMIB L, HHFR R, G4 51
T E 55 GRK2. GRK3H Rk m/b 5
CaMI¥ £ #2%. GRK2. GRK3. GRK4. GRK5
MGRKGLESNREW CaM T, GRK AW
ANCaMZ5 G A7 i, Herp g A7 TN IR A7 SR £/
S, BT Ci A 5 0 BE G RKR T 2R AN [+] 1
A B AR . GRKS Ci ) CaM 4 &5 X L il 45
HIXORAETES, MR 7 CaMXfGRKS 5 JIE i
PRl & B 45 A 52 PR R AL 1) ) 1,
AT I CaM&5 A A7 s 8 A2 LA 32 AR IR L,
WA TR B X GRS RN A1 C iy 11 A T 5 A8 1 e
RABEALTH N CaMAVEEUK. CaMAEfGRKS7EH:
Cifi ] — N B2 A 22 S R AR b R A AL iR AL,
T E AN G & LS AR 41 i/ (rod outer
segment membrane, ROS membrane)[] 455 LA
MR LT T (R R Ak RO i Py T s 1 Ca® ik
DAL I KT, R E R ALt AL LLE4ECaM
SFGRKS IR M. dedin 76 8 (R A%
A (syun-clein) FK iS5 A LI GRKAESZ A4
YA L R h, A CaMA T T & 2411
PR, WLBhEE (15 GRKS NG 45 &, ]
GRKSX 2 A B ARSZ AR ) R Ak HY
CaMBURALEN & 1 5 GRKS 45 &, 45 AT
PRI BRI AL R 1S 2 T 4 ™.

2.4 PKC/EALGRK ZARGH H ANV AR R AT H 2
P AL, I HOAR AN [R] (00 20 B A4 2R 77 AR AN )
A5 @42, W2 k-GHEH-AC-CAMP-PKAFI
ZAK-GE H-PLC-DG-PK CZ5:i 42, IR BLAYL
GKRSH{fGPCREFF LA, 1 HPKA. PKC
2 5GPCRI\H Nt PKCIHHLGRK2FHE
71 CE N FRRZ 40 M rh A3 21E SE. GRK2BEPK CH
B A5, AR SZ AR P TR PRI TE R g, (H
BN T RS A AR LT RS E, PRIl
T 3G 1) JE R 42 SE LG RK2 & . GRKS
Cify 1267~ 28 KL R DX 45k 3 B A7 72 I NP CREIR
AL . H5GRK24H X, PKCA 3 FIGRKS W
12 2> T GRKS 5RO SR 45 & e 52 1tk
Ak, FER K B T GRS A2 AR B4 A B 1R
RS, RN PR CIE nf HIGRKSHEHERY. B4
IEBACa® /CaM. PKCXfGRK2FMGRKSELEME
H, $Eos AT T8 GiER GBI SZ A0 I X GPCR
HAG U s YO 2 AR [ 40 R I
N ZFGPCR, M2 =4 Ca>/CaM. PKCHE 5
GRK 2 PENISZ AR A B GBCPE PR 250 . AH s i,

Ca’/CaM. PKCXTGRKSAMHEILER: T 5 &
SIZARIRYAE 5 5 P RE. R /N R
OIE, GRK2FIGRKS#ETT L% B2ARs, I 5
GS. cAMPHHIERY. (HHYPLC. PKCHBIBCIIT
LT AT I W4 25 1T 5244 52 BIGRK 21 1
5, MARSZGRKS 5401, £E Rk Gqf a1 b b
I % 2 AR COS-7TAIHEK 29341 g b, W gL 52k
BRI GRKS A S ik (4K BT, $#27"GRKS S
GRK2. GRK3A[], JLIEAT s 4 11
T R A R O A 7K ST 18 >,

2.5 GRKs5PAF#) % % PAFE—FIURR 1 48 0E
I, HAT) Z AR Y Wi SR
ESCAE . B I O R A
Wh, B A R . B e PAF AR R T
Gq/11FIGi/offIGHR IR 2 R 5, o3 A TF
Z MR, PAFRIT H5PAFRZARL: &, 5l
JEIRFIEA 1 (TNF) 2 40 A 22 L2, 1L26.
L2811 43 WA R K% A F--« B(NF-B) [R5 2, 76 2
P i 4545 (acute lung injury, ALY & AE R R A &
EF A . GRK2JE 22 % MR/ 2 R o 1 B X
W, Wt M BRGNS 1 G ER (AR IR Ak, AT
ZHREGERANBEL, “arrestins” HAIZ 45
A BIBFRAL I 524, B A2 AR 5 TR IR G R
1, AT A 280 B A 4 B 8 D e 52 A4 1R K P,
42 AR T 15 5 5 O AR B k. H Al
ST IE S FH P A F ) S0 7 16 K U Bl i 387 Py 17
A BRPMVEC) A 5] ieGRK2EIAI . 45 L4
/R fEPAFE SPMVECH AL 2+, GRK2RIA
(R4 A — A2 & B, GRK2 W] RES FPAFAZ
PRIEABL, k55 PAF X PMVECHIHifs, o — & 3"
TEH.

