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Abstract

Genotype and viral load have been found as the
most important viral factors influencing anti-
viral response. Host factors include metabolic
syndrome such as diabetes type 2, hepatocyte
steatosis, and insulin resistance. Diabetes type 2
decreases the sustained response to interferon a,
and hepatocyte steatosis impairs the sustained
response rate in patients with HCV genotype 1,
but not in genotype 3. Insulin resistance emerges
as the most important host factors in the predic-
tion of response in chronic hepatitis C patients
with interferon plus ribavirin. Most studies
showed that insulin resistance may induce inter-
feron resistance by blocking intracellular signal
pathway of interferon.

Key Words: Chronic hepatitis C; Type 2 diabetes;
Hepatocyte steatosis; Insulin resistance; Interferon o
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Abstract

AIM: To explore the relationship between
N-cadherin expression and clinicopathological
significance in esophageal squamous cell
carcinoma (ESCC), and to investigate the
invasive ability change of EC9706 cells after
N-cadherin gene was silenced by RNA
interference (RNAi) technique.

METHODS: PV immunohistochemical method
and reverse transcription-polymerase chain
reaction (RT-PCR) were used to detect the ex-
pression of N-cadherin in 62 cases of normal
esophageal epithelia, 31 cases of adjacent atypi-
cal hyperplasia and 62 cases of ESCC at protein
and mRNA level, respectively. N-cadherin siR-
NA was transfected into EC9706 cells to inhibit

www. wjgnet.com

the expression of N-cadherin. The effect of RNAi
was detected by RT-PCR and Western blot. The
invasive ability of EC9706 cells was determined
by Transwell assay.

RESULTS: The expression of N-cadherin pro-
tein increased by turns in normal esophageal
epithelia, adjacent atypical hyperplasia and
carcinoma specimens, which was 29.0% (18/62),
61.3% (19/31), and 75.8% (47/62), respectively.
There was a significant difference among the
groups (P < 0.05). N-cadherin protein expres-
sion was related with the invasion, differentia-
tion, and lymph node metastasis (P < 0.05). The
expression of N-cadherin mRNA in ESCC was
significantly higher than that in atypical hyper-
plasia and normal esophageal mucosa (0.6631
+0.0162 vs 0.4613 + 0.0239, 0.1538 + 0.0192; y* =
819.242, P < 0.01). N-cadherin mRNA expression
was related with the differentiation, infiltration
depth, and lymph node metastasis (P < 0.05). Af-
ter RNAi, the expression of N-cadherin was sig-
nificantly decreased in EC9706 cells, and the cell
invasive abilitiy was also markedly decreased.

CONCLUSION: High-level expression of N-cad-
herin has a close relationship with the invasion
and metastasis of ESCC. RNAi-induced down-
regulation of N-cadherin may impair the inva-
sive abilitiy of EC9706 cells.

Key Words: Esophageal squamous cell carcinoma;
RNA interference; N-cadherin; EC9706 cell
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N 7]); Matrigel matrix(GE[EBD A A]); J A
Lipofectamine2000(E [E InvitrogenA 7l ); Hr%7 2
G418(3£ [ElGibco-BRLA /), FrfEMZIR 7Tt 2
4. 100 bp DNA Ladder Marker(‘Ki%:TaKaRa
A, WX B-actinG|#). N-cadherin5| 4.
MMP-95 | #(_L#FAY) TRE A 7]); Transwell/NE
(32 & Costar A ).

1.2 77k

1.2.1 %9748 27405 kM MIN-cadherin& & &
B IRM P RE (DERASALEE, 6241 i
i3 T AR VIR A5 A T2006-02-26/03- 1651 H %
BH T R BE e, erb B3 3641, 26k, ERY38-75
&, TR B A2 W e i, R AT otk
J7 BT KA IRTT L. Q) R A A G,
62 bR A Gy S WG IR s bt i 553 AH 2 (e A
3 cmbPA) Kzt (PR S em b b)) I H &R AL
ZUZAHER A UESE, 98 55 4121 3 145147 A S 230 3
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4), 4240 g/LZ R W RER &, W RUBEAK, A6
M SESEYI Y, V)R JEE4-6 um. 6241141441 412
I SEA bR A0 i, PP A 2200 2 T 1541,
1T 922549, TIZ2201; 1k 455 5% #2041, TG
LGSR RS 4245, A N R B IUE #H T
1, BRI BN 2 5501, w4 B R A
PRV LI R FAmAD, TAFWKEEL @ 110, —
A A AL R (P V-9000); DAB & (11 5
. Jeta 7w 2 R G 414 P V-9000 1 77 &
YL P REATHAE, APBSWAE —HidE o Bt

%, N-cadherin DA it 44 800 =, #4564 o FE A
PEGH 0 EE B EAT 255 PE 48, BHPEELAI30% LT 4
143, 30%-60%425%, 60%LA L K34y, H(OFLE:
oA (073 (M), ¥Rk 173 (59 B M), £
250 (FHYE), B3B3 (B PE), AR5
I W5 2 TR I B Ay HEAT B8 120 T, 0-149 Bk
(=), 2-373 M EFFBATEH), =45 HEIYEEDS. 4 E
B 4 2P N-cadherin mRNA [{JRT-PCRA I,
WKV B 20 21, $al ) & i A TRT-PCR.
X} FE B-actin_ 355 4): 5'-CATCCTGCGTCTGGA
CCT-3"; Fif5145-TCAGGAGGAGCAATGAT
CTTG-3'; PCR/“#J480 bp, N-cadherin |37 514:
5-CAACTTGCCAGAAAACTCCAGG-3"; R
514)5'-ATGAAACCGGGCTATCTGCTC-3'; PCR
FEI204 bp. NV AR 94°C AR YES min, BE
APCRAiFR: 95°C 30's, 62°C 50 s, 72°C 60 s, 35
ARG T2 CIEAT min. PCRAZ“4)4720 g/LEx
JERE LR HLK, T AMT NS IR, R A4
Kontron’ & 1B A S2.03 5 G 43 HT 36} 45715 7K
FEAEIEAT A9 53 4T

1.2.2 RNAF T HEN-cadherink B £ AL E
J o e 2 EC9706F 49 F ik B 3 2t 2w otk 91z
Ak A 0 em (1) FHE 7 R B e pik v
FE IR i 8 A 18 . B EC97068: Fl 8 6 4L 15 F- 1
o, AR 1K 90%-95% i, FH IR R A4 vk xf
AT #E YL (HAK 7122 i Lipofectamine™ 2000
UL ). B dtaradl: IEH AL, i ik
0. pEGFP-MSC VneoJi ki 4 (25 34 41).
pMSCVneo/N-cadherinFki 4 (FPLa R 4]). ik
F G418 HEAT B P v W 1) i 26 AN 7 38, A7) 3% 9K
J£ 600 mg/L(H MSEEA3H), 10-15 dfFFEN
300 mg/L, kE:4EFF10-15 d. 9% )5 /40 i &F
Ba3-4 d7E2¢ 6B N 488 nmiB A Ab W 52 5%
6. Q)RT-PCRIIMIEC9706%% 441 J5iN-cadherin
mRNAFJZIL, e IEH R R, wdhdl. +

www.wjgnet.com

PURAAL . Lo 40 i 3R 435 (S 1k % FEL2H )4 20
AN, HAR & U EATRT-PCR. X B-actin
35 14: 5-CATCCTGCGTCTGGACCT-3'; R
5195 -TCAGGAGGAGCAATGATCTTG-3';
PCR“#480 bp, N-cadherin E3i514): 5'-CAA
CTTGCCAGAAAACTCCAGG-3"; Fiisl¥
5-ATGAAACCGGGCTATCTGCTC-3"; PCR™
Y1204 bp. [N EAE N 94 CTHIARYES min, FEA
PCRAfi#F: 95°C 30's, 62°C 50 s, 72°C 60 s, 354>
PEIR)5ET2°CHEMT7 min. PCRFA“H)4720 g/LELNR
Bl IR FL UK, TR AN N MR A R H Al [
Kontron’ HIBAS2.03 5 G 43 W36} 45715 7K
FEAEIEATHRI 04T, (3)Western blotting %%
YT JEN-cadherinff) 2 (1R, 35 BUIE # %t
WA SRR IR kX 414
4120 M PBSBERS )G, FH W 2R HE
YA FH: 0.1 mol/L NaCL, 0.01 mol/L Tris-
HCL(pH{H 47.6), 0.001lmol/L EDTA(pH{H 4
8.0), 1 mg/L Aprotinin, 100 mg/L2 H JEAHf I fii
(PMSF), PMSFAVR &, HAETILN. PMSFIl#Ad
H 105100 mmol/LHK B ik A7 i(1.74 g8
17.4 g/LEHRT I RAE T-20°C. B0 L
FE, HIBCAMFIGIAT 1w . SRR
60 ng FFET 120 g/LERENIGBLIZEIR, BB R
TR 4T 4 ML, T S% iR Wk I TBS THr
Sl T B by, 0 LLE PR R RN -cadherin
PLAmMAD(1 © 2000), 4°CiE . W HHTBSTH:
3X 15 min, HiIE AR FTHR PARIC 1) P b
IgG(1 : 500), FHEFEIRUEFH 1 h, TBSTYEM3 X 15
min, JIECLAH, i (Kodak) MY, PEH. KH
A FEKontronA HIBAS2.0E B4 M nt 4
K AT HH 44T, (4)RT-PCREZIMEC9706
YL JEMMP-9 mRN A%, 2% 115 )
Yl RAR KRR A3 A0 M, R &
BLWIREATRT-PCR. XS B-actinfi] I, MMP-9
514 5-TGGAGTCACTGTACACCCTC-3';
N5 145 -CGGACATCCGCTAAACAGGT-3;
PCR™#J400 bp. [ 411 0: 94 C AL ES min,
B ANPCRAGEH: 95°C 30 s, 58°C 50 s, 72°C 60 s,
3SAMIEIRJE 72°C 447 min. PCRA“414720 g/LEd
JEBE SIS H K, TR AT S IEAH. SR F A [
Kontron’ HIB A S2.03 5 G 43 W36} 45715 7K
FEMEIATHHE AT, (5)Transwel VNEARIMZ 78
R, BHAATT-80°C UKAA 19 5E i (matrigel)4 C
(24 h), AR RAS; B300 LG i 1y 7R,
HIA60 uL(H50 pg/= )Matrigel, T84, (4°CHAE,

Wi £ E
WS AR R R
B, BT 7 IR .
EN N ¥
% N-cadherin B
F ik &5 M0
132 R IEAE X,
N-cadherin F
T #t.i8 i MAPK-
ERKZE 154 %
AR AT I 4a
JeL ey 28 A5 A%
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LR =1 SESEER. JFHREUSEEOT FEEEEALRAPN-cadherin MRNAFIEBRIA
KB R H KR
S JE LR F PV
% FaRT-PCRA& ] N-cadherin mRNAZ) N-cadheri X
b EESM Y cadherin m :5 ¥ p ca ermEElﬁ:K 2 p
R 8 + | + PEHER(%)
kR, EAFRN- ERB R 62 21 0.1538+0.0192 18 29.0
cadherin®4EAAL  JEgyRUEL 31 25 0.4613+0.0239  819.242 0.000 19 61.3  29.091 0.000
A, BARAT g 62 52 0.6631+0.0162 47 75.8

RNAF#HHEA, i@
it 4K N-cadherin
FEC970648 i P
09 R A R M3
st 4m Az % o
EAGH

1 N-cadherinBYZRIA(PV x 200). A: IEH S REFZAL, B: R4,

BAFAEVKI L), I %4100 uLGANE); A
37T CHFRA T, W 4-5 h(>5 h); M2 W5,
I @R, B A [ ok
IEH AL AR T A4 — 21 40,
o AN S i 4 135 DM E MR VF, 4 4 H 41
PV, 7 4N i B R 255 X 10%/L; FH JE i 85
FeHEVEMatrigel 1R, FEFLAIAT00 pL4H e
NEEHIAS00 pLE 200 mL/L FBSEA15:
FRHE; 3TCHRIFRM P, W5 20-24 h; 775 Ll
A, ANOEUH B, VAR A Je T A 77 ik
JEERRI 4 M, FH70% BT 245 min, A 454295
ARZYALS min, FAKMPEL L. e RS N
SOTAHE ML g, BEALVHESAS A B LT
(X 100) 1 FrI 40 i i s A0, ST E4E. 2 I
M H 22 A AE b VP I8 40 s /8 ) 5k 55 1)
EiEg

Bt ARER Pk K4 R HHSPSS11.0
BT i 24 40 3. T4 5% K Flmean
+SDHIR, A1 EIA) LR H Ak 5 22 i
1740t 5r M. K%K o = 0.05.

2 ER

2.1 N-cadherin®& & &k B X 516 R £ F4TH
#) % % N-cadherinfHP/E 5 @ T4 %, 2
AR A, LRI RIS,
AN BT 18 2 2 2 R 21 2R R IR R B R IR T R
29.0%(18/62). 61.3%(19/31). 75.8%(47/62), £

F) b 72 S AT Gevh 2 L (P<0.05, K1, K1), 5
R S REE . BRI e R LK.
22 RESHBAL., BF ARG EML A E
#1240 22 F N-cadherin mRNA#) %35 N-cad-
herin mRNA RT-PCRY™ #4745 fiiit—2k,
F BRI R204 bp, HZ:B-actiny B/ A480
bp(#¥2). ¥ 3 45 R4 EER K FE AR T A N-cad-
herin mRNARIEIAT &, £ BEEBFELL
FiérhN-cadherinfE IEH &ML 2L 9 55 A S A
B AR A AU A Z  mRNA R & AR Y, 41
B EL3R 22 S A 24 L (P<0.05, K1), AfFAilk
PRI P E BB B H 2P N-cadherin mRNA
AN F5 e WLAR2.