3 GRKsRIXIFIE SRV RFR

3.1 GRK s/ 16 R & a6 #F 70 % 5L ALK 734
JE AR, GRK LUV FEE D 1B 30 2K RIA.
HAE 4 b, MEEBIGRK2KIA 5 B2ARMAK
2 AR W IR AR, AR B b R i 2= R
JHE ¥ (corticotrophin releasing factor, CRF)&k
urocortint fEM T GRK3 M 1 FECRFZ {4
AR G . 5o 4b, N i AR Y AL P A R
SEGRKM) FIHEL T 8 &MY, KPIGRKIK A
FE PN F R 1) G P C R BB I i 113 B i PR
FUT GRK s A R 2% A I ok 35 4% 24 40 R 1)
I, AR T LUK JE S 52 A K 1),
SERVEREIE S O ). I Hs 5 K
2. AN, P GRKMIZKPAERT o, e, K
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P, FENE LT A5 R0 s AR AT 1. i
EWEFCUE B, 75w R AR S B GRK2 [ KA A7
FE R BEME . 6 TE B A R R e i s A4S
PERIEAT H A, R ILG RK 24K 11 76 I vk 1 44 fifd o)
[P2IE 5 IR IEAR O, 105 B2ARN T M IR IR
PR P 00 550 GRK23G P 5 B _E R A
A P A5 A S R TR ) LR Y 2 BB c AMP
(7= AR B, i A 7 LA M G R K27 % 5%
AP 52 B, B b R S A AR G L
GRK2[¥ B, TR LW, GRK2IE (114
P T BE LRREA A G 5K, M5
M. I GRKATH HURZ T 2 25 RE XS INGRK I
WP, R AR & MR R dnde o ILE st
GRKIATA H (1 Jek ik 5L, K IMGRK2
XTGPCRACIL D RER = B A RBEEAER. sl
51 R FGRK2EGRKS 1 & ik ™ E i T
BARTH 5% S AP sh A S 4 o g™, A
X Hb, S BRI EIGRK 21K /Mkminigene
(BARKct)M H A [ W, 5341, %F T BARKct
ik HGRR2IE K GIBR 22 G AR /N L, Hiy
2 S AR TR I H B T GR35 M ik 35 A e L
AFTIREMI N5, 7RO 4 D) REXTGRK 241k
AP U, AWEHE H, DIEGRKsEKIAK
ST RE AL 0 ) b AR B IR R A2 A4 R IR
A, VKA IE W Iy REG P CRAE B 30 Py AL i 0
7 3 v 1) B O R b ke A AR AR 4R
8 R mAE FHHGR K siarrestindf T GPCR I
(NI FE O T — AN B 17 s, i it
GRK s/ F M B-arrestinfs 5 35 & 1) FH LA
Jo FC A 2B Ak AR AR S5 16 T4 AR ZE B F
SFIGVER R, BT A 52 ofud &k 4 GRK sfi#E 1L 11
B AL, BEIR AL BT v 52 44 5 B-arrestin 541 g
fFoMEEAags a2 Hil— P 5GEAM
B I I 5 T 1 32 ok o A Ak, AT T e
F SR TG 5 5 5, BT 52 Ak AT
Wb | v DRI A5 S 2 0 (R 1 ) 3 S i 1
TR By B2 AR IX HEG P CRAZ A A 5 4% 34 11 3 X
SRR, GRKS & —Fh e Frly, S AT RE
BHE AR, AN RS IR R A0 5=
5 2 PR, L R i SR KPR R
BHVE AT IR 715 DL B 3RH 6 S PR A6 0 R I figp 6 1o
2. T GRKSAEGHE MBI Z ARG 5 S i
FEEAEH R HAEM N a2, SR 2
W ESCREAE i DX TR T3 43 A, RS G 1 254
FEMRN AFIER (17K P56 A0 B2 )2 I R e i
AL GRES IR, KX 1 P 4 28 TC IR 3 3l AN 52
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I fers A EE . %1 LRRATHENGRKS
A RELERE IS PR T 1) i v R A T A S,
[Fil B, R 25 ] P RSB 24 A2 AT I R b e
I BRI BRZY. I, BFFTR RS2 A1
FHMUSIAT e 590 7 382 1 B RO L S 7 . AT WF Y
RIBEGP CRAR I % 1Y 98 B-arrestin 5 e 411
IR pS3 M A i R IMdm2 I AH EAEH, B
fEMdm2 [1 5 1192 Z4EL L M dm2 4 3 (ip53 %
fift Jeiz ZAk, TR T pS3 45 4 B i T A
H, #7183 1 5T A] A 5 GP CRIE B Mip5315 5
PR IR] X7 Ao AR, dEoR T R
B-arrestin21fi] A & B-arrestin1 G Mdm2 M4 Jiid %
TS A 40 b o R T Th B8 1 4 AL
15 BB R ILG RKBLE VAT f s i
5 E BT
3.2 GRKs5 ¥ £ B & Lombardi et al*" &/~ T
GRK STE I 2 N AFAE I FE. 80T 48
[0 R 40 AN i Ak L 45 4 e R, GRK2, GRK3,
GRK6 1)1k 7K - S 3 P KM B AR, 1T 7 1 i
21 B 0l G 92 4 B o T B TR A P R R
DI AR A A A A s e 5 S T 3R
£ R AL GRS Sk R W, I3 s GPCR (W
B2AR) [V HE 1 IR . 7EGEHR 1118 I 52 4 i
(GRKs) 11" GPCR I BRI AT 7, BRI 4h
I REN 4 B-arrestin g T BER AR A 1 S
H 30— 2D R A4 S 5 1 (RN F - BIS 1EA T 1
W, I GPCREE BEL XA FIHIE . X —&
A7~ T GPCRIEE M B-arrestingy 1 1E F ik %
RE M AR SRR A KRBT IR REAE T, AR
St 3 U B R RE 1R B 35 187 S T mT A
BRI e 2 R S R Ak S
B-arrestin2 B¢ 15 TkBHE [ 45 5 MM HITK KX Tk B
IR AL, e ZAEATNFE S 1EH N IINF-xBAGE
W, TGV JE 2 LR R R R IE. ik
o T2 FIRERZ A SNF-«Bf5 il “ Xt
T AL, T T AT I 4 R T AR
e RG] RENLEIN. [RIIN R ILB-arrestinsAENS
455 GENF-« BEE 1) ) — 4 |85 5 W i
-Toll-like/IL- 152 A4:A% 51 i h i B e 3k 43
TRAF6, JF HAMGIA A ThEE, MR A Rk i 45
NF-x BIBOE, il v, X — R R T
WA 15 G 8 SN [RGB L I, A VA T7 S B e i
FEAIL TR VR A

M2, GRKSZE/FGPCRN AL 5 B (1) —
FKWAEA, BRGERRIMEIEANRS ST
GPCRWM 1k, THGRKsA™ 5 [ GPCRIAFRALATI IR

miA2E

GRKs A%
GPCR ML & &
H—RET KRG,
M GPCRAAAR A
ARA LAY
B AR, F5F
% KRR AR
ARk, RLEE A
W T B R R
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Abstract

AIM: To explore the effects of liposomes
Survivin antisense oligonucleotides (ASODN)
on the growth of human hepatic carcinoma
transplanted subcutaneously in nude mice.

METHODS: Human hepatic carcinoma trans-
planted subcutaneously was established in nude
mice. Then the animals were randomly divided
into 6 groups: control group (A), liposome
group (B), sense oligonucleotide (SODN) group
(C), 200 (D), 400 (E) and 600 pg/L (F) ASODN
group. After treatment with the corresponding
methods for 2, 4, 8, 12, 16, 20 d, the expression of
Survivin mRNA and protein detected by reverse
transcription-polymerase chain reaction and

www.wjgnet.com

Western blot, respectively.

RESULTS: The growth of the tumors was sig-
nificantly inhibited in all ASODN groups as
compared with that in the control, liposome and
SODN group after treatment for 20 d. The num-
ber of apoptotic cells in ASODN group increased
and Survivin expression became weakened. The
expression of Survivin was significantly lower in
group E and F than those in group A, B, C, and
D (mRNA: 0.33 £ 0.04, 0.28 + 0.03 vs 0.82 + 0.02,
0.78 £ 0.05, 0.72 + 0.04, 0.57 + 0.03, P < 0.05; pro-
tein: 34.9 + 3.89, 21.2 + 3.65 vs 72.14 + 6.53, 69.31
+5.34,68.29 £4.98, 53.8 £ 5.23, P < 0.05).

CONCLUSION: Survivin ASODN can inhibit
the growth of human hepatic carcinoma in nude
mice by inducing cell apoptosis and decreasing
Survivin expression.

Key Words: Antisense olignucleotides; Hepatic car-
cinoma; Survivin; Disease models; Nude mice
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LD
BrY: % Survivin & XL 54 F B (ASODN) &
AT it 25 2m B dk AR RO T B AL I 0 Rk
L.

Fik: K30 2R R E LA &2 m e &
SMMC-7721/ADM K F #AH AL AL, FEALS
PROZL: G AT RL(A) PSR KR e 3 PR 40
(B). E 4% 3B (C). 200(D). 400(E)#=
600 pg/L(F) R L4428 (ASODNZHE), A R ] 4% 4
Pz 4)E2,4,8,12,16,20 d, iR REA
B4k B 3 A (RT-PCR)F=Western blotik & %
JE P TR A VG IF )& A 200 95 48 2% P Survivin
mRNAFe % & & ik 69 T AL,

ZER- 7241520 d, ASODNZE A 9% 4m fieL 4 K 9
RApH], F G, R AR 3T IR A fe iE
SU4k 3t BB LAAR RO mMRNAF R G £k LA B

n¥E %4

F Rk AT
GRS B
%, mALITAT A
L x5k 2
15 25 4 = & w)
o T B T
0 — KAEM, A&
RGBT AR
RAEWEZRA.
SurvivinsZ i F &
I8 — Fk 7 ) dm
JOR T F Rk
BRI, AT
Fk TR,
Survivink A &
IR A RAT 0 de
(ORI LSS
Z4-PE. Survivin
B S5 A% 3 B AL
VU NS
kS A
T om B, R £ w9 1E
JA, TR
4m fo, B = 5t 47 )
HHIh, A
WRILFRA R
R % v, Survivin
VSRl I =3
IR A T AE A
FaAdEPRT
w0 AR T
Caspase-389 /&
7 FEL BT 8 T 6 &
A A2, SR
7% tm B3t %40
IT 2 M e BB,
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CEF X %5, MASODNZEMRNAAE & KA AoF T H AN T Survivin mRNA232-251)7 %)
I AT

AR Fsurvivin
O ]
(ASODN)4E /A @i
25 95 4m b, Bst
it 25 BT & 4 fe At
I5 6 % vl 77 @ Bk
IR, HRFBNT
T W 05 9T HOR R
1L 75 2 4 R
TR AT G Fe b
B 5.

18] Ao oK E 64938 m, Survivink ik, 53, E, F4a L
HAANU(A, B, C, D)BILA 3 £ 5+ (mRNA:
0.33+0.04, 0.28+0.03 vs 0.82+0.02, 0.78 +
0.05, 0.72+0.04, 0.57+0.03, P<0.05; & &:
34.943.89, 21.243.65 vs 72.14+6.53, 69.31
+5.34, 68.2944.98, 53.8+5.23, P<0.05).

£ Survivin B U F 4 F 8 A % T A
Survivin mMRNAF& & 69 &k, #p5RR8 T
BB LK.

FEE: W CEALEER; FFRE; Survivin, ERER;

S8, SKRIER, BB JoM0E. SurvivinR W B ERINGTER
BEEROWER. BRENBENZYE 2006;14(16):1627-1630
http://www.wjgnet.com/1009-3079/14/1627 .asp

0315

Survivin T K AL I T4 & F (inhibitor
of apoptosis proteins, IAP)ZX i 1 — ANl 01, At
RS DL A7 22 53 A S A0 MO G 0 L 0 4 e U
T WFFEER I, SurvivindE 9 55 I8 41 i h ik
BeE, N Survivin i U AT IR AEAARSN AT B
O S A0 B 1 AR . A T AR W e A0
(R 25 PE 5 Survivindb B BT T-4F 2% DI AH
M BATE L Y Survivin xR FRRAE
N 24 20 P R B RS ARR, L BR YT 5 &4
JifEE 2023 P Survivin mRN AR (RIS 48 1L
YSESOE: 2 b ER SN

1 #RRSE

11 A N 2540l RSMMC-7721/ADM
P 7 s B K A 2 B 0T A e dF A U R
fit; BHES 78 ik (Lipofectamine ™ 2000)% A
InvitrogenA #l; FEPLASurvivin® wd FEHLIAN
SantaCruz(3 [E) 2w 7™ it B A A ) b
W RPTFEIgGM Bt LAY TR A A,
ECL %W (i )& 5 s pOmvE A TREA W
Trizollly T-Gibco A H]; RT-PCR—EIRFI &0
TaKaRa/A 7] 72 i Western blotid 7l &y 117 -1
AT, 4-6HEBALB/CH/INEL, A R19.2+
1.3 g, HEJTBERERZE LR B ) o fit, 1
FE T SPF B )57 %, H i Fs KR 1) H 7K
Fiakl e W FE . SurvivinilE . & CSERZFERIY
Wil A AR SurvivinfFE K 7 41(GenBank
Accession Number U75285), W H{Primer5.04k