23 MAB-FREAARE AR EEG LS Y
¥ Y24 hGAEYE WS 488 nmiE K AL
8, RGBT R AR ALY AT L R Sk
PG, M AZ AT, IF AT 4ERF1 mold 1 (J&13).
IEF TR AL B TR AL R sk (B 58 . 21G418
PA600 mg/LIIHILE M FEAEHI10-15 dJis, 1E 59X i
g1, MR AN Mo e )R o AET, AR A K G418
WEFE 300 mg/LYERF, 10-15 dJ5 1EH %
Y1 TR Z A M A AT, AT 1S B AR E AR
IXEGFPYEC9706, Ji 45537 14/5H1300 mg/LI
G4184:Fk.

2.4 RT-PCR#&M| 4 % %1 JEEC9706 N-cadheriné¥
mRNAK X 4Fp41 13459 Hi480 bpi)B-actinpy 2
5, BT AL L I 2R S R 4 4N i
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N—cadherin mRNAZRIA

N-cadherinEEB&RIA

RIERFIE
n EPS = FIt P PRIE(, %) x: P
HRDN
| 10 0.5664 +0.0123 8(53.3)
Il 21 0.6408 + 0.0078 51515, 2831 0.000 19(76.0) 6.924 0.031
[] 21 0.7417 +0.0064 20(90.9)
RERE
xE 3 0.5814 +0.0346 75.866 0.000 2(28.6) 6.916 0.009
R= 49 0.7470£0.0140 45(81.8)
MBS
7C 30 0.6857 + 0.0907 7.269 0.012 28(66.7) 4.486 0.034
= 22 0.7835+0.1072 19(95.0)
1 2 3 M A 1 2 3 4 M
B-actin i 500 bp
500 bp
N-cadherin 200 bp p-actin
N-cadherin 200 bp
B 0.8
B2 REHE. BERMENEERENEPN-cadherin & 0.7+ . :
BIMRNAZRIK. 1: IEH BB R0, 20 Eos2HAN; 3. et g 0.6-
ZH: M: marker. ~ i 0.5t
g KV
- fé 0.4r
L Tz
fg ;zg 0.3r a
roo0.2r
2 01f
0 1 2 3 4

B 3 %30 dESEIERAEAE T THEELEECI70640
BRI x 400).

Y u] WE 29204 bplf)N-cadherin H [ 4577,
T TP 28 20 40 W 1 H ) 4% ol 2 B I S8 ok 99,
ZERA G R L(P<0.05, El4).

2.5 Western blotting#:- M EC97064% % 4] J& N-cad-
herin#y & & & & AL HN-cadherin/F) & [
FIk 5 1E w0 AL AT B TR B ARk, gk
A2 'N-cadherinf) 8 H I8 5 1EH X0 f41AH
LU U] I S5 BTG, 22 5 G245 L(P<0.05, 1&]5).
2.6 RT-PCR#&MEC9706%: # 7 /G MMP-9¢)

www. wjgnet.com

B 4 EC97064BIEHEZAEIFN-cadherin mRNABIAERIA
8. 1 IR, 2 IR IR, 3: 28k, 4 THbEkIk
#H; M: 100 bp Marker. *P<0.05 vs TF45% FBZHRNZS B 44E.

mRNAF L 34140 39 H480 bplfiB-actiny
Zxafy, 1EH O HEZH R 2 33 A 21 4N B 34 ] DL v b
(1127400 bpfIMMP-9 H 114577, M- T-Hua k4l
M) H 25 SE RIS, =R gk X
(P<0.05, K6).

2.7 3 F AT B ECIT065 40 2m it 6 1R SN2 2 58 )
SA IR IRAL AL LR 4 2 [h]
OEL, T PRae e d 28 i 4 M 4k 2 22 b, 22
Gt 2w L(P<0.05, [E7-8).

3 11E
N-cadherinfF &8 W 4 23 1) 320k F LR IR
LR X, HErE S MR A S

2329

mi:A2E
AR A RE R
12 22 L h) 6 B A
RAEHT R, It
ARG R IT R
AT e de b
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mgAMHE A 1 2 3 4 A 1 2 3 M

Transwell/» £ 4k
IR R R T
Transwell /> E 7%
ANBHMF, P E
MAREE, BHRK
NAHETFTE, LEA
B EERRE,
TEABRETE
ik, LT B
I VA B AR B B
AR TR, SRR E
r— B RIR, B
s AR, R
J& ¥ fm oAk 2 £
EH, BT RER
BEREA @A, T
JB 3Rk P 6 %,
2T VAR 3| Lk
E R mie, i
TARFR T B3R
I i P8y 2
mpp k., &3
E AN

N-cadherin

B-actin

| I I I
z 0 1 2 3 4

B 5 EC9706/MiR%ELFIEN-cadherinEBBARIL. 1: PHNE
WHIRLHE; 2: IEHA IR, 3: 2330, 4. THbEARA. P<0.05
vs IEH RZE RS £ (A4,

TR NS BERKE. EHRKIK.

Fo 5 1R R S5 5 R B 1 SRR V2R 1)
Fib o> 7. BRI oy 7 X — R S5 R F1 L)
e AL P P 055 TR B 10 4 . 0 I 110 605 R
AL RS> - E-cadherin( ).

N-cadherin(ff£:#). P-cadherin(J65L )35, 47
FIREIZIN120 kDa, EEZ 50 S E K
S8 PR () 254 40 T ) ) R0 B . 12 50 R o 2 R T
DAAE Ry 52 44, SXOn] AVETC AR $4 v [R] 28 45 & T X
A B 54, PR dTaE. VH2RAT A &
TEYERR IE W AR L7 ks EEAEH, 25
WL R AR,

AR5 R P, N-cadherint FLIRHE |
A g TR Ak 18 22, I HLAE 5 R i J8d 1) 2 1)
FEER 71 LLE-cadherin /> 55k 55 2 )
YEH. Utsuki et al'™  BLAE i s 5 40 P e A0
TN J8 HHN-cadherinff) A 14 0, - ELA P
IR 1995 3 3 R AH %, 1T E-cadherin ik g /b,
Makagiansar ef a/” % HiN-cadherin 7] LA i %k
T Mz 0 bR i B i &G B 7, AR b R Ak
.

BTSSR WoR, B B e R R
B AR RRAR S R B B N-cadherintl
H B ERIR G 0, H2ZE 7 BA g 7 2 5
(P<0.05). RT-PCRE; RINUESE: 11 1F W &5 &
JIRE L 5% AN M R 3 A R B A R A g 2H 20
Hi¥ & FIN-cadherin mRNA ) FR A, {H34[H]
N-cadherin mRNAFIXS & & LLEL, Z S H g1l
B X (= 819.242, P<0.01). RFEIMEFEE . A
[FIE2 T R B2 M AT G bk L 45 56 7% 1Y) £ 8 bR 4 i
Fa 42 MIN-cadherin mRN A& f 25 53

B-actin
MMP-9

500 bp
400 bp

B 0.8-
i}
S|
0.6
+
g 2
= 0.4
<
Z
5 0.2
[e)}
=
0 ‘ ‘
= 1 2 3

6 EC9706/MIREELAIGMMP-9 mMRNARIX. 1: T4
R, 20 ASERA; 30 IEWOWIRAL; M: 100 bp Marker.
P<0.05 vs I3 FRALANIZS 32 (4.

HH 248 X (P<0.05), Mfi$¢/~"N-cadherin®]
DA Ay B 7B i s e B T TOO H i .

RNAFIITEN-cadherindk K 7E N &5
e 48 i REC9706 M 1) 42 18 S o) 48 fit 44 412
R IMEEm. O 73— P KIEN-cadherindk
KRk 58 mEE. BBNER, K50
N-cadherin FEF FRNAFHEAApMSCVneo/
N-cadheriniufi ke e # 44 2 N 0 4 e R
EC9706, RT-PCRFIWestern blotting4t H & 7i:
T Fe Y TR BARIMECI706H N-cadherinf)
mRNAF L R E K35 80 R %, Rl
A Transwel VN EARSMZ 2252 5GUE B, 1 BE A
N-cadherinfmRNAFI & [ FKIE K1) R %,
EC9706 )44z 2 g s b2~ B

I 9 240 JHO F18) 95 9 R e % A 5 e g 4 3 o
RBHAE FH 0 Bs B Rkt 7% 5 B0 5E R, Ak 40 i
ANEEJTT, SERHAH 2R DB 2548, JR) R I B e
NG UL, MN-cadherinX /i _L 2 40
M % 2215 N-cadherin 1) IfiL & -1 HILAH B R0 40 Bz
S B TR P 6 B b A B VR F . 7 IR T
HIE R, N-cadherinf2k 4 B 45 T B &
R A - TR S I PR AT A%, DT ASE e 4 i S
INE T2 281, 5T, Nieman et al' ™4 4N
M N-cadherind& K% NE-cadheringZ 1A BH I H
P A B, S G Al i E-cadherin ik ATy
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. : W@ 5
4 B, ol ' AR B
[ W 7 8 57 AR
- : - ‘ 3 K& By — AT
: 5 vl 2 @, A BT
. N = O _,'_‘ B Ll [N %ﬁ'%ﬁ\‘}i, {}L/ﬁ'
. - . " S EER, A
: g . H— RS
’ ) . 1.
7 Transwel/NE{EIM2ZSCIGERISIMIBIHE x 200). A: 15 FR2H; B: 28844, C: THEakAZ.
160 — ISR
i:g : I I M2, AHFFEE 58 MmRN AFIER (4 7K THIE S
E 1001 N-cadherin5 & GRIR A 1 KA R85 K%
S 80| B G OB RNA TP A, i A5
| ; #8401 1L RECO706t N-cadherin mRNAFIZE (172
20l IBTKP R, [RIMMP-9 mRNAZA K F-ARBHZ
0 L L ! iJ;’%, e 2] J‘iE‘ iJ;'%, ﬁé:‘ﬂ:"i'/ R
IRl EEA T R, AR PIRARY R, AR AR

B 8 Transwel/NEFIMREIWNE R MIREAVELR.
"P<0.05 vs IR IR RIS FARZH.

Sh B, A0 M PR R R4 28 e 0 045 LU N a.
X T N-cadherin A Tl FHON & &40
JIEC9706 (114 AMT 22 58 J) T B 1) ] REAL I A BT
FABIAT THEERIT. Suyama er al> MK
IIN-cadherinff)3 i) LLE I FGFIEMAPK-
ERKfE 55 Fiiz, 5 FMMP-9AL K&Kk,
I o g i 1R T8 R, A TR B T AR A R
. B0 48 5 Al (matrix metal loproteinases,
MMPs) /& — 41 45k 5 Zn® F1Ca® [ 8 (1K filt
il 5 16, MMP-911) 3= SR 4 IV/V B iR, il
HLFR A TV B i B (e t). TV 28 g Jot oAy ek e
SERER 1, R AR R I ) e A A O R
HH T IV 28352 Jir el PR R e 25 4, DAL ke DR 4
1 W o0) e e A D, (EMMP-9 R] DL g TV 284
I A J2 R 2 VA B A, U i IR ) e
PEN O iR R R R 1A S A . A UL,
A FUE IS RT-PCRAT M T 4% 441 JTEC9706H:
MMP-9[)mRNAKIE KA1k, 45 L8, 1
B N-cadherinff)mRN AR5 (R EKFEM
F%, EC9706"H"MMP-9 mRNA K IiE/KFABE T
&, MIMHE7R, N-cadherinft) 2k T i v BEd ok
NIAMMP-9[) 4 IA, FRAKAH H xS 40 fu oh i
VefdRe ), dbm B Al R SMZ 2808 ). &1
N-cadherin 2 1] 8 I MMP-9 & F5EVEH, 7k
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EC9706[/ 1A 4MZ 2868 T thbti 2 F %, MITHER,
BEREIMRE. A8 EN-cadherinfIMMP-9
LRMVE R gh S, & B2 22U BT e et
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L #h#7F 52 BASIC RESEARCH
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Abstract

AIM: To analyze the sequence of heavy and
light chain of the variable region (Vi and V;) in
the anti-human gastric cancer antibody, select a
suitable linker peptide to construct single chain
antibody, model the 3-D structure and predict the
relationship between its structure and function.

METHODS: Using the sequences of Vy; and Vi,
which derived from the phage display library

www. wjgnet.com

of antibodies against human gastric cancer, a
suitable linker peptide was chosen to obtain the
primary structure of the single-chain antibody
with considering the C-terminal and N-terminal
structural character. Furthermore, the 3-D theo-
retical structure was modeled with computer-
guided homology modeling method. The stable
spatial conformation of the single-chain variable
region was determined with mechanism opti-
mization and molecular dynamic simulation.
The structural property and physical-chemical
characters were analyzed using the distance
geometry, surface electrostatic distribution and
solvent accessible surface calculation.

RESULTS: The conformation of the successfully
constructed single-chain antibody was stable.
Except one amino acid conformation of connect-
ing peptide, others’ were reasonable. V; CDR1,
CDR2 and Vy CDR3 solution accessibility sur-
face area distributed strongly, but V. CDR3, Vy
CDR1, and CDR2 were comparatively weak. Vi
CDR3 region had strong electronegativity.

CONCLUSION: The 3-D structure of the created
single chain antibody is proved reasonable and
reliable.

Key Words: Gastric cancer; Single-chain antibody;
Mechanism optimization; Molecular dynamic simu-
lation; Solvent accessible surface; Surface electro-
static distribution

Yang LJ, Hou YC, Bai Y], Yao LB, Su CZ. Analysis of
primary structure and modeling of spatial structure of
single-chain variable region of antibody against human
gastric cancer. Shijie Huaren Xiaohua Zazhi 2008; 16(21):
2333-2336
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Abstract

AIM: To observe the effects of mitochondrial
transcription factor A (mtTFA) and nuclear
respiratory factor-1 (NRF-1) on the expression
of mitochondrial ATP6 genes during cold
preservation and reperfusion injury in rats
receiving orthotopic liver transplantation.

METHODS: Orthotopic liver transplantation

www. wjgnet.com

was performed in Wistar rats using the cuff tech-
nique as described by Kamada with modifica-
tions. A total of 186 rats were randomly divided
into 4 groups, named as group A (30 min of cold
preservation), group B (6 h of cold preservation),
group C (12 h of cold preservation) and group D
(sham operation). Hepatic samples were collect-
ed at 12 h, 24 h and on the 3", 5%, 7" day after
operation. The ATP levels were observed in each
group. The expression levels of NRF-1, mtTFA
and mtDNA encoding ATPase6 mRNA were
determined by reverse transcription-polymerase
chain reaction (RT-PCR).