(K200 ik 41 1 1 A SODNAE: 5'-CCCAGCC
TTCCAGCTCCTTG-3'", [Ali& i iE g 5'-
CGCAGTAGCTGCGCTGATTG-3', W47 %F
Ui SN BEIR I K I A B M. EGenBankH ik Sk
R X SERZATIR(ASODN) K 1E X 5% 1T R (SODN)
SR C AN FLAN ) K G VEIC. ASODN 5'%i
RS SIS oy g s 7 TR £ w7 3 ol I/ e 5

1.2 7k Kty 5 98 N 25 40 ik SMM C-
7721/ADMJG #:F T30 mLE 72, 437°C,
50 mL/L CO 57 HI 100 mL/L/N 1ML
IRPMI 164055775 i FIRG 7%, T E I H A 40
JL %, 3.5 X 10 /L) 40 M= 46 . B
SRR A 41 lRSMMC-7721/ADM I
BN ARV, R B T AE 3.5 X 10%/L, 43 il Y
0.2 mLERp T~ B B B Fi 5 2o i Ak, g r
BRIN BN JH S B2 2 o 5 A RO 880 30 i A
TCER LU, LA R 455 HARE 0.5 emby
JAFRIE. K430 HSRd G AR BRIy e 4 A
2 AN AL BAL: MR Gexd 4l c4l:
JIg FASODNX [ 4H; DZH: 200 pg/L ASODN; E
41: 400 pg/L ASODN; F41: 600 ug/L ASODN.
)T RO R 2 din) IR A A T R A N (1)
JEAA Mt S IE U IR . AR IEZ
S CERZAT IR S e G 54002 mL, ML
BRI BRRE T B R 98 A A L SRS B i AR
A RS AT LR SR IR A T e i
H45 min, 2R 5N R SRR T IR R G R
B 15 min. 20 RN FALTE, Kb IE S5 AR
ANELER 2T IR L ZT140 o/l 2 B8 FRRE [ 52, b A
LA R ES4 pm b)), HES (G, 6B
WEE N 9o B R IR A1 PR 878 4k, S s 4 24k
SR ER I Survivinf &k —HUERA
SurvivinZ sLFERUAE, TAERKEEL 1 1000, —Hih
BRI A AR L BT gG, TAEWEL ©
4000, F2 1877 G 1 AT HRAE.

1.2.1 Western blot#m 45 44 % 48 fleSurvivin
B Ak 20 RN AL SE S, HX50 mgif
JAL A G 250, B s VRO AR AN i 1 X
104>, IIATA 4 CIHIS0 pLA RS2 b .
40 pg/fL EFE, 120 g/L+ —he Lt ma i -2 A
WL (SDS-PAGE)BEIR HLVK 43 &, 1t i
ol 8 1 UM S D S-PA GE B #4 1% 25 A R 21 4
R EAEE50 g/LNEG R I TTBSH37°C &
190 min, JIA—HU(1  1000°EH N EAEE T
PR CHF B L, TTBSTEVEG (10 min X 37K), Jil
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A H MR FF I 4000650 A bl
1¢G), 37°CHEIT40 min, TTBSZE4MELE(10 min 165 kDa ESurmg L K
X 3UR), VEIBLIG AN 325 GRS WECLR A, BERTH LY
X PGS, HE %, 2. EIRUBIo 4 ISMMC-7721/
RadP R RS, IER T IO EG © ADMIE LK T
B30T A7 3R 1B A MR T3 10 20 .0 7

1.2.2 RT-PCR % # i) A% 4476 40 i, & A % mRNA &
% REANTENG, B0 mgiRg4l4l, S B0 G
BB HUR AN L X 1094, $REUERNA, E4M
ST I 2l 5 I 2 . W GAPDH A A 3 [, i
FE SRR T ARUELL, SurvivinFIGAPDH /M 54
88, G140 R b AR T w A . BT Survivin
SIMIF5) 5 CACCGCATCTCTACATTCAAS',
NUESIF 5 S CACTTTCTTCGCAGTTT
CCT3', ¥ BLKEE 191 bp; PR R IE D
GADPH, L5 1¥F 5 45'CTCAGACACCAT
GGGGAAGGTGAS3', i 4#)75 45 ATGAC
TTGAGGCTGTTGTCATA3', 8 Bk %y
372 bp. KH— P ERT-PCRE Ml Survivin mRNA
[F1221k, 50°C 30 min5e /& ik, 94°CHiAs T
2 minJg#E APCRAGIR, 94 CAE30 s, 60°CHE
PE30 s, 72°CHEAH1.5 min, FL30MEFR. PCR™
W8 WLAE B ARFH e I vk, e UG
I g 3, LASurvivinfIGAPDHI ELAEAE A
Survivin mRNA F{JAH S .

St AR %A IR H A Dimean = SD#K
7, KHISPSS 10.048 tHR AT 734, ZANFEA
(] LUEAT LR 38 07 2 43 #T.