RESULTS: The expression of mtTFA decreased
in groups A, B and C 12 h after operation, and it
was lower in group C and groups A and B (0.57
+0.05vs 0.87 £ 0.11, 0.69 + 0.10, P < 0.05). The ex-
pression change of NRF-1 mRNA was consistent
with that of mtTFA. After 24 h, the expression
levels of mtTFA and NRF-1 mRNA started to
increase, and the expression of ATPase6 mRNA
and ATP in hepatic tissues were in accordance
with mtTFA and NRF-1 mRNA.

CONCLUSION: mtTFA and NRF-1 increase
the expression of ATPase6 mRNA, suggesting
mtTFA and NRF-1 may be important factors in
controling ATPase6 mRNA transcription.

Key Words: Liver transplantation; Cold preserva-
tion; Energy metabolism; Gene expression; Mito-
chondria DNA

Zhang Y, Bie P, Shi CX, Ren ]JJ. Effects of mitochondrial
transcription factor A and nuclear respiratory factor-1
on the expression of mitochondrial DNA ATPase6 genes
during cold preservation and reperfusion injury in rat
orthotopic liver transplantation. Shijie Huaren Xiaohua
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ATG AAG ATC AA-3 Fil#5|#)(1B): 5'-AGC
CAT GCC AAA TGT CTC AT-3; ¥ # Fr Bt K
[£242 bp. NRF-15[#): _Lii514): 5-CCA CAT
TAC AGG GCG GTG AA-3'; Fi5|#: 5-AGT
GGC TCC CTG TTG CAT CT-3"; ' # F Bt K
J£120 bp. p-actin5|4: EF514(2A): 5'-ATC
ATG TTT GAG ACC TTC AAC A-3"; R34
(2B): 5'-CAT CTC TTG CTC GAA GTC CA-3';
P16 BLKJE318 bp. ATPase654: _Eii5 14
5'-AAA CGA ATA ACC CTT GAG AAT -3'; Filf
514): 5-TGG TGG GTC ATT ATG TGT TAT-3';
P BeK 715 bp. B-acting |4 LiE5 14
(1A): 5'-CCT AGC ACC ATG AAG ATC AA-3;
N 5I#(1B): 5'-AGC CAT GCC AAA TGT
CTC AT-3"; 7 Bt 5242 bp.

1.2.3 AL ARAKLE: ALY G PO T
W A R T EORAT. BUR 22 A
cmX0.5 cmX 0.5 cm K/, T40 g/LZ R H %
TR R i A e

1.2.4 1% # 5 & B4k R B (RT-PCR): i 5t
SN ARF G T K& =AY A w42
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KEE, . mtTFA. NRF- 1S RZ - BB HAHIE N EEHIADNA ATPase6 ERFRIABNT T 2339
A 100b A 100 bp 12 [ R A
P 296 0bP o o im it & &
250 bp 242 bp 318bp R A Fdk B AL AT
400 bp R
500 bp 500 bp %5 *ﬁ 7}% &I ) ’Jﬁ ‘Lﬁ’
750 bp 540bp  ga0 pp 7 HUIF A7 5
1000 bp # i3 ¥ A 45 ATP
4 M ¥ mt DNA
2000 bp ATPase64 F # 7%
TR L LA
B100 bp el %mt‘TFAﬁv
200 bp 120bp  NRF-185 %40, A
300 bp %@7K’T"f;ﬁ‘lf&
B 400 bp 318bP gk gy e 4B
100 bp 500 bp R AR b 8 1
R AL o g
250 bp 242bp 600 bp A, KA BRI A
500 bp 4B T A AL A
540 b
750 bp P BB IE A
1000 bp PR, A A
2000 bp Cc G S N
égg EE 120bp  #HAT R FRAE
IR,
00 bp 318 bp

€ 100bp
250 bp 242 bp
500 b
750 bB 540 bp
1000 bp

2000 bp

1 miTFA mRNAZRIA. A: AZH; B: B4H; C: C4H; M: Marker;
C: WHEZH; 1-5: 12 h, 24 h, 3d. 5d. 7 diFJ A,

RNA#I7)5 U6 W] 5 BicDNA. 2.5 uL cDNA
HHATPCRIZ Y. mtTFAY 451 95°C TR 14
200 s, 95°CAE1E60 s, 53 CiB K60 s, 72°C LM
60 s, XM 3SAMIEFR. 72°CHEH10 min. B-actin
TG AF R F. NRF-147 3 444 94°C Tl 16
min, 94°CAE1£60 s, 55°CIE k2 min, 72°C ZE{H
3 min, RMN32MEH. 72°C4EAH7 min. B-actin
P44 [ L. ATPase6d 4 441 95°C i As Ik
200 s, 95°CAS 140 s, 55°CiH K30 s, 72°C GEfif
70 s, N 30AMEFR. 72°CHEF10 min. B-actin
I L.

1.2.5 4L ATPA 2N Z: brdEATPIE T-Sigma
AT DB EUCH LR S, RS AR A /N
21200 mg/i A, SERVIMAHCIONMRE H, #l
WAT2%6000 r/min, 30 s; 4°C 2.0, 3000 r/min, 10
min; 55 BGRE, B EIE T mL, 42000 PR AR
1.2.6 PCR= 4 %% : FIDYY-TII2R kA%, 15
g/LEIRRERS, H10 pL¥ 5 3ul FRERIE AN
J&i #iFE, mtTFA. ATPase6i% iDL 2000 Marker,
NRF-13%£H100-600 bp MarkerH #5 pL, 120 V,
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500 bp
600 bp

2 NRF-1 mRNAZRIX. A: A%H; B: BZH; C: CZH; M:
Marker; C: X ZH; 1-5: 12h, 24h, 3d. 5d. 7 diif .

30 minF EAMT RS L
1.2.7 mtTFA mRNA. NRF-1 mRNA#F=ATPase6/
B-actint A2 K. 3% B FuAh: HQuantity one 4.4/
PEA% 23 A B A DN 5 % FRL K 2% s 1 AR D' ik A,
VI 5 JLAH N B-actin [HI A G5 B FLAE.

St A0 K Limean+ SDE IR, it
A PR I SPSS10. 0% HEAT 7 22 9347 Jerkir e,
P<0.050 2 3 B35, P<0.01 0 2 Ak B3

2 BR

2.1 mtTFA mRNA. NRF-1 mRNA#2ATPase6
PCR = # & 7k i ZmtTFA mRNA. NRF-1
mRNAF=ATPase6/B-actind A b 5% B LA 541
RNA$EHL LA PCRY 1Y 7 9y v vk A £ 40 i AH
FJPR), SXAEACHRRR T DROIOAE S AN [R] i3 e s B 42
AU A TE. mtTFA. NRF-1F1ATPase6 PCR“4) 7>
5120540 bp(F1). 120 bp(KI2)F1715 bp(&I3). %
ZHB-actinPCRy™“ ¥4 0 — 4%y, FLIKER 2 BlfE
242, 318F1242 bpit. mtTFA. NRE-11ATPase6/
B-actin& Quantity one 4.4 WG HTARAE 5 HT
A IIAFDGHRBE A, B 4K L5 LA Y.
B-actinffl B R LA SR T2 40 #T.

2.2 iF#a22mtTFA mRNA& A & %46 A, B.
C 3ATHZ I mtTFA mRNA KA & 5T (12
h), CZHF#% 3 3% (P<0.01), 24 hLLFZ#i . A
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WLAEE xR 1SRG BEARTBRARIAMTFARANIZNY (mean + SD, /7 = 6)
ARG RRF,
-
mtDNA ATPase6 it
ABALFE, HE . . *”;”7 - ;
R B AR A B 12 24 3 5 7
B 1R R AR AL A 0.87+0.11° 1.14 £0.04* 1.24 £0.04* 1.31 £0.05% 1.31+£0.04
#, EFRAR B 0.69+0.10 0.99+0.11° 1.11 +0.06° 1.25 +0.05° 1.31+0.05°
mtTFAZNRF-1 de df bde bde ace
W Fik. mtTFA  C 0.57 +0.05 0.61+0.04 1.03+0.05 1.17 +0.07 1.24+0.08
FoNRF-1 T 38 D 1.32 +0.06

FAEEFAT
ATPase6 mRNA %
R4k IR b T
4 P ATPH#IAE 77 .
B 3, F4% a2
FARDNAB S &
B F & ik 6 K uk
Fogy ik, s EA
M & AR 4R,
et AT A
R AEIEE A
AEEE L

°P<0.05, °P<0.01 vs AREI—BVBIR; %P<0.05, P<0.01 vs AZ; °P<0.05, 'P<0.01 vs BLA.

& 2 SRGIERGABIBARIANRF-12RAHVZE (mean £ 5D, /1 = 6)

4548 RE8E]

12h 24 h 3d 5d 7d
A 0.74+0.11 0.98+0.13" 1.16 +0.06* 1.27 +0.04> 1.26+0.05
B 0.66 +0.08 0.83+0.04° 1.05+0.07° 1.22+0.04° 1.24 +0.05
C 0.57 +0.05" 0.58 +0.09 0.95+0.10™ 1.13+0.06°* 1.23+0.06°
D 1.28+0.05

2P<0.05, °P<0.01 vs AREI—ER; %P<0.01 vs AE; °P<0.05, P<0.01 vs BLE.

100 bp

ggg Ep 242 bp
p

750 b 715 bp
1000 bp
2000 bp
100 bp

250 bp 242 bp
500 bp

750 bp 715 bp
1000 bp
2000 bp

242 bp

715 bp

3 ATPase6 mRNARIL. A: AZH; B: B4H; C: C4; M:
Marker; C: XE2H; 1-5:12h, 24 h, 3d, 5d. 7 dfhA.

0. B4, CHAE12h, 24 h, 3d. 5dZHRIBEH
Pl 1) H AT W6 35 1 22 5 (P<0.0581P<0.01). 341
AN LA L, & 4imtTFA mRNARIL B %
BTt e, SRR ) s A, A4L. BAIAR S

24 h, 3d. 5 dfEBE(P<0.058P<0.01). C41
AJG12. 24 hIbETLZE R, 3. 5. 7 dFhmi] i
(P<0.05HP<0.0, %1).

2.3 IFF42ANRF-1 mRNA.R X F % A, B,
C 34IAT414NRF-1 mRNARIA & FIFFL(12
h), HA4]. BALLLE:, CALFAIK R #(P<0.01), 24
heUG BT . A SBAAE12 W25, 7124
hy 3 d. 5 d¥WHEABFEEZER@P<0.05). c4lY
AYIFE24 hy 3 d. 5 LA BEMERP<0.05
#P<0.01). CA5B4ILER24 hy 5 dHAT B
ZE 5 (P<0.0555P<0.01). 3L N L a WL, %4
NRF-1 mRNAKIE &&=, 5 R 4R —i
M) A bbAs, A4l B4IARJS24 hy 3 d. 5 dFFm]
BP<0.01). CHARJE3. 5. 7 dFt A E(P<0.05
wP<0.01, £2).

2.4 4122 ATPase6 mRNA %X & &1L A, B.
C 3 T4 4 ATPase6 mRNA KA & HL I A% (12
h), 3 H.CHLBEMK 23 (P<0.0554P<0.01), 24 hLL
JaIZWTHE. A By C=ZAN LT L, &4
ATPase6 mRNARIEEH B W&, S5F41H—
AR LU, A4, BAIARJG24 hy 3d. 5 dAt
W B.(P<0.05). CHAJF12. 24 hEbR LR, 3.
5. 7 dJFEH B(P<0.0555,<0.01, &3, #3).

2.5 P2 ATPE AL AL By C 34T ZIATP R
WFRAR(12 h), I H A ORAE I AERC AT PR B
KB (AL vs BALP<0.055KAZ vs C41P<0.01),

www.wjgnet.com
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4548 REHt8]

12h 24 h 3d 5d 7d
A 1.11 +0.040° 1.22 +0.08% 1.34 +0.050" 1.41 +0.055* 1.38+0.058
B 1.02 +0.067 1.13+0.05° 1.24 +0.056° 1.33 +0.055" 1.41 +0.055
C 0.81 +0.080" 0.88+0.10 1.16 £0.043°* 1.27 +0.040°° 1.34 +0.046°
D 1.41 £0.030
*P<0.05, "P<0.01 vs ANAI—BIEIR; °P<0.05, ©P<0.01 vs AZE; °P<0.05, 'P<0.01 vs BA.
4548 AEHHE]

12h 24 h 3d 5d 7d
A 0.70+0.11 1.19+0.17° 1.59+0.21° 1.90+£0.16° 2.05+0.22
B 0.55 +0.08° 0.70+0.10™ 1.33+0.18™ 1.67+0.13" 1.95+0.17°
C 0.44 +0.05" 0.53 +0.08" 1.23+0.19™ 1.48+0.15% 1.85+0.15°
D 2.27+0.19

PUGZEWTHE. A By C 34141N eiemT W, #%
Y ATPIIZ T i, 5 IRV AT — I 1] 2T LR, A
BZIARJ524 hy 3 d. 5 dFbmi e, A B
2 5:(P<0.0580P<0.01). CAARJG12. 24 hTtE
LG22 5, 37 5+ 7 dFF . (P<0.055%,
P<0.01, %4).

3L
2 b A MR B A7 A b TR R R, R RS [N
Gt 1 3P R (10T, R A P I 1 B 23 K 4
59 Fh A B DN G R, A A% B o A% e S TN T
mtTFA S NRF 25 1 7 e b A DR 41 (1) A0, H
i CUIE S 40 i € 36 C O Jr g A S AL Il . BLaa ik
Wy [z ¥ 7644 (antioxidant response element, ARE)
M ATPaselV 3 FI3E K 5 8) F %) EHANRF-1
I TRENESE S A7 05 11 FmtTFAS A NRF-1/)
gEa R ST I mt TFAR 32 BINRF-1 (141755
mtTFAJE L T mtDN A 5 5 2 ), i i
FEmtDN A Zw L P I8 i 2 1 756

mtDNA ATPase6 V35 K2 4a i AT P4 il
25 R (FoF1-ATPase)bi /K 73 Folf) 3 K. FoF1
-ATPase R AN T b4 Py BB K 56 ], 3= 22
HH 7K 3 73 F o S K 4 FLAH B, AE WL A% 0
Tk IR LI R A SR S 1) T 4R
SRS T RN P INTTREEE2 % RN O
AL CERR B, T R BRI FLAL. PN A
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Tl I A ARV FONE 3 L ) i 8 i R 2
SR, T Bl R ) # Be 4 kA ADP
WAL TE ATPY . ATPase65: Kl /& i ATP &
JFoF1-ATPase E S WH -, HLEFZNATP
(R A s, FERE DT 1R 5, Ao H o i 1) W 2 1
W R AR A, X W6 5 W ADPREIR P B ATP.

A SZIG W L FCAINRF-1. mtTFA mRNATE
PRREVE 50112 h)ZRak W] 5 FEAIS, AH Y (1) ATPase6
mRNA. ATPE RS, P61 T e 5k
B S0 0, I ELVA PRAFIN TRk, T b 453 4 Bk
24 hJ5NRF-1. mtTFA mRNA %A T}, ATPase6
mRNAHBEZ T, IR ATPS 5 B 0 . s
5o 2 R U W, B A TR A - T HEVE IS JH 40 4
15, RS INRFE-1. mtTFA mRNA &2 M2
o7 A i 1 [ ATPase6 mRNA KA A, Zhi
LENUEAET N N TE (AR AES R R N e wr ) S E [
ATPE /b, FEENRF-1. mtTFA mRNAE X
{7t i, ATPase6 mRNA 2 14 5, ATP 3 &l
HovEr, 3X 5 SCER AR A R A R A R T deok i
ATPaseif I 5 T R, 332k e =AU 2
EA I S G

ARG U5 204 ORAF I ), PR S
NRF-1. mtTFA mRNAZE[F & 1F 5 [ a4
AT K, WAL ADN A A2 1 s ) i K
B ATP & 1 &, NRF-1. mtTFA mRNAZ
T i (P AW A, Ui ATPA e /b i)

[ JoRcReRis
AL MR, 4
#AE, FARME
BAF, ALRRE

Bt
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SANRF-1. mtTFA mRN A2 S B 1 Commun 2002; 295: 945-951
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Abstract

AIM: To screen the differential HLA-binding
peptides between HepG2 and HepG2.2.15 cell
lines, and to find some HLA-binding peptides
correlated with hepatitis B virus (HBV) infection.

METHODS: HepG2 and HepG2.2.15 cells were
harvested (10° cells), and the peptides were iso-
lated from the cell membrane by mild acid elu-
tion, respectively. Then the mixture of peptides
was fractionated by high performance liquid
chromatography (HPLC) and the differential
fractions only expressed in HepG2.2.15 cell line
were identified by nanoESI-MS/MS analysis.

www. wjgnet.com

Bioinformatic analysis and MASCOT index were
used to investigate the sequence and source of
the peptides. Finally the expression of mRNA
was detected by reverse transcription-poly-
merase chain reaction (RT-PCR).

RESULTS: HPLC fractions were markedly dif-
ferent between HepG2 and HepG2.2.15 cells.
A peptide, SPDDPSRYISPDQ, from enolase
1 (ENO1) was obtained, which was only ex-
pressed in HepG2.2.15 cells, by nanoESI-MS/MS
analysis. The result of RT-PCR confirmed that
ENOT1 expression was significantly higher in
HepG2.2.15 cells than that in HepG2 cells.

CONCLUSION: A human peptide SPDDPSRY-
ISPDQ from ENOI1 can be presented on the
surface of HepG2.2.15 cells by HLA, and ENO1
mRNA expression is significantly higher in
HepG2.2.15 than that in HepG2, suggesting that
HBYV infection may cause the up-regualtion of
ENOT1 expression.

Key Words: HepG2; HepG2.2.15; Hepatitis B virus;
Enolasel; High performance liquid chromatogra-
phy; Mass spectrometry
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B o &t 52 &6 K AHBVH AN &4
Bt %HepGZ.Z.lS&i’(—%éﬁH@ AHepG2y £ %
HLA I £ F 440k, FREHBVA 4 £
S9HLAZ5 A K.

Tk %?‘?“}i-f«‘?é']Hepr’FVHepGZ 2154 MLk
mEGHLA | X0 F & 5 2 4669 . x)'(/ff(
#8 &, 3% (HPLC) X ¥ A 4m At 64 26 BLAK B 8E AT

B fo B AR, m&z’;ﬁHesz.z.ls#%?ﬁTéﬁwé&
B AT I B B B B (nano ESI-MS/MS)
HHT, EAMASCOTHIE A % Fo ik Skl 5,
DHT % R8G5 A2 kR, J6 RART-PCRE 3

| L )
1% T AT K
(CHB)Z #& H %
LR A R
BHRBZ—, B
Flg i, F5
1, LERASE
B A KA B8
ANET AR B
A, T FE Az
R A4 ¥T 4 3R
UK B H E
HBV DNAGZ%: M
b, R AR
BT M. B
s, FAF A%
TE MG AR
HBV#E Y LA &
'ﬁ‘éﬁiﬂm 2 LR
HEE KW 2GR
BAL LML

W& 5 SE
WA, MR, e
PHE K TR
E W E R F
EI‘MW%EF%HT;
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[ L e FTmRNA & & Ao AT FH LR 5 ABCam 2 1] (9T B IFTHLA-A2.

LHESEZMT
A5 G 0 o R IR
FEEF R,
19904 4%, th I
T DNA %, #
[ % DNAJ & 4
XREHAT % £
IEDNAR W . &
EN e *
SR EG ST A
HEAER G, R
F F AL 0 B T AR
THEFRHFOL
B AR ME S
FAMF R SR
FH KB H KR
#;, KBERALSF A
BE, HaEikim
6L % 95 08 7 R
THAR BWEA
B h #4549 HBV
JEG, 4o: DNAJE
W, ARG
A5 9 HBE ¥
RAEEG . 2R
FEH . TIRE S
& ARG
SRk, BALT
AT 95 % AP,

%R: HPLC*T b 2 ~HepG24+HepG2.2.154%
HLAZ & KA £ 2% £ 5. #) AnanoESI-MS/
MSH#AMHPLC Z 4B P 45 8 52 B — &
KR F C 4k G AN BiBs-1(enolasel, ENOI1)
% % B)kSPDDPSRYISPDQ. RT-PCR4 % &
7, ENO1Z£HepG24eHepG2.2. 1548 ft. P 39
&Rk, AfEHepG2.2. 15w P R kAR 5 T
HepG2 4 fieL.

#£if: %k AENOI1# % A)kSPDDPSRYISPDQ#k
GAHLA T £ F4 25 HepG2.2. 15w M &
7, HENOI mRNA&HepG2.2.15%0 it ¥ 49 %
K R & THepG24m feL. $2 ~HBV B 4 7T 4% 7
#ENO1 & A Eif.

FEET: HepG2410fl; HepG2.2. 15400, ZRIFF45%
7, HEEEE- 1, BB, R

FRER, BEMEE, SKIBNE, 2898, MIB, ZRK, BRETHA. AFHRR4BiRZA
HepG25HepG2.2. 16 ESHLAGSIOINBESLEE. tHRIEA
EIAE 2008; 16(21): 2343-2348
http://www.wjgnet.com/1009-3079/16/2343.asp

03I

TN 9899 # (hepatitis B virus, HBV)f# 4
ST ) AR A 3L TR S i WHOAY
P, AR 20240 NIEYEHBY, MiHBs A g#f547
HoN3.5MC. RIEEHBVIE L RATIX, — BT
[FJHBsAgBH 3 49.09%"”. HepG2.2.1541 Jitd &
H1Hep G241 M7 A= 1 >k 1A 8 SCRFHB VA il
SR WA A I &R, 2 — DM STHB VAE fin i
I R4 R HepG2.2.15 MU & I Hep G2
(R EE 22 1, RIS SO 4 A AT HB VIE A
AT R IEAF T HepG2 4P, Lo an s n] LA i
HBeAg xHBsAg™. BT LABAT AT LAH b %o Lh X
il i 2 TH L A 5345 & (e JsUik 5 4022 5
7, I I % Hep G2.2. 1540 i B i3 5L (WHB V
S MR AR A B H HB VIE YA 5% 2 1 R IR
HLAZA K, S S0 G5 RIR AL 5 K Tt
B3 Ve 7 B AT I S

1 RRT5E

1.1 A4 1R 7% 5T FIDMEM, fif 4 i ¥ 5
Gibco A F]; (il =9 4R LM H Sigma
3], C-18 Spe-PakA:(4 7)) H Waters /A w);
a4 B T PUAFITChRAC I FT A HL A-A2,
BH M0 A BB T G, 30 I BDZA 75 a4l

1.2 7%

1.2.1 fafe3% 3~ HepG2Jl HATCC, HepG2.2.15
KA FARAE. HepG2HA1HepG2.2.15H] 4100 mL/L
Jifi - ML, 100 mg/L7 %7 2 #1100 mg/LiE#: % 1K)
DMEM& 753, T HepG2.2. 155 F5M H A
400 mg/LI1G418; 4ife¥41-37°C, 50 mL/L CO,
AR IR

1.2.2 3388 k3R B am ok 45 APk BE10°41 i 5
1 mLIF IR 22 vF3£5(0.131 mol/LKI#IR, 0.066
mol/LIFRE 4N, A pH%3.3), 7= FEH
5 min, &0, 4°C, 2000 r/min, 5 min™, Y& b,
B0 22 IRV A T 30 0F S 39 S50 1R A e
Rl 5ErE, AT Hep G2RE M 73 w4, Horp—
BB N—BekIE THCVI Z JIK(RLIVFPDLGV)
Wh 2 .

1.2.3 3582 el 2m fL R B HL A %5 & IR 3 R 6y 4k
SR A s v 0 N AR Lot o XL B
HLA-A2[{KIA.

1.2.4 HPLC%4%: M\HepG2HIHepG2.2.15411 i
PR R 2 0 R AHHP L C &R 48 (% A,
HP 11008 AT 7048, #£5EAC184(4.6 mm X
150 mm, Waters), HEATH6EUEML, B 0%-100%
G, AT /L TFA, BREE B A1 R : 0%-0% B
10 min, 0%-60% B 60 min, 60%-100% B 10 min,
100%-100% B 10 min, Ji#1 mL/min. &M
214 nm, 280 nm. WCHE PRI 40 I 2 S 0 B, R
T, -20° C {47

1.2.5 NanoESI-MS/MS4#7: $kik tHHepG2.2.15
FE it rP R AT W8 B A8 20 AP 2 He p G2 4 il 1)
25 e, A AT 2 % 10 ul 1 g/LINTFA,
TN A LT 25 B U 1 9 T LT 55 R I
WA (nanoESI-MS/MS) . JF it A3 [ty 43 4 s [
500-15 000, FH T30 AN ot R TR BL ) 431
T LG R T 0 RARIKIEATMS NP, BN IR
(4 o 175 5 A 25 (C D) PR T i &5 SR #1842 B P A 1)
BTl

1.2.6 HLA% &1k #9 % % : NanoESI-MS/MSH]
25 B R FIM A S CO T e A 2 Fl M K 7 4
PO VERAT . BT B MASCOTHE FEAT
RN Tk € 2 KR IEF P51 HQ-TOF
TR A5 20 Jr ah Hd SO £ Masslynix 84
(Micromass/ A) )b BEF 4 bl pk 13014, 48 )5 4
AZ ZIMASCOT(http://www.matrixscience.com)_I
WATE R, A Z B3 72 9N CB Inr N\ R 25 4k
W, BESHREWT: BYER LY, T
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2R, =& APl FEHepG2S5HepG2.2. 155 FHLAG SNBSS E 2345
AS. BS. (=3 DS Wi £ E
~ ~ ~N ~N Liuxt1054% ¥+ B
i i [ S
) ) »n 81.34% v 20.78% OB R R
= M2 = 2 44 ] 4{
< 5 < M2 = M2 g M2 I, 93.3% %1 A8
S 1 S 1 S S A ge A s BE A S
O o O M O 1 R RALF 58 2B
(V271). RE G
% Ik 5HLA-A2%
o ! . = = . =) ! : = ! . Y 8 = L A
10° 10°  10° 10" 10° 100  10° 100 TAMRZHGLES
7, AR Ak
. s i oy UHTERAEPRIIR
B 1 HepG2.2154MAVARINOITER. FHLA-AFTAPRICATIEZHE; A-B: FAMEWIE; C: BRdbFERTgniE, HLA-A2FRIEH

K81.34%; D: BRULFE 5200, HLA—-A2BRIC R 420.78%. A, C: Helian; B, D: BEliS.

EE e[l SBMRE(C) IR EANbp

ENO1 5'-GCGTTCAATGTCATCAATGG-3' 60 591
5'-GTTGACTTTGAGCAGGAGGC-3'

GAPDH 5'-CCACATCGCTCAGACACCAT-3' 60 114
5'-GGCAACAATATCCACTTTACCAGA-3'

B RMAULHIC-SEEM: BB TV . 2

BEA100X 107, BT BT 40,1 Da, P<0.05; k00 Ll | .