2 BR

B AL N BB Bl N JH S T 25 48 Jifil RS MM C-
7721/ADM A0 i 2 5 A7 A IR TE 1,
FeRp UG 2 I, IR TR) 24 13.542.1 d,
BRI AR N 72.546.7 mm’. BRIBIHEY ()5,
JGBE T D25 X0 R ZH N T % U8 4 i 25 4 P,
M2 h Z 30T, RS, % ASODNSER 4]
A DL Al b, AT, A AR E AR
JeAt, A A4 AR R, A% 4, 2RSSk
AL Y0 5 WA ZH Survivin £ [ 32847 T T
g R, RIBBHE, BAEE AR, & RAR
FRIE. T ASODNSZ G 2H I & v WSurvivin g [
FIALBEAR, ot imb, ik,

2.1 SFASFEAR D RE T MG Survivink & &
K 893 Western blot!il /nSurvivins H AF 58
AN AT = RIE (B 1A). A, B, CRID4L2 [1]
Survivin &AL 2 7% 5 (P>0.05). EFIF4L
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bp
372
191

B @#ETQSurvivinEl'gﬁix. A: Survivinﬁl’_{; B: Survivin
mRNA; M: 100 bp DNA Marker; 1: 23 T4 B32H; 2: g G4t
GURTIRAL 3: ARIEARSODNXTHAZ; 4: 200 pg/mL ASODNZ;
5: 400 pg/mL ASODNZH; 6: 600 ug/mL ASODNZ.

& 1 Survivin mMRNAFIZEZRIA (mean + SD)

pari:] Survivin mRNA SurvivinZ2H
A 0.82+0.02 72.14 £6.53
B 0.78 £ 0.05 69.31+£5.34
C 0.72+0.04 68.29 +4.98
D 0.57 +0.03 (518 8 2 15, 23]
E 0.33+0.04 34.9+3.89
F 0.28+0.03 21.2 +3.65

FHARIERA, B, CHIDAL .3 F4IK(P<0.05, £ 1).
2.2 AR RAS MG Survivin mRNA KA
a9 R G T OO RT-PCRY 14 =4 47
Kb, 25K Bonxt 4 fISurvivin ASODN
AbFRZIAE191 bpAbis) IR S i Survivin £ 4
(K1B). A, B, CHIDZ1 2 [H]Survivin mRNAJE
72 7(P>0.05). ERIFL 5 [1RIAHA, B, CHID
Y1 W 2 PG (P<0.05, K 1).

3 e

Survivind& K Ambrosini ef /™1 19954F % I 3f:
e, LT NG A 17925, it & 14245
HERR . AHXT T iR M 16.5 kDalft 8 . fil
FRIE T4 M B G/ M, 1E T4l o3 22 4y
LMY EER, L a0 P I A A SR —
ASES . TR, 260K 22 H o 1 g 1 e
FikSurvivin, MAEIER 73S A L0 LF
AFKIE. SurvivindE KT 2 B AR P 2k
ik, HSAL PTG, BIRAT IRk £ 1k

™, AR A
TR0, LA
SRR AT DCIN

B RCE Ak
ERZY: RN g
PR R R IO E IR

[ FAGE L4

B H A (anti-
sense technology):
AR YE AN AN
R, AALSL
R A R
4F 52 49 ZANDNA
HRNA KX B A&
H A F S =
e RO NS
mRNA L4 5%
3 (3e4aik), T
Wi AR R B &R E
#9145 BLIR, VAIA F]
P W 2K, 47 41 & B
0 55 T R A F
HA.
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o ﬁ% wHE R Tkeguchi er a/ X Survivin/EFHET mRNARIG A &L, IR RS FES RUR 0L
Smivfigg;; (I BIE B A DRIEREAT T 007, RBLSurvivindE K K. LhSurvivin 4 ¥ERED, FIH e CEOARIG Y7 iR

J P B Rk, THRE
XG5 R
JG P T 6 5 AR 2
—. K AR
WAt g, AR RS
HAR, T A
AT S wf 25 2m Ja AR
R T A MG
I EAE R . AL
A F s o B R
1, FifSurvivin
mRNAF=%& & &)
ik, A A E s
BITRET £
1RyE, XA — &
L.

L5 Jee (KD P A R JE AT A R R &R, b AE IR
PR AL, AL R R, A
ANEE BRI i (6 — AN B bR S, B
A FIRT UG R EARAR. I Survivin il g g —

ARV TT IR AR R 2 AL, N Ak
(147 EDNAEBRNA T BEASODNZ 1 5 ik A4
FT I mRNA_FIRE 47 s A 45 7, TE DN A-
RNAR G, MHmRNA L R ALE A, A
WOGTRNAFEARBEH, FEMmRNA, M i ] =l
VHSE R 1) 3, T PRB0 & s = 2R SR
Survivin ASODN#HTHUE R HA T W
R /N e Y JRAT R R AR, A Xt
Survivind K75 il— B K204 L (1) ASODN, R
BB RS . IR TR G ke i i L AR e v
FTBGMRGe 0. ¥ H BT N 25 40
HRR LB T AE AR A, R IR FRZH AR B
R TC WA B, iR SRR T i A
ASODN U E B S 1B AR R 1) A, i &2
HEAT A /1S, $27nSurvivin ASODNYEAE P 5256
R LA S R RS AR ) AR K, O B A W
PR IS 25T R ) B M. T HE S £ J e 41
P45 RN 7R, ASODNABALIRAELE %,
T4 N, SurvivinR iAo, W59, XN
Survivin ASODNX JH-Ji #% Fi I8 (1) A= A/
A it 2 T8 3 A B Survivin X Je 40 (16 T A
FH, A3 58 40 oD, IR AEAH it 2, B ke R 1A
AR/ S BT &I, Survivin ASODNIf 5K
RENS AT R0t B RS MR SurvivindE [H [l 8 3%, 1
SODN. [EAEA A SurvivinR BTG 0. 1X
Pi W] = Fh 1 (I ASODN H] LUl i &Ik Survivin
T A MmRNAPFRIL, 175540 M0 TR BH e
40 AR K

B2, Survivin g R AT IE e W I 7 5
NI PR 441, N iHSurvivin

F B RN — Pl LR DR T .
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Abstract

AIM: To analyze the expression patterns of tumor
necrosis factor-o (TNF-a) and c-fos mRNA in
immature rats after gut ischemia/reperfusion (I/
R) injury.

METHODS: The left laparotomy was performed
and the superior mesenteric artery (SMA) was
occluded by artery clamp to establish the model
of gut I/R injury. The expression of TNF-o and
c-fos mRNA were detected by reverse transcrip-
tion polymerase chain reaction (RT-PCR).