BYULE (04T 40 (0L S BRI AR 05 | | poo 1

FIREZ IR B OR IR €. 55— 5 i, i 1A 0

ZMicromassit) T HFMaxEnt34b 3 )5, f5B)
Micromassff) & K -MasSeq ELHEAHE T HIKEL
JEA, RIS 250 0% 34T T Lk IR, H e
J O A = o v BT A T R e S S B v
SR B P AHUTEL. Sk () 45 SR mT DL
B CVAIR B 4 e, I REE SR AL R M AN e A 4k
B IR B,

1.2.7 BREEHLAZ &/ 494047 FIFSYFPEITHI
Hodhs B b SR ER AN IRB I HL A4S
& 71T VRS (http//www.sy fpeithi.de/scripts/
MHCServer.dll/home.htm). 754 i (FTHL AL
FR E AEHepG2 M HepG2.2.15 CL AN THL A %3 14
HLA-A2, HLA-A24, HLA-B51 &2HLA-B53"".
1.2.8 RT-PCR%&E: HIRT-PCRIEIGUEFA 14 &
1) 2 kYR 8 FTENO1/EHepG2.2. 1581 HepG2H!
[F)Z1%. ENO1 RT-PCRIP) 54 S B KL WA 1,
IR H94°C FAZPES min, 94°C 15's, 60°C 30
s, 72°C 45 s, 35MFEH 5 #:72 CLEA1110 min™.

2 BR

2.1 Bk mHLAL X5 F A L4 4
P o w5 R A At e R L 59 R I i )
Y RT HLA-A2K IS BRI, Zoid 55/ ab #E
J A MR T FTHL A-A2F5 ic 5350800, Bl fi
1181.34%3k /> 29k i I 11120.78% (K&l 1). R

www.wjgnet.com

B 2 HepG2HMHepG2.2.158YHPLCEIE. HepG2: T h;
HepG2.2.15: £1{1; Fik1: WIFhAHIRATZE S8 §i75k2: HepG2
YHlEHIE AR HC VIR I8 2 k.

P2 G HA LD AT 5 41 R T HL A-A21H)
AR BN ILE . FOR 59 R Ak B R AT e
MR IMHLA 1 2857 RG-S 2 Ik

2.2 HPLC#) £ re# DU WHPLCALAL 4 25
KB, B ANHC VKB M Hep G2 R A A
HCVkELJHepG2 HPLCE, LA K HepG2.2.15F!1
HepG241 i (YHPLCHK, $kik i Hep G2Ff i 22 7+
(Ve B FTH e p G2.2. 1541 kR AT (1 i B (112), it
AT S 237

2.3 MSH#T %2 W AHCVIKBLRI A5 AHCV
JK B I\ H e p G255 FR VL I v 72 e (il e v, 28 5
H TSR B ANMHC VKR, P4 W RLIVFP-
DLGV. [ \HepG2.2.15F1Hep G2t — > %= 5+
U, B E tH T 14 NJEIREL, EPENO1KJE £
Jik: SPDDPSRYISPDQ(4I3).

2.4 IREEHLA%Z A A 895 % FIASYFPEITHI
BOR R, R E FTHLAZ TS ENO 1 2 ik
HLAZ G AT TN, R ZKBE S
HLA-B51I454 1 0225, KB 454 1 i Tl
g W WZR2.

HFEHCTLE B,
V27% 42Tk 5
127 FAL 4 M8
CTLA £ XX R
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WA 3 4 5 A HCV(MASCOT): RLIVFPDLGV &
AR BILHPLC MM (E7D): RUVFPDLGY =
FenanoESI-MS/ MELMIFE (F5h): LRLVFPDLGV > -
MS %4, B4 o | F SHREEE  HOVBRBH  AEEE-1
Hep G2.2.15%8 )18 T G S SRYISPDQ
A\ gy B EEH & | = PRSI RLIVFPDLGY ~ SPDDPSRYISPD
LHLA% &8 % g o | = MB35 LRLVFPDLGYV ~ SPDDPSRYLSPDK
2 N . NS
A, ST 5 g M/Z 564.87 738.8
P 2 —~
I RENOL 2l & & . BeHTE 1127.7254  1475.5854
2 % B s | y =
AL e dbind =0 Lo i TSI E 1127.6703  1475.6528
6 260 4d0 ‘ eob ‘ sdo ‘ 1060 ‘120(‘) Accession number gi/13936941 0i/39644850
B ENO1(MASCOT): SPDDPSRYISPDQ SYFPEITHRESD KO 22
MLIF(E1%)): SPDDPSRYLSPDAG HLA 433 HLA_A*02 HLA_B*51
ML (F5)): SPDDPSRYLSPDK
g
~ e B 5
s .. % & i Marker Negative HepG2 HepG2.2.15
g x|l ¥ x5 =
> el T =T & @
i F|E g 3 . 2.8 GAPDH kb
1 g o5 S gt g F_ 114
to S & st opl
g2 = Folpsorx
>> J | | > > 1
T T T — T T T T A { T T — kb
0 200 400 600 800 1000 1200 1400 so1

B 3 WETEMREBNSBHKAIE. A BANZSEHCVIER
2Kk M/Z: 564 87TMES T RIS, 1% T IMASCOTHHT
FE31: RLIVEPDL, Ha MK HIFEFIARLLVEPDL; B: A
TR — RIREI 2. M/Z: 738.8(1 88 T- L&, 1Z kB
MASCOTSHTF51]: SPDDPSRYISPDQ.

2.5 Wi B BE-1/2 e P AR 9 B iE RT-PCRES
F IR, ENOIEHepG2FIHepG2.2. 1541 g 134
ik, HAEHepG2.2.1540 i b %55 W & T
HepG241 ffi(K14).

3 111E

PO T S i Al P A B AR SRSy, B
Tl AN TR - A0 54 B Jsn TR 5 Oy QAT
TR 5 TN T P PR PR I S HLA
[ K0 T4 AR, g i L AE IR
il S HL Ay 1 45 & 1 BRI 22 k(8- 124 2 0
1), B0 A (epitope)”. SSIRVEILIE L4
ESE AT LA 20 e 4 R I HL A T 2890 1 K&
Ha B2 N BAT LA HepG2 M HepG2.2.15
AW TTN %, KERFEH AR E 105,
59 PR VE WL ARSI B B v W) 2 IR e, b 3=
TALSHLA 12Ky 1 X IL4i G2 k. SRIE R
HPLCHlInanoESI-MS/MSZ3#r, -4k4EHepG2H1
HepG2.2. 1541 i 7 22 R IKMHLA [ 255> 745
“Ik.

SR TR I v A L B R R I T
RNZ RGP b oy B %8 2 KB R I F
SEPEFITT SRR, FOEAEHep G210 59 R vk It
THBANT B KAHCVEREAI M S RIKE
(RLIVFPDLGV). HPLC% & H T #£# AHepG2

4 HepG2FHepG2.2.154BHEPENOT mRNABIZRIA.

S it 55 BRI 1) 22 IR EAT — 4R i 3 .
FHBE 43 BT 6 S 4 p K ISCEAEM A S CO TH P2
FHRETRL R BT, AT ST M Ak 2 G588 N
Z KB, RS RR Y B 305 4 20 5 4
JNLRLVFPDLGYV, 5 kB 52 br 7 FIBEA VT AL, £
I A] WL, HPLCI finanoESI-MS/MSH; A J& — il
AU o B R S 8 2 IR O . AR R VA
B2 R, A R o007 45 5K v LUE
nanoESI-MS/M S/ RERE X 73 4+ 2 Wt e/ A 1R
(GIn/Lys) M5t 2 1 /e 2 1R (1le/Leu), 117 HAETE
J7 5 3ok AR A A R 25 A S SR R i I I %
U S5y B M AR IR IRBE, ISl e 1 25 SR
Hfe 5 SEBR KBTI e I 2 5.

N R FE ) 5, FAIT M Hep G2 Al
HepG2.2. 151 —/ Mg oy B W 1) € 1% 22 S g v 25
SE T 140Kk AENO1 () £ fik: SPDDPSRYIS
PDQ. BEfEMWIFT KL, ENO1F KL L G
HBVAE P 1) 2 R d B S i X
1), Yoon et a/'"F I ik 5 R IENO1
TEHB VAR i v i) 208 B3 B, IRk —
AAESE TENOLZEAANHB VAL I ME 41 il R v 1)
RKiBWES T IERH AL (HB VA4 R:
SNU354, SNU368, SNU387HISNU475). FkA1)
S 25 BAESCENO1/EHepG2.2. 15 RIAH B
i THep G240 i, 1X /] L 3A f AR SC IR IE $4 $20R
HBVEYL A fES 5 HRENOL KL i, 25
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(22, & NAPEAIRAHepG25HepG2.2. 15 ERHLAG SR NBESEE 2347
BV 5 5 110 A 95605 10 2 26 . T Sy R Y RPRE PR, A, T PEBZLEARZE A A&

JE AT A BLENO1 [JSPDDPSRYISPDQJIK B At 4t
HLAZ T 5% THepG2.2.15% 11, HAKBIHLA
55 I TR KB S HLA-BS 1 T A%
SRIGEE G ), o] e HEHLA-BS 14y T &
I, X5 HArHRE R HepG2.2. 1541 U FTHL A
SRR ). I IR R AE S, HBV
SR SE e T B B S PR L, o X
56 1 B USRS S R i B v HA 4y
FEPEYL SRR RI230 kDarm KL 4
FASCHE [1(GCP230) i i 5 W HB VI A ¢
S PUR. SA6, e EIMENOL ] LA
10— 1 B e PR AR B S PR 5 i
B [ NP FTLL, BATIHEMD K FENOLK £ ik
SPDDPSRYISPDQIR A fig /& S HB VI YL 5| L 11
H B PR LA, T EEIEAT TN B 50K B 1
FLAEHBY i A AR .

JFRE AR CAE R (AL 5 2 A,
EAE 3R A %6 5 J7 T v Ak T PR R B B 3l
HOLF, — N IREIA10-10MMHC 1 255>
T, BRI AR IR, A F R
(1 = B AR Z2 AR K, 1 s AT AR R AR A AR T
(¥, LERI I 2> bl = RE 10 B B e Rk
YMHC T 2851 45 G IR, 75 25 dk 7
BRI I A . F) FnanoESI-MS/MSH A 1 AN}
TR I S 52 A% 1 22 SRR & 0 A T AR A 14 23
Az R FTHPLCHInano ESI-MS/M S B %
H14HepG2.2. 15K HMHLA [ 25> 1455k,
HI2PAESE THPLCH AnanoESI-MS/M S J5 4
FE 20 U H L A5 A IR0 8 3ok Bt wp it el A7 0, I
T HARERI A

AW A Hep G2 R Hep G2.2. 1540 Jifl
B AT, 4y B9t % e 14k HENOL, JEfRE
BHLA T 285> T 2 #HepG2.2. 1541 il 32 11
[k BtSPDDPSRYISPDQ. HENOI mRNAYE
HepG2.2. 1541 a1 215 B {2 = T-Hep G241 Jfd.
FERHBVEY ] HES EENO1RIE M LI, JFpk
30 B A0 M KR X R HE— DI L R
YL AH O 1 B 1 Th e R S 2% B0 HIL R 1 BIF U4
b7 EEER.
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Abstract

AIM: To investigate the changes of signal
pathways in the adhesion of hepatocellular
carcinoma with extracellular matrix.

METHODS: BEL-7402 cells were cultured
regularly on media containing laminin (LN) or
bovine serum albumin (BSA, served as control
matrix). After treatment with anti-integrin a6
monoclonal antibody, cell changes and integrin
a6-induced signal pathways were observed.
Boyden chamber was used to detect cell migra-
tion and invasion ability. Western blot was ad-
opted to analyze the phosphorylation of ERK.
Reverse transcription-polymerase chain reaction
(RT-PCR) was employed to measure the expres-
sion of PI3K and Akt mRNA.

www. wjgnet.com

RESULTS: BEL-7402 cells adhered to different
extracellular matrices within 30 min to 1 h with-
out significance. The rate of cell adhesion on
LN-coated substrate was 187.2%, but decreased
to 104.4% after anti-integrina6 monoclonal
antibody treatment (P < 0.05). The number of
BEL-7402 cells migrated through the Matrigel
was 103.2 £ 16.5 per high power field (HPF), and
anti-integrin a6 monoclonal antibody inhibited
it t0 88.7 £ 9.9 (P < 0.01). The expression levels of
PI3K and Akt were up-regulated, and phosphor-
ylation of ERK was increased after BEL-7402
cell adhered to LN; however, anti-integrin a6
monoclonal antibody partly inhibited the up-
regulation and phosphorylation.

CONCLUSION: Cultured BEL-7402 cells highly
express integrin a6. PI3K and ERK pathway is
involved in the adhesion associated with LN
and integrin a.6.

Key Words: Integrin; Integrin; Laminin; Hepatocel-
lular carcinoma; Signal transduction
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A5 BR, Ak
AR BT SO
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(P<0.05). BEL-7402%8 it ¥ i Matrigel & £ 12
RO m e A A f S 4EALE103.2+£16.5
A, FEAFa6E 4010 mg/LAER G 4887+
9.9/, A B £ F(P<0.01); BEL-74024m /&,
PI3K & Akt#) ik J£ 55 M T 40 fe ok 2 Jg
B3 e, LERK BB AL B3 e, #bFab
FAR T VAR 5 AR F K R ARBRAL.

20 mieE AN P APIBKAERKA &
HFEToT4E, t5 &S5 Fw6ALNAEX.

XgEE: B X BHEER, FERE FSES

THEIE, KB, EESRo6AETAREBIOMNIREPFESPIZK
EMAPKINESESER. BRENHEZTE 2008; 16(21):
2349-2353
http://www.wjgnet.com/1009-3079/16/2349.asp
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I IR R A2 28 I % S ot 4 I 5 4 i A 4 i
55 90 i AR R) R S8 2 AR 10— RS B
EH, NGRS AR IR S R 1, 25 2 Fh
ISP, B TR o6k G IR T R B4 K,
JELNIW B et 5244, FEAR 2 s #2535
a6 [ IEF o A I A AR 3 A1 R AN T B
PRI R P A 00 2 98 4 LA D7 23 A PR %o 66 B
MEHE, 7R3 G R FIEE P R E S5 1
wHEH BREA. B0 T AEARESES Y,
W TR ETE. RE. OES) ). i
TZ AN P P,

JEOR M BT 41 B AT %% (hepatocellular
carcinoma, HCC)s& —MulkPE . B EIR
AT N A RS IR IR AR K 22 O b on] LA
WENF5-F 7= AE LN AR o6 B 175 48 i 35 11 3% 48
Sy AT HLH B S INSERIAD. A E R
TR0 R AT AR R, RS R SRS
SRR IR SRS IR S0 EPRIVE % o
REE, TR B, A XERE L SY)
W AF 5 7 IR R A . B 1 BT RR AL A 2
B 2 RO ARSI B0 f LR AR R IR, PI3K/
Ak tIE i F 22 R0 A0 IR 2R RS (mito gen-
activated protein kinase, MAPK)il %) 72 A7 /L4l
b, SR 225 HR . BUS A Bl
PALNAE A 4 Ak oe, 40 2 B S DAEE G 206
PUARBHIT A0 M S5 LN AR AR T, A IPI3K/Akt
FIMAPK/ERKAE 5 Gl s p 5 5 A KT
BRI AR 4k, B WILN S 35 R o6 78 JH-41

1 #RRSE

1.1 ## RPMI 1640 4GIBCO Co./" fir; i1
4 Fa6PKGoH3 H Chemicon; ABCE
HAAS MR F) & 5 Santa CruzA#); RPLA
B-ERK1/2 mAbJ || Santa Cruz/A . $iB-actinif
Pl H Sigma; 2 R IEIRFECL 3404 1
Santa Cruz/A 7; TRIzoliA 7 & A Invitrogen™ it ;
MMLVi & 5. ANTPAPromega’y &) 7= i
PCRIAF & Marker Jy KA AR 7] P2 ; PCR
19 th € 1 AR W) TR A |l A . BEL-7402 A
AR AR =R, FE6E: Boyden/
=, LPVPLE8 umE 213 mm) 5K IR b5
JEL AN T I (Matrigel) & F =4k K1 b i
R B 2 A0 2 B A

1.2 7% 4IMUAE 5100 mL/LAA - L35 (R PMI
164035753, 50 mL/L COJEF-46 N, 37 CR 5.
FG LN LI40 mg/L, 1 mL/cm’3& [ AR 1) in 4
R TR B TR, 4°C R, 50 g/L BSAT
37°C #} F140 min. JGILIERPMI 1640783537005 %
F. O IR AN IR BT AL LAS0 o/l BSASSIA. 55
TR A2 A 2 P FFPBSEL A, I\ 4i 4
i, A0 PR A H A T, £84°C 12000 g 125
02 minZs BRAN M LAY, B B,

1.2.1 Zmfa gk 5250 HURAS R 47 BEL-7402
4G, A FH AT PBSYE =K, il B4 e 2,
100 w LR B0 2 4 I 80004, Iin Ak Jo £
1196LH H1, 100 uL/AL, SZE AN FE a6
PU(1 : 100), X4 LIPBSALEF, 50 mL/L CO,5%
FEAEN3TCHF A1 h. FJCMLiE R 77100 pL/AL
BRTEVEI U LARR 2 AR RN B 10 40 B, I N R
W T JEC ) N V(0.2 mol/L Z 1R AM 22 b it vh 45
2 g/L TritonX-100. 20 mmol/LAYFEZRBER £,
pH5.5)100 pL/fL, 37°C 2 h, IA1 mol/L NaOH
10 pL/ALZ IRV, ZEIRACE 10 min, 42 [ 3§
FRAX405 nm A A B L 1 YR AE.

1.2.2 Boyden Chamber#- i 2@ ftAZ: £ : 2 [ Albini
et al'“RAIMZ 28525 )10, BEL-740241 fitd 53
ST 4% A0 MR, TR 3.5 X 10%/L, e e lf
Boyden Chamber, fEMatrigelt/5 I in A 41 i &
200 pL, #1550 mL/L CO,R 4 HFF-37°CH4
7218 h. KB E e, TRACRE e, B TS,
K LB AT B S AN i fEs ARA, T 2002 iod 2 ok I P
T 4 R, A4l an e B3 AL,

1.2.3 PI3K. AktZ FmRNA & ik KT 6446l %
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1 BEL-7402BF 2 BARAVEEHIIRAS( x 400). 4RIEIAEKIEA
=+, PRI

! 0 PBSAL
0.7 r L ERRrNAE]
0.6 -
i 0.5 |
< 04+
0.3} a
0.2+ a
0.1}
0 I
LNZH BSAZH

B 2 BUBEBIEAMANBEL-7402MBNMEWER.
'P<0.05 vs PBSZH.

i PP HUS JRBEL-740240 B RN A, ¥ T-20
uL DEPC/KH, Wl R EAEA). HiHE SRNAL
W, A pg M RNA MR, B-actinly N2,
HEAT 252 BERT-PCR. PI3KIERAT LEES 14741
5'-CATCACTTCCTCCTGCTCTAT-3", [z X 8%55]
WIFH: 5-CAGTTGTTGGCAATCTTCTTC-3',
FEH377 bp; AKSERA LEES I Y)TP 41 5'-GGAC
AACCGCCATCCAGACT-3", | X555
5-GCCAGGGACACCTCCATCTC-3', 4121
bp; WZ M B-actindt KA LEE5 )75 5-CAG
AGCAAGAGAGGCATCC-3'", [ X574
5'-CTGGGGTGTTGAAGGTCTC-3', 4217 bp.
PI3K. Akty 1414 H: 95°CHIANES minfiF HEA
30MEFR(94°C 0.5 min, 56°C 1 min, 72°C 1 min),
IR 72 CHEAH7 min; B-actinf{IPCRY™ 1Y [z | 4%
f124:95°C 4 min AR J5 FFER32MEFF(94°C 1
min, 62°C 1 min, 72°C 2 min), /5 72 CZE{H 10
min. PCRY B F=H)7E18 o/LE IR BHEER - H ik
I3

1.2.4 Western blot# M m L ERK A B2 1L 41 )4
5X 10/, T V5 i Ao 40 it 266 B AN [) 3
[P0, NG U , EOK 2% 20 min,
4500 #0010 min, L _E3ER, LA120 g/L SDS-
TN E e 7y B B IR . B R 2
YRR T4k 25 1, 50 g/LIE AR Wk 3 BIRL %,

www.wjgnet.com

600 bp

400 bp PI3K

200 bp B-actin
Akt

100 bp

M LN LN BSA  BSA

3 BEL-74024/BEEPI3K B2 AKIEIZRIE. M: Marker.

AP, REHINT 4008 —bt, =W E
1 h, 0.5 mL/L Tween 20-PBSUt53, A EPHL
-HRP(1 : 400), =RFE 1 h, =HE F o5 E 1
h. 5 2 R e 9 R MV S min, D5 b3
PR3 TR, e, & Wi AE R, Mt
J& A FEIT. BAB-actin iy N S .

Gt TS5 Limean + SDERR, %
P b EEFISPSS11.048 v 4k A, 5 %) 41 Lb i He

RUVAS VAN

2 R

2.1 mARAE W 2B AN RAE AN R R b R AR R
(RN 1H) R 30-60 min, WA W& 12 5. 40 i 5K
e, AR O i (1), BEL-7402 %% 41 i
(%G B LL405 nm AR R, {ELNAE T FA{H
470.856+0.089; 71 5 HE T 4% (A E 40.298 +
0.034, —FH MR 2= RA W% 5 X (P<0.05). H
P F a6 P PT10 mg/LAE G — & (%6 4i
W38 A vk /b, A{E 45 50.370+£0.042F10.181
+0.023, S5HUEMEHEAH LR A B ZE 7P
<0.05). LNZL A % 4 187.2%, HiAAZH 41104.4%,
FMRPE N, —HMERARERX
(P<0.05, [&2).

2.2 Boydens £ MBEL-7402 % it 6943 &
BEL-740241 il 7 id Matrigel & 4212 28 1 41 Jito £
O3B R T 103.2 £ 16.57, PiisH Fab
HLPL10 mg/LAEH 5 88.7£9.94, 40 i
B0 Wk b, AR 2 5 (P<0.01).

2.3 PI3K mRNA. Akt mRNA /255 20 it ¥ 44 &
i& PIBKIEHFIRT-PCR™ #4377 bp; AktHEKIRT-
PCR™ ) }121 bp; N Z M B-actindik FIRT-PCR;™
1217 bp. BEL-740241 JAPI3K M Akt 1A 1%
B34 i 205 TN B 2 3 i (13).

2.4 tm a7 )5 Western blots 474 ER K &%
AL FIHWestern blotd ARKIBEL-740241 iy
p-ERK 12 A A5 . 45 R0, 41 fELN |

| BN

AR SA| R AT 4 B
JEmie %, VALN
& A RS R R,
Kt I 20 BT %
FEELNE & 5 H
T A2 AT 5 ALY
155 # 58 % 0
T, EILN A
R b Fa6Z ik
JE b Wit A2 b A
FEHMEMR, HF
#$ TPI3KA
MAPK # 412 5
A% 538 9%
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mAREL — A LN VIR B 2B R %, A7
WB R 5 S — — p-ERK1/2 s et o
GRS BHT S | S5 DA 4 [ Ra 40 5 Sk Bl R P MLatri ge L) 8
TESREAN,  — = pocil - LA Y R R SER I RE T A B, TR

Yt — 7y o . N . N N
T#4kacrr N BSA  LN+iiffi  BSA+Hf MR 1R 22 R 1. AV L R, s
&AW E RAE 4 N b 2 I 4
LNJG il it 84 % BATIE 5547 5256 & BEM M P [ 4 1 A1 [7] s ik 2>
a6 F T PI3K &

MAPK # %12 5
15l %, T8
T N S e e A
B ALE AL T A
HTEE .

Mt FFp-ERK 12 IR A0 B W38N, &% 4
F o6 P10 mg/LAEH JEp-ERK /2 i R A4 1
H T FE(E4).

3 111E
J5UR A e 2 B L OB R 2 —, HR S
R Ry 3. IEKAELE I R RS, B
I 12098 (40 R B R LA R AN T 48, 5
TIRE . MRS R — N2 B E
i, v 41 B 285 B £ o A M A 2R e B i R ep R
VA TEAEH, b E A RAWNE R Y it
TR PR A% a2 8 0 R AS WK 25 A0 P o) 6 R )
P BE K a6 AR RN 4> 728, F2ERIBL
K BAN AN 454, A Ko6B1 Flabp4, LN H
R, LNJE SRR IE ) 2y, BTG
SR B8 it s A i A5 e 98 400 A2 28 R 4 1) B
— AN TEAR 2 MR A B FR a6 R IA R
AR, AR H AL SIS, R4 R
LRI Z 0y T 561K, TR BE, ILAEIL
KRG A YRR S IR R
Ji R 1R AR R R R A S 4 i A R
LS5 Z DRI, HESae o510
FHEVINCR, 16K 2 BUFE ] LUl 21075
SN a6, 7EA MR IEL: AT H 2
M5 LNILRIE, REKFH B UG 2 5
K RATLABEL-7402 4y 41 i, DAL N AR AF
J AN AN E T, BSA NN IEA], HBPTEA R ab
PUR B o652 78 5 LNFE R0 45 4, AERh BT sx
54 R ILBEL-7402 40 Mg 7 A W] 3 i b & A= 5
5% (RIS ) 24 30-60 min, WA REMEZE R 1M
REE, RO R M, — AR WG TR
SN Mg, O 40 MR AELNIE T R G B
A AL 30, 1Mo LA A R ae iR AE
e 40 6 E 80 B R A T, 4 G
W R R, ZRHEA g0 ER L, KU
B LR M S Rab LN 2 5, i
R T 280 A 0 4 Y. R D B L 1 e 4 M 42 2%
A HOHUML DR, 3L 32 ZE T g 1 B2 LNAE
R A0 P T AL 15 2% R e R R
BRI BEVE . Matrigelde — P N DAL, 3238

KW A4 F o6 LN 5 BEL-740241 fi (1112 28 %
RUAHR.

15 5 A 3 TH 10 S A o MR AR 1
HE A R, B TR IR 1 e RS R
PR RN B fr A AR ) B, PI3K/A Kt
AR, RS 5K
B oA TR AR 5 R I, SE A AN R A
WA T, HE MR B, 1Uq Al
J%. PI3K(phosphoinositide 3-kinase)¥: i —
AN A SV HE T — AN T A S RS ke, A S BE LA
Ser/Thrif il 135 P, -t H A Wl R 50V S0
MG TE. Akt PR FIEB, A IRIEAKE-H 1
PG B IR O A0 R R R KRB R
THEERER. 55— SRR ERROES
TP HRas-MAKPS !, MAPKE—41
T LA 22 b 40 i M 5 0 1) 22/ 95 S IR
ERK(extracellular signal-regulated kinase)/&—
RAAT 22 R AN S IR AR B AL e ) (4
B, LEAHERKI/2M R, I B
LU FIMAPKSS S Fidte. BERENFMA
I e JO S 1] P A LA PR A0 B il v i
B HEGH. ORIl AR AT AR
RILPI3K S Akt 235 A8 R T 1 4i i A0 I i i
WS 1SN LN A G 32 ol PR AR ELAE FH TR
THERIERAAL, A0 AE R B SR A S
) T MAKPRHIPI3K I A5 5 4% il i, JF5LN
LG R a6t K.
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mE FEZ BB MK