RESULTS: In comparison with sham operation
group, an increase in TNF-oo mRNA was detect-
ed after 30-min ischemia (1.55 £ 0.33 vs 1.07 + 0.08,
P <0.05) and the maximal increase was detected
after 30-min reperfusion (3.05 £ 0.11). TNF-a
mRNA expression after 60-min reperfusion (2.02

www.wjgnet.com

* 0.10) remained above the control level. The
expression of c-fos mRNA in the intestinal tis-
sues was rapidly induced by ischemia, and it in-
creased obviously 30 min after ischemia as com-
pared with that in sham operation group (0.95
+0.13 vs 0.12 £ 0.02, P < 0.05). The expression of
c-fos mRNA also reached the peak level 30 min
after reperfusion (1.53 £ 0.11), and it declined
markedly 60 min after reperfusion. After 90-min
reperfusion, c-fos mRINA expression returned to
the normal level.

CONCLUSION: Gut I/R induces the mRNA
expression of both TNF-o and c-fos, suggesting
that there is possibly a correlation between the
expression of c-fos and TNF-a.

Key Words: Ischemia/reperfusion; Tumor necrosis
factor-a; Gut; c-/os gene
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Abstract

AIM: To investigate the relationship between
refractory functional dyspepsia (RFD) and emo-
tional disturbance, and observe the therapeutic
action of tandospirone.

METHODS: Thirty patients with RFD were
included in this study. Based on symptomatic
treatment, tandospirone was used for 6 wk.
HAMD and HAMA scores were obtained be-
fore and after treatment. Then the mean value
of HAMD and HAMA scores was calculated to
evaluate the disease status. Meanwhile, the eight
common symptoms of functional dyspepsia
were scored.

RESULTS: Athymia and anxiety coexisted in 24
of 30 cases (80.0%). Pure athymia was found in 1
case (3.3%), and pure anxiety occurred in 5 cases
(16.7%). The HAMD and HAMA scores, as well
as the mean values of them, were significantly
higher in RFD patients than those in the healthy

www.wjgnet.com

controls (26.1 £ 6.2, 21.8 + 4.1, 24.0 £ 5.6 vs 11.6
+3.8,8.6+23,10.1 £ 3.5, all P < 0.01). The score
for the eight common symptoms of functional
dyspepsia were also markedly higher than that
in the controls (11.3 £ 3.6 vs 8.7 + 1.7, P < 0.01).
The above scores were also significantly differ-
ent before and after treatment (P < 0.01).

CONCLUSION: RFD patients have different
degrees of emotional disturbance. Tandospirone
can be used in the treatment of RFD.

Key Words: Refractory functional dyspepsia; Emo-
tional disturbance; Tandospirone; Therapeutic ac-
tion

Chen CY, He SY. Relationship between refractory
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Abstract

AIM: To conclude the experiences on the
diagnosis, treatment and prevention of the
early abdominal postoperative inflammatory
intestinal obstruction in elderly patients.

METHODS: The clinical data of 35 elderly pa-
tients with the early abdominal postoperative in-
flammatory intestinal obstruction were analyzed
retrospectively.

RESULTS: The early abdominal postoperative
inflammatory intestinal obstruction of the elderly
patients mostly occurred 4-12 d after abdominal
operation. Besides normal symptoms and signs
of the intestinal obstruction, it also had specific
characteristics of its own. Of the 35 cases, 33 were
cured without operation, and the mean time
from the onset of symptoms to the recovery of
bowel function was 8 £1 d (range: 4-28 d).

CONCLUSION: Non-operative treatment can

gain satisfactory results for the the early ab-
dominal postoperative inflammatory intestinal
obstruction in elderly patients, and less surgical
trauma and inhibition of the postoperative in-
flammation play a predictive role to some extent.

Key Words: Elderly patient; Inflammatory intestinal
obstruction; Abdominal operation
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YEFFA A MAE 7K T, AEERF IEH ML AT T,
25T R PR LA B /N0 I e PO B L
G SRR R WY IR G T RS W Ve
RO, NI B, U RA YT A, SR
AEARAE AT X A2 R 2 BE 1A P B 2 O T

3 3

1 BERL XU, B, FRESE . SR e R 2
BOTEA7PHRS. TEEA4E 2002; 24: 358

2 VFRAE, EE. FEELEECEREE ThieERafilE
PRAYHT. FREBLAREREAE 2002; 12: 94

W KA mE HMAR

ISSN 1009-3079 CN 14-1260/R 2006 4F i A )= 1H 5 5 Wi 2 24 i+

L4 ?ﬁE‘ L

B—/BA DR AT ARX

RFRR  h AR AR o S TR ANREF 2 5 T-2006-09-08/ 1145 P4 3 e JEU 0 1 75 1 8 P 3 2847 41—
A [E AR AN 2 AR 2%, IR 00 A R AR A S0 44 T 5% 1) 4% st I M i A0 2 JB R 26 14012 i S R AT
BRI, ROW A AMRHAA 2 e i 2, 3 ) 1 s 2 R I s e S e 4% (12 ¥R Y.

PR SR B I AL PRI B SE AN R, 2RI e H 1412006-06-30. 38 {5 Huhl: AL BT R IX TR
KA 1S, W40 100730, BEZ HL1E: 01065296021, 010-65296016; 15 EL: 010-65296021 (1t 5 & i 2 2%

&k 2006-05-18)

www.wjgnet.com



WREARILEL®

wcjd@wijgnet.com

s 9

WFRENEZYE 2006826538H; 14(16): 1643-1647
ISSN 1009-3079 CN 14-1260/R

R NIBH REIRTR A

1 BiREN

1.1 B AR AR, b br kT 5
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HE AR 55 82-262, FHHH S W 2 2 & 4 H AR
tH A N A ARG EEOE A R AT 7Y
es IRBE T AR R WA B WA
Bh THALIE . WA NIRIT S TR
TR S 2% . WA HE . SRR . ARtk
WIZVA M IER G WA . Tk
BrHRN . A2 WiE . WAIR TR |
AW HARIRIT . AN
L F 112, 5 AT A 2% 4 B BB
RAGFEE (fb23CHH) (Chemical Abstracts,
CA). fr 2= (Bs 52 303 e /= 5 SCHi (EMBase/
Excerpta Medica, EM)) FU&Z' W (SCHi 24 &
(Abstract Journal, AT)) Wk, B PN 4 ERHL
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1407, WRIEE A2, 28R TR 247, (S
HENHAZEY FRIESRFR0.211, 5155
0.30, X 7> A 4428, H4: 18 3 H0.43, EFRig 3L
F0.01. TS A A2 2582001 20034F %
B EA AR TIRR S