ISSN 1009-3079 CN 14-1260/R 2008%FRRAN VA 1 Fi 4 N yH b A4 &

4 RFATR LA T L EHA

TR AT 52 5 A R L o A ) R0 J A O [ ZRAmHE, GB3100-3102-93 A LA, JESR K “ ot W
BN TR 23 T TR 130 KDICAM, 30 0008830 kDa(MK B #HA, /NE IEAR, FMFR); “RT8” Nk
HADS IR B, BIA AR S RHE, NS IEE, T MFR); AR R s, HRA o 2u(hNS IEE). T ik A
fE+. —. 2 RJESIH. i37.641.27C, 45.6+24%, 56.4+0.5 d. 3.56+0.27 pg/ml 43.56+0.27 ng/L, 131.6
+0.4 mmol/L, # = 28.4+0.2°C. BPfilkPa(mmHg), RBC(H X 10'*/L, WBCH{H] X 10°/L, WBCH Lt F10.007 75,
Hb/H /L. MW 7R A 40 5t immol/L, nmol/LEkmmol/LE 7, NHI# Hg/LE R, 1 MBI, 291 moVLA R,
1 NFRER, B4 0.5 mol/LARIE. 110 cm, 556 cm, 4 cm, N5 10 cm X 6 cm X 4 cm. “EALiEFr— R 2T
BAAMLER, Gl mRPREEA. BEA. BREA. BEA. naEA. BEHgL, mEskE I Hmg/L;
WA M. RFE RER. COLA ). M. M. MR, HFE RS, =BEH . . 85, 85 JrE
FIAEL &AW, AL, mOaiaun. DUER. DUR. 2k, 8. bR, JRIHJC. 2. gEERA. gEEE.
Y B, YEEEB,. GEEB. R SRR B EIRE. Ry 2. RURIEE. B, R
Fnmol/L; 2. MEZIE. {28 FIR OSSR 4i2E 5B, Hpmol/L. FER IS AT HIR . FR. HEdR%.
B, 1R, 1 s; 22381, 2 min; 37N, 3 h; 4K, 4 d; 5, 5 wk; 6, 6 mo; MEPE €, K 8, BgyS 2 E PR 71U =
16.67 nkat, % $log, % 5huv, T2 H%, THL, REI1X 107 g¢55X107 gz MUkl mg50.5 pg, hrifish, & &y
SUdimg, KA mBUsmm. B FRACS A T IEG I SCrHh, BlndE RAS #d, H45ER8 mghl 58 mg/d. 7E—4
AN TS WAREH 14U LRIRHE, BINASRES limg/ke/d, T MY 5 limg/(kged), HLZEHERS 038 A N gE—.
PEFF WA B, EHURIX S, 10, 2 minAS &2 mins, 3 hANAE3 hs, 4 dAN 24 ds, 8 mgA4E8 mgs. 24N H, 15 d; 15
5, 15 g5 10%A48 /R Ak, 40 ¢/L FFEE; 95% Bk, 950 mL/LiEK,; 5% CO,, 50 mL/L CO,; 111 0001 JIFEE, 1 g/L
B EAR R B RIS B $36.8 pg/mg, SUh B RIS F {2 H W 5236.8 ng/g; 10%H%5HE 5560 mmol/ LY
100 /LA HE; 45 ppm = 45X 107 25,0 (K1 HE e A% (SR Rk 380) F v/min, #E3E# Fg; 290 AL A4, —
LA “kg” FR. (5 55 RIS gl KT 2008-07-28)
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Abstract

AIM: To study the effect of curcumin on
hypoxia-inducible factor-1 alpha (HIF-1a)
expression in HepG2 hepatocellular carcinoma
cells under hypoxic conditions as well as the
possible mechanism.

METHODS: HepG2 cells were treated with dif-
ferent concentrations (0, 1, 2, 5, 10 umol/L) of
curcumin under hypoxic conditions for 6 h. The
protein and mRNA levels of HIF-1o were de-

tected by Western blot and reverse transcription-
polymerase chain reation (RT-PCR) respectively.
Then HepG2 cells were treated with 0, 10 pmol/L
curcumin, or 10 pmol/L curcumin plus 10
pmol/L MG-132 under hypoxic conditions for 6
h. The protein levels of HIF-1o and vascular en-
dothelial growth factor (VEGF) were detected by
Western blot.

RESULTS: After HepG2 cells were co-incubated
with curcumin (1-10 pmol/L) for 6 h, the protein
level of HIF-1a decreased significantly as com-
pared with that in the control cells (0 umol/L
curcumin treatment ), in a dose-dependent man-
ner (F = 79.81, P < 0.01), but the mRNA level
of HIF-1a was not affected by curcumin. In the
presence of MG-132, a proteasome inhibitor, the
HIF-1a and VEGF protein levels decreased by
curcunmin was restored to the level of control
cells (F = 68.47, 83.79, both P < 0.01).

CONCLUSION: Curcumin suppresses HIF-1a
expression at post-transcriptional level in HepG2
cells under hypoxia, probably via proteasome-
dependent pathway.
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Anoxia; Hypoxia-inducible factor-1; Vascular en-
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Abstract

AIM: To investigate the effect of Genistein on
epithelial-mesenchymal transdifferentiation
(EMT) induced by transforming growth
factor-pB1 (TGF-Bl) in human pancreatic cancer
cell line Panc-1, and to explore the mechanism of
Genistein inhibiting invasion of Panc-1 cells.

METHODS: Panc-1 cells were treated with
TGF-B1 and Genistein (0, 1, 25, 50 umol/L), and
those treated with PSB served as controls. Tran-
swell chamber assay was performed to deter-
mine the invasion ability change of Panc-1 cells.
Reverse transcription-polymerase chain reaction
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(RT-PCR) was used to estimate the mRNA ex-
pression of vimentin and E-cadherin. Western
bloting assay was used to measure the protein
expression of E-cadherin. Cell structure was ob-
served by microscopy.

RESULTS: TGF-l obviously promoted EMT
and invasion abilibty of Panc-1 cells. Not only
the invasion ability but also EMT induced by
TGF-Bl were significantly inhibited by Genis-
tein in a dose-dependent manner. The number
of Panc-1 cells was larger in 0 pymol/L Genis-
tein group than that in the control group (99.16
+ 11.30 vs 65.46 £ 8.99, P < 0.05). Genistein at
concentraion of 50 pmol/L down-regulated the
mRNA expression of vimentin and up-regulated
the mRNA and protein expression of E-cadherin.
The characteristic morphology of EMT was re-
versed.

CONCLUSION: Genistein can inhibit TGF-p1-
induced invasion of Panc-1 cells remarkably,
which may be one of its anti-invasion mecha-
nisms.
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Transforming growth factor-p1; Epithelial-mesen-
chymal transdifferentiation
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Abstract

AIM: To investigate the relationship among
cyclooxygenase-2 (COX-2) polymorphisms
(COX-2-899G>C and COX-2 codon587G>A),
H pylori infection and susceptibility to gastric
cancer in high-incidence Hexi area of Gansu

Province in China.

METHODS: Blood samples were collected from
140 patients with gastric carcinoma and 125 nor-
mal persons in Hexi area of Gansu Province. Ge-
nomic DNA was extracted by phenol chloroform
method and polymorphisms of COX-2-899G>C
(G to C) and codon 587G>A(G to A) were geno-
typed by PCR-TagMan. For detection of H pylori
infection, Warhin-starry staining was used.

RESULTS: Three kinds of COX-2-899G>C geno-
types were found, including GG, GC and CC.
Their frequencies in gastric cancer patients were
72.9%, 21.4%, 5.7% and their frequencies in the
normal controls were 84.0%, 12.8%, 3.2%, respec-
tively. COX-2-899C carriers had an increased
risk of gastric carcinoma (OR = 1.956, 95% CI:
1.067-3.586). COX-2 587codonG>A included three
genotypes: G/G, G/A and A/A. Their frequen-
cies in the cancer patients were 86.4%, 11.4%, 2.2%,
and in the normal controls were 89.6%, 9.6%, 0.8%,
respectively. However, No significant differences
of COX-2 587codon G>A polymorphisms were
observed between the cancer patients and the
normal controls in each genotype. The rate of H
pylori infection was significantly higher in the
cancer patients than that in the healthy control
(68.6% vs 50.4%, P = 0.003). Stratification analysis
showed that COX-2 -899C carrier with H pylori
infection had a higher risk for gastric cancer (OR
=2.471,95% CI: 1.076-5.675).

CONCLUSION: COX-2 -899C genotype may in-
crease the susceptibility to gastric cancer in high-
incidence Hexi area of Gansu province in China.
In addition, H pylori infection and COX-2 -899C
play a synergic role in gastric cancer pathogen-
esis. However, COX-2 codon 587G>A has no
relation with gastric cancer in this area.

Key Words: Cyclooxygenase-2; H pylori; Polymor-
phism; Gastric cancer

Zhu KX, Li YM, Li X, Shi B, Zhou WC, Shan Y, Liu

T, He WT, Feng TL. Association of COX-2 genetic
polymorphisms and H pylori infection with gastric cancer
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in high-incidence Hexi area of Gansu Province in China.
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ik 2

HHE: AT COX-2-899G>C, COX-2codon
S587G>ARLR 2 5B AFRHARH R AH
WX RABEL B % B 007, Ko by 1] 5R
#AF 1 (H pylori) £ L& ABEF 69 R L, 4R
#FCOX-2 -899G>C, COX-2codon587G>A % F
% SWAEH pylori 35 B KX B &AL A
# kA,

FHix: RAPCR-TagManig 4tk 4& 0l 4
T M R AR ] R & A COX-2
-899G>C, COX-2codon 587G>Ae5 & K % &
M, JAWarhin-starry 3¢ &, 340 A BT 705 569
H pylori B 3 %

%R COX-2-899G>C% #G/G, G/C, C/C
ZHAHAAR, RREEFREEL T HNA
72.9%, 21.4%, 5.7%; &% i@ AB 5 3
#84.0%, 12.8%, 3.2%. 5G/GX, A A 481k,
COX-2-899*CHA | % i & & § & o9 W e ¥
Mm(OR = 1.956, 95% CI: 1.067-3.586). COX-2
codon587G>A = At A B A A G/G, G/A, A/A, K
R R B H T 5 R 486.4%, 11.4%, 2.2%;
B AT 5 489.6%, 9.6%, 0.8%.
COX-2codon 587G>A = AP K B A 12 F 55 204w
e e st R IR L &M £ 7. H pylori B3 &
JE B 20 A 3t BB 5 5] 4 68.6%, 50.4%, 7
AR A BEEFP = 0.003). 5 EoMrits
COX-2 -899*CH& B 4 7 % & B 0t ¥ A H pylori
B, LB F IR RGP RIGMOR = 2.471,
95% CI: 1.076-5.675).

P COX-2 -899G>CHyCE Az A H 3% K B
B SR R R TR T LR R, W
H5H pylori %33t B & 04 Kk — Z 6 W F)
YEJA; COX-2 codon 587G>AXF % Atk 54
TR R B e 5 RO &.

KEEE: FEMEE-2; EE S SN, WITEEFE;
B

Kot TR, T, OB, BXR, B8, Wk, O0FF, &
BR=. COX-2BRZHBMRHA pyloriFRSBRBESRXE MR
S XBEEvERNE. BFRENBLRE 2008; 16(21):
2364-2370
http://www.wjgnet.com/1009-3079/16/2364.asp
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P 2496 40 )7 1) 15 98 8 993 491 R130 )7 58 T 41,
RPN AT 2R w5 i A 3 % 1 98 R [ 565 3
Frt. 201 Z0804E AR LLK, Wul 1IEAT B(H pylorr)
LB IORRSZ B 2, BN B K
AR SE R R 25 AR, (EH pylori &G N
AT B T O B e, X U B R R AR
ZINRERE WA R, g e R v T veoE A
1A Ty B E By S S ] AR f . COX-2AY
S A B RORE VIR G BB, T HE S 5 2 B b
JH R AR R SRR, BEfEXTCOX-245 B
Fe BRIV ZARBIAECOX-278 B e 21 41 b 5k /K
THIESY, Y248 ILCOX-2)8 3l 1 X -899G>CAll
COX-2codon 587G>AZ &Mk 5 B L R IR IE.
A FRRITCOX-2)7 8 F[X-899G>A. COX-
2codon 587 G>AZ A1 LA H pylori & 4L 5 B ¥
e R DCH T PG X i S S IR G R

1 #RRT3E

1.1 A4 1406 B9 41 4 2007-07/2007- 1178 H
A TR T BB, HOR A g B B, HR A
SRR B B S AT B AR Y, B AR R
WA B e 0 R, 12540 50) N Ay [ It 30
TEAH X AT B B AR 1R FE AHE. W50 %3
DU, WA e SR BEAE % H RTRE R AR 152
P b, HRRSEAFEEAE DL . B 9 50 s e X
HEBEPH1L L E— R B Ll b =gk
JE BT B LA O S B A A
RNE3-5HH40 o/ L I ] . RN T o
X GAT BB 1 RS R K L2 mL(Sh
Jik 28 i) ‘5 NED TABUEEE) S TN B REA AT, I
B N-80°C UKHLARAE.

1.2 7%

1.2.1 H pylori B #xml: Fl Warhin-starry A8l
H pylori. Yt Warthin-starry 44,/ H pylori 1+
ey E RS R AR, A T R R T B R
NI R TR R T P, SRR S AR B
Aii. JoH pylorifs 5 N BHVE.

122 AR S AREESA: RAWNEN
BFK P/ S 4 A S8 L B 4IDN AL
PCR-TagMan#REl X COX-25E [K]-899G>C Hl
COX-2 codon 587G>Af fiZEK 7M. COX-2
J3 8T -899 R 104k i Fcodon587 5L (Kl fif
M TagMandR&F LI 51 Y i LG IE R
AR AR WA K. COX-2 -899G>CHI5I#
MREH I FEA W R : Primer fw: 5'-ACCCGT
GGAGCTCACATTAACTAT-3"; Primer rev:

A7 B A 5
COX-24 % #k M
BB EH G
KA BB g 6 &
£ KRR A
%z LA %
RAEEE, B,
COX-25 B &
X AT 22,
B ¥4 CO0X-2%5
R ERWGFR
%% ¥ AE£COX-2
EBEMZ P
Ak, T 2FCOX-2
B HH®R S AR
5B RA A5
ROPEN] peds
B HH®R S AR
A gk PR M B
KES AL M
PRS-V EAC S
B % &M 7 @At
KB RGH =R
AR AFIT.
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&Y et al FR
RS AR
[ BB B R % AT
9B TR A R
Jpl, SFCOX-24
B &3 F X F 2
BRARG S A
A% B BIR F BE4T
&, FAAR
255 8 RAR
AR T K Ak
ATHER. B RA
I, COX-24 R 8%
BT R e b A
RBEELEANS S
1wk, P e
F R FCOX-2%%
FKFE A&
#-1195G>A % &
5 7 & o KRR
e EdnAa .