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

Wiz, SCIRERIA, BFFCHRR, IRIRZES, iR &,
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WY o CEMAE A S P D)
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Sy AN DALY I A g (2544 TR00D)
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HEHERI 24544 QUFTIERT 24, 152 I IRIE 2 2% 5
S A R R AL T BB A ST AL
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RBC, Hb, T, P, R, BP, PU, GU, DU, ACTH, DNA,
LD,,, HBsAg, HCV RNA, AFP, CEA, ECG, IgG,
IgA, IgM, TCM, RIA, ELISA, PCR, CT, MRI%.
KD HFENRS VR, ARST. BTRADEC . bR AT
5L AIE R FT EDAE A44R b R 2 44 1 g
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K v, WUAYE S im, PG RV S ip, B2 R VE
Stsc, WA Sicv, shlkiEitia, Hikpo, #H
ig. sS(PMAREE LS, kg A fiES iKg, mLARES
ML, Tepm(RY 5 4 1/min) <+ E%({X 28 30 %) +
60=Bq, pHANBE S PHILP", H pylori SRS ik
HP, 7', /N85 itl/284 TS, VmaxAsfEVmax, A
GG, FAERMAR R AR S, HRMARZR S,
EYER R T A B S A, BEETE .
MEFPS ARRh. Wik TR R (Helicobacter pylori,
H pylor), Illex pubescens Hook, et Arn.var.glaber
Chang(7iy %4 4 71 RIMELR); HHK; —SeG1h 22 4F
S (UFEAR B, Y Bimean, FrUEZESD, FRIL, ¢
56 FIME 2P, AHOC R Hr); 5% 24 b B HUAR
M ocE s OGN R 5 (N, o0, P, S,
d, Nlin-(normal, 1F), N-(nitrogen, %), o-(ortho,
A8), O-(oxygen, &, S WAE), d-(dextro, £i
Ji€), p-(para, XI), ¥l Uin-butyl acetate(f iz I
T'HH), N-methylacetanilide(N-H % Z Bt K )1%),
o-cresol(ZF H}), 3-O-methyl-adrenaline(3-O-
LS IR 22), d-amphetamine (£ g A< A %),
[-dopa(Zr i % ), p-aminosalicylic acid(X] 24 3
KR, i 1 F M4 Sin vitro, in vivo, in situ;
Ibid, et al, po, vs; M AN SCFRHER M B &, W
m(R), VIR, FO), p(I5 1), W), vEE),
QGAE), E(FBI7 iR IE), S(HAR), (I TA]), z(H %
Pk, kat), /(5 IR, C), DORHGH, Gy), A(K
SHYENE 2, Bq), p(% S, ABURE, g/L), c(RIE,
mol/L), o(AR 7345, mL/L), w(FTH 7341, mg/g),
bUFREIRE, mol/g), I(K ), b(TESE), A(%
), d(JRJE), R(FA2), D(EAZ), T Conaw VA, T
CT4&. FERIART 530 % /NS K, Uiras, c-mye;
BEDR P IR S IR A, WnP163E .

2.4 #Ff45 K H [ Br Ay ) O F 1 A G K
b, GB3100-3102-93 5 Fl AL, JFUR K “ 4y
T N AT A 4y F B Wl 30 kD
HUAM, 30 0005%30kDa(M A S RHA, /NG IFAE,
bR, “JRFET NSO AR R, B
Ar(AKRGRHE, /NG IEAR, T AbR); WARH]
Ji 7R, AL R u(NE IEAR). TR AR
+. — £ X-JEHIH. Wi37.6+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), RBCEH] X 10"*/L, WBCHH] X
10°/L, WBCHJ & b J10.002% 7%, HbFlg/L. M W] iff
AR N 4 )5 LLmmol/L, nmol/LEkmmol/LFE 78, A~
WA FHg/LEoR. 1 MBRIR, SUA T mol/LARIR, 1

NARIR, 540.5 mol/LARIR. K10 cm, %56 cm, 1
4 cm, M5 10 cmX6 cm X4 cm. A IElr—
AR H s T B A R, i, I R AR R
M. &M BREA. IREA. maEA. &
NEH /L, Safe ¥R (1 FHmg/L; #i%pE. 8. IR
F.RERA. CO4LE 7). AR, WFR. AH[H
M. JHGEEERE. R, A, 85, BE. dRE
FR. &4, IR &, Eassam. U,
LS Bk, 8. PURmER. JRAHJT. &, 4EE
A, YA RE. gEAEEB, YEEERB, 4iE
FBo WK, EA AT AR miE) . B B AR
K Zld. FORMRER . S, MR Hnmol/L;
Ky ME TR (R RIRR MR 4 EB,
Fpmol/L. FFE IR FAN A7 I . e, L.
Bi4n, VR0, 1 s; 22344, 2 min; 3/, 3 h; 4K, 4 d;
S, 5 wk; 61, 6 mo; L4, 7 a; MEPE S, HEPE S,
fif 1% 1 [ s HLA7 TU=16.67 nkat, X} %log, £ 4buv,
Horte %, JHL, A1 X107 gh5Xx 107 gz 2k
Mok 1 mgt50.5 mg, hrifUpkh, Byl limg, K&
miSUsmm. [E BRAC S AHTTe e Sy, 4
W RANE R, (H5R8 mgn| 58 mg/d. 7E—>
LA AL 5 AT 14 L ERIRLE, BlinR
e img/kg/d, T 5 flimg/(kged), H{EHE S
TN NG, ARG A BRI 4,
41, 2 min AN 4&2 mins, 3 h/A &3 hs, 4 dAJE4 ds,
8 mg/NJE8 mgs. AN H, 15 d; 157, 15 g; 104F,
10 a; 10%4 /K K, 40 g/LFFE; 95%5k, 950
mL/ LiEK; 5% CO,, 50 mL/L CO,; 1 : 1 000
R, 1 g/ LY EIRE BRI S (L B $36.8
pg/mg, SN H R 5 B 3R36.8 ng/g;
10% 41 25 8 24 4560 mmol/ LEZ100 g/ LA 254 ;
45 ppm=45X 107 B[R HE R AR (PR i 380 ) F
r/min, I Hlg; YRR AR LT, —H
2.5 it FHS (DR /NS (2)FRLE 5
LKEF;, Q)RR A SCTNG s (HFEATT
MR RBM NGy (5) B AN So;
(OFEABHI SN G (TYBEFR HSSCRHMA RS
P. ARG 2 b B P AR SO RUR -4 5+ bRt
Z2 K78 Nmean+ SD, %L +FrEVR Hmean+
SE. &t 2 3 P HI'P <0.05, °P <0.01(P >0.05
ARVE). Wl —2R b S —EP, WP <0.05, P
<0.01; %5 = 4P <0.05, P <0.01%%.
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- R A BT R r 47, i1 000-1 500 kg, 3.5+
0.5 mmol/L&%. W& [ 2040 A e e i 0
PIREE BE, 91 4n6 3477386 000> 2 — [ K
AT — AN, RV e — AR E,
BT (R A BAS B A 3 22 78— A0 [fimean
+ SDJW 2% [ IR AL 72, — B LASDI1/32k
SENLEL, H14n3 614.5+420.8 g, SDIF1/3i5—H
Zo, VI A B AR, WOV S 3.6+ 0.4
kg, EZ MM EOF LR X, X Wi8.440.27 cm, H
SD/3=0.09 cm, IA/NERT G B 247, WP E
IS 3 /N B JE B2 AT A B DL T
TR, Mz, R, N T50E, K750
HE, WS AR TS, DT — 07 o A Wk, E (R
& €07 YHSZ JF 4 hoN)d. AR 1ksE
B, AR RGN, 1123.48, AN NE S, )
I 823, AN 1%23.48—~23.5—~24. 4 -] HFRH
BT RIBE, 1T E K ARMEGB/T 7408-941
5. 1198544 H 12 H, A5 {E1985-04-12; 1985
4 H, TAE1985-04; M19854E4 12 H 23120
4rS0F0 I 1985456 25 H 1014304 1k, S 1E
1985-04-12 T23:20:50/1985-06-25 T10:30:00;
M19854E4 H 12 HilE 42198546 H15H 1, H1E
1985-04-12/06-16, /-8 5 1£08:00, /T4
FEE16:30. 140 B A R R 7 Bk
E P RES100, T BB 101< /0 RE<1
000, B 70 BB /INEUS G AL, 43 38HE. /NS AT
Jii R BT P AP B o, A5 34V T 4% 1 /4 e Bz AFy £ = B
B0, i1 486 800.475 65. 523 () a7 A1 AN
#17!

2.7 A% EHF 5 BRE SR HEGB/T 15834-1995kx
RS VLR, AT ST i ) R H
REIA A HCF R R SR -7 SRR, IRAI
DOV 8] F 5 43 T, i JE A0 A SR By
AEF . A SCaing i SPGB P E - BEE )
UOHE 550 IF, 22 S0k R e — 12 S
O3 TF, R T Wb ST S, A)S . ZS . il
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T AT E; MRIRTF SR R AT, WG 5 &
PRSI —F, AEHT—ITZ R, b s
W T, W =S, S, A Bk
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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.
Shijie Huaren Xiaohua Zazhi 2006; 14:

3.8 W LAHZ LALE300 o AT, AN LTS H
1 O 1) B 9 (0 7 e AR H ), B
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VRIS A UIME; MR TP, 5 NS AN
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LA AR, H S A 0
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FI )

Tk
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g

KR, midm 4, WK, S, MR, RE
B, XIRGT, Bk 18 400300 R ua Ty B e i
WPRAZ30001. I A& 2006;14:

3.9 ESAFAERA 0515 1 MERITIE, 1.1
MEL 1.2 75355 2 455 3 1k 4 %30, )75
TR S, 5 IS SR 240h5 S 77
RIS RSO 5 EH (D, (2), (3).

0 515 WALFEIZIT R H BRTZAT 5 5 FeAbAH

1 A Fe g ik TR, (R L HARAT 2256 1)
WF9EE RENS T 1% S0 T 10 7k I 2% A 4
W, CLHT R R 1 775 225 SOk AT, 556
SCHR BT s AR SO S i Sk
P R

2 4R SLHG & RN A HUR H B R R SRR,
145 F T N3 G i 18

3 aFa BRI, N HOG BT A ) 4 SR AR A R
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A2 HAT AW AE S, AT AN A ) 1E 3
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M7 MR . BN B BRI B, DA
P T WS PR, T I BV AT IE S
B e o T ] e e 8 L A B DA N N =
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1 ZHEE RIBITHTG R EARAG. Ar - B: o
C:e+;D: s Er e Froees Gr oo kT2 @
O. W, O. A, AWTAEHARHERNTFS. Fiith
2 VT °P<0.05, "P<0.01(P>0.05/7E). 1]
—RF B —EPMH, WP<0.05, ‘P<0.01; H3E
HP<0.05, P<0.01. P{E & vE W] Bk 46 & 3L H
E T, I1P<0.01, ¢ = 4.56 vs X IRA1 S, VEAER
(28 7. R PR BB Af e, SLR TR
PLFFS NEER A BT, RN DL
JEIN N VA S B Sl = I N 9 2 =
A, -7 ARERIITEAR R, ANGeH 22, 7] E
& RENSIESCNERES. REAEHR=EH
t/min, ¢/(mol/L), p/kPa, V/mL, t/C *ik. B
TR AR, IR NS R R
DR R, IS A BRI EHUTEN I . &
B K/INT.S emX 4.5 em, D528 WU e 4% Ak
IR TE ST, AN REAT FH 2R
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fEFF.
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