5-ATACTGTTCTCCGTACCTTCACCC-3"; %%
P FE R GRE S TagMan#R4T: Probe(G)5'-FAM-
CCTTTCCCgCCTCTCTTTCCA-TAMRA-3';
SR FE R CH M TagMant® %l : Probe(C)5'-
TET-ACCTTTCCCcCCTCTCTTTCCAAGA-
TAMRA-3', § 3 Jy Bt 125 bp. COX-2codon
587G>AM I RIERE 117 W R : Primer fw:
5-GAGCTCATTAAAACAG TCACCATCA-3',
Primer rev: 5~ ACGTTCTTTTAGTATATGT
GGGATTG-3', A F G #ETagMan
%4t Probe(G)5'-FAM-TTCTTCCCGCTC
CgGACTAGATGA-TAMRA-3", 5473
KIAFF P TagMan#K 4 Probe(A)5'-TET-
CAAGTTCTTCCCGCTCCaGACTAGATG
-TAMRA-3', ¥ # i Bt 87 bp. COX-2 -899G>C
Flcodon 587 G>AJPCR WA 2410 uL, H
452X TagMan Master Mix(JJ HABI)5.0 pL,
Forward primer 0.45 pL(10 pmol/L), Reverse
primer 0.45 uL(10 pmol/L), TagMan FAM
probe 0.25 pL(10 umol/L), TagMan TET probe
0.25 pL(10 pmol/L), Template DNA 2.0 pL(10
mg/L), ddH,0 1.6 pL. fERoter Gene300074 %%
S PCROGHATY 1 [ v, COX-2 -899G>CH™ 14
ZH: TFURSE50°C T2 min, 95°C FiAEYE10 min,
SRIG9SCALTES s, 60°CHEME30 s, JL40MGER.
COX-2codon 587G>AY #i S 4. JFiH4E50°C T
2 min, 95°CTIAEE10 min, #RJF95°CAELO s,
60°CE 135 s, $L404MEFR. Rotor-Gene 6.1.81%%
A R DR 2SI v 1A D AP Rl ORI B 2 e
IR Bl B ALl A v e 2 v S o R A kAT
TR FERAAR, COX-2 -899G>CHlIcodon 587
G>AZp 3R — 3 AL

Bt B AT A I E R o AR BRI
53 TUAE S o 2E R ) AL o (9 o0 A 22 . BA
45 Logistic[HI A TH AN XU £ (odds ratio,
OR) }: 3:95% 1] {7 [X [i](confidence interval, CI),
PO 25k DR 284 b5 W5 0 R0 RS 1R 56 3R, O BAAE
WL MRS WAL . H pylori G FN E 9w SR i
X} AL HE U AR HEAT O3 J2 3 At . B ge it 27 43
TR FH SPSS13.0% {44,

2 BR

2.1 —fAFAE B EH A ER25-84%, T
TEURS59% ; X AL F 8 24-81%, Hh4F
WS84 . PHZEIAN IR AFWRE, 1 Joll R R AR N K B
ZE YRGS X (P>0.05), 1 B

FHIE fRRXRA BrA P

TR CEE) 58(24-81) 59(25-84) 0.539
<65% 70(56.0) 80(57.1)
=>6b% 55(44.0) 60(42.9)

M3l
B 85(68.0) 94(67.1) 0.896
4 40(32.0) 46(32.9)

IRXEERST
IS4 58(46.4) 74(52.9) 0.924
ANIRIA 67(53.6) 66(47.4)

BEZESR
= 17(13.6) 33(23.6) 0.038
7c 108(86.4) 107(76.4)

H pyloriZ&gy
B 63(50.4) 96(68.6) 0.003
R 62(49.6) 44(31.4)

S S AE i 4L A L B S T R TR
41(23.6% vs 13.6%, P = 0.038). 7+ Hmdl+,
H pyloriFfAYEF 53 A = T 0] i 41(68.6% vs
50.4%, P =0.003, %&1).

2.2 COX-2 587 codon G>AX K % A1 § &
T A S AR P 4R oA Bk COX-2codon
587G>AZ AN GG, GAFIAA 3FpAEEA
RUCEEIL), A AT IR 23 Ar A J 55 7 s JRURG: 2 1)
KA T2, GG. GAFIAA 3FhIE R AL H;
AREAE R HE AL 537 49 89.6%, 9.6%F110.8%, 1E
B AL 0 ) M 86.4%, 11.4%F12.2%. 2K 4
YL R B 2 A 75 S Hardy-weinberg Vi K
(P>0.05). LACOX-2 codon 587 GGH:HAES
I, Bl A codon 587GA B #; i codon 587 AA
L DR R PR AN A40] B8 e 1) JRURS: 1) o e o2 22
(GATH: OR = 1.234, 95% CI: 0.559-2.732; AAT:
OR =2.777,95% CI: 0.285-27.087). ¥t #57F codon
587G AR Hicodon 587 AAT &I G S5
codon 587 GGHUAALLE:, 477587 ALK AL/~
PRLEWI 2 2 AT T W 5 1R 22 3 (OR = 1.353, 95%
CI: 0.693-2.866). #E—2453 25 M1 JRAR W.COX-
2codon 587G>AL B I KU ¥ R BCH W 4t
2.3 COX-2 -899G>CA K % KM § &AM
X B8 2R P 4R oA RO A COX-2 -899G>CE
SMEALEATGG. GCRICC 3FPEEN AL (E2), 3Fk
HE DR R A3 A i 26 e H 5 T o XU B2 T OC 3R L3
3. 3FPEE GG, GCHICCHAN AR AL H i 4l
I3 A72.9%, 21.4%F5.7%, {ER IR 4350k
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Kookt F. COX-2BERZSM NH pylorBRrSBEe A X EHm i iBiX BEaExit 2367
Cycling A.FAM/Sybr - No Markers WA # & 5
0.351 Cycling A.JOE - Circles ALk #ECOX-2
0.30 587 G>A, COX-2
20.25, -899G>C # A 2
ERY RREWREA SEEA OR  95%C & 0.20 iog-'ﬁ,’% g’ f
£0.151 A A
GG 112(89.6) 121(86.4) 1.0 5 A COX-2 B
GA 12(9.6) 16(11.4) 1.234 0.559-2.732 0.10 SNP5 B % £ %
AA 1(0.8) 3(2.2) 2777 0.285-27.087 0059 roid 1::4?5)?%, Ji/%_‘»%
0'00 T T \- i i T T T T ? ;kﬁ%’ 75‘_ £ E)E]
GA+AA 13(10.4)  19(13.6) 1.353 0.693-2.866 S 10 15 20 25 30 35 40 45  wa sl s, H
GEMER 118(94.4) 129(92.1) 1.0 _ Cycle W, KSR L B
ASMEE 76660 1107.9) 1437 0540-3830 B 50| Sycling AFAI/Sybr - No Markers WESEXER
Cycling A.JOE - Circles ,
JA, W B AR A
0.154 TRy e e R F
oY s
5 PCR-TagMan i %+
£ 104 LR SNP4% & i
E RETHR, 7k
2 505 .
ERE ERYRE BSEH or 95% Cl '
GG 105(84.00 102(72.9) 1.0 reference 0.00 Threshold By
GC 16(12.8) 30(21.4) 1930 0.993-3.254 5 10 15 20 Cisl 30 35 40 45
ycle
cc 4(3.2) 8(5.7)  2.059 0.601-7.049 c Cycling AFAM/Sybr - No Markers
GC+CC 20(26.0) 38(27.1) 1.956 1.067-3.586 0.154 Cycling A.JOE - Circles
GE{ER 113(90.4) 117(83.6) 1.0 reference
CEHREE  129.6)  23(16.4) 1.714 0.737-3.988 S 0.101
o
£
7 - 20.05+
84.0%, 12.8%F13.2%. L4856 4 21 3k DK 70 43 A 4
; e 051 tThreshold
“rHardy-weinberg Vil H:(7>0.05). 5COX-2 L T e —
N 5 10 15 20 25 30 35 40 45
-899GGZl A T-FE R AL LL, HphfEH7-899 GCA% Cydle
H 1 A HT-899C CAl & 1 FE R Y I AMAE 1 98 N
B 1 COX-2 condon 587 G>ADSIHAIsIPCR-TagMan.

YR AL 2 I TG % 2% 5 (GCHY: OR =
1.930, 95% CI: 0.993-3.254; CC%!: OR = 2.059,
95% CI: 0.601-7.049). {H¥445717-899 GCHIHE Y
-899CCHIH &I 5 545417 -899G GRUAH LU A, Al
FCOX-2 -899*CHE K U R AN AL 5 Jid 41 1k 25 1
11, ORH 41.956(95% CI: 1.067-3.586).

2.4 COX-2 -899G>CAH S AR L FRX 24
MRS FAERE . Y. WIS H pylori
TR AT g 5 6 COX-2 -899G>C &5 i Kk [A]
ARUEAT N0 9 RO HRAH T gk AT 23 2 e T (R 4), I
HGCHICC 2R 8501 5 5245 B GGIELL
B g R R: AR MR W s oy Ry
AT e R W 5% 28] 356 DR 70 RS o R0 U P 20 (1] 1) 3 AT
75 5% ABTEH pylorilE 4y |2, H pylorii& 4% FH
PER] IS COX-2 -899* CHk Pl 71 frgAN A1 15 i
ZH B S e T R 41(29.2% vs 14.3%), H pylori &
BeJFCOX-2 -899*CHE PRI 1y # AH X T-COX-2
-899G G5y 7 18 B I RS 19 2.4 7 6% (OR =
2471, 95% CI: 1.076-5.675); 75 B AT & Ji 5 sl
I NEET, #EATCOX-2 -899*CHE A Y A A i
T e O XU 45 71TCOX-2 -899G GHEIRI 2 113,81
f%(OR = 3.810, 95% CI: 1.110-1.307).

www. wjgnet.com

A: COX—2codon 587G>A(GG}ﬂ)§ B: COX—-2codon
587G>A(GAMY); C: COX—2codon 587G>A(AAMY).

3 e

B AR . PR B DN 3 A R R L
[FVEH, Z BB, 20 BRI AT I T A 0 2% 1
. fMRAT A S RN, B FEEE
e FEMEL EESY RS &g
PEHE P AR G RE Y], 2 ' i gk sk
SR LA BTG B g e B 1R /R L AR T I A
Sk B i B Fr e R A T IR AR, g
TEH, HEEIET RN N EERIFAE, H
Lo X EL R BT Bk, AT E R
A (R AIT 0 TR R T e B AR RN s A TR R E
H pyloril& G & B9 R A 10 3= B A i &0
AWEFE S HOR I P X B 2H pylori & 44 /H
PEZ N 68.6%, 1w 10 fA11#150.4%, H pyloril
Yoo FE R g 10 XU B 2. 1548, 5 LI
T-H pylori5 ¥ K R MIMetad) B 45 B Wor 1)
H pylori5 898 RORM— AL 2-4 2 [AI ¥ 45 18
A2 KA pylorilEGe [FRELE P HB X
(10 A e o T A .
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;f‘ﬁg%\é@ © AL A (cyclooxygenase, COX) At E 0_357852::23 AFAM/Sybr - No Markers

Rk VUIRIR G RCHT A IR R R v ) OB PR . H 0.301

Ei’éﬁf;?g A, CVAICOX A DA A Bl b 44, &5 4 1Y ggzz

COX-2 587 G>A, COX-1MIEFHCOX-2. COX-1MCOX-24E45 ¢ |

Samirms HEA60%LL LML, JF LA MBNEE 2010

X EBEE P COX-URIER%MEN, HmRNARIEAA 005

AT AN, BTG O T, cf?: T

it. H pylori B %
5 R Bk R E
AR H pylori B
FRHAEES
AR TH®BEXF
B EME TR

(1165 1, HERFRLAR D E S AR BT e, Wiy
FHMBE L L A R4 s A /0N B P R A
MCOX-22& M 2M, 7EIEHIRES T REZH
HPARKIL, BAESIER . SO gL
(Uv-sre~ ras)P=WERIAER TiSRIA. K
HIF AR I COX-27E L Fh Mg 4 2P Rk
ik, 5HESEHEL RGN LRE. REMEE
B 2 1) LA B AH DG, (HE Py 6 COX-23E
N 22 200 5 B ¢ R BT ST AoE A0 WL FRATTN
COX-2%:[K-899 bp G>CAHI04k 5875 ¥
G>AZ A E S 98 v X H R VT DG 1 DX R 9
KRBT T BATHIF L R LW COX-
2codon 587G>AZ &ML HR I 75 Hh X 9 1
RATCHT R IAR G #5547 COX-2 -899*CHL A
RS TE 9 9 41 0A S v 10 AL ATE, 2R
COX-2 -899*CIHLK A LLCOX-2 -899G Gk [ 714
Xf i BB S, TEAR R RS T #5417 COX-2
-899* CHE PRI 11 AN i 7 et XU 189 . [,
TR 7R -899*CEE N S H pylori &4k B
A FEAVER, #EHFCOX-2 -899*CHEN 2 45 K
WIZ JIH pyloriffig ks, oM vk i) B 5 vk
Pdg ] B2 B 2 Ak oA B AR, #EHTCOX-2
-8997*C K DA 20 1 /44K 75 i 2 S 184 o g D 1R
AN RE R B, 7] BEL5-899G>C LM C O X-2 1 5%
TEEAT G, B B R £ COX-2 3L K1
PRI AR M 0 BN, 5 COX-23L M 4
SIS AT ORI A B 1 X AT AL TATA AL
H LA CCAATH % T /7 5. AP-2. NF-
kB. IL-6. SP-1. EST-1LL & CRE%: £ M4
F e, mIgs & AR NI s A R, AT S 3
K COX-23 P 3L /KT (f 4512, i SP1
—ANO-FEIEAL W SRR R, R B SR
YT R, AR 104 R 1 K ) [ 95 471
5'-GGGGCGGGGC-3', Bfthil it — /N & 5 Gt
fEAnGCE)mA/EH"". COX-2 -899 bpfi T
BRI F SP-145 471 WYY, B sty o 13
(125 SR R 98 TC A 2 (R AT 55 i R B R IR R
%, COX-2 -899G>C 1) 2 A& PE AR s m) T #4 5%

Cycling A.FAM/Sybr - No Markers
0.20- Cycling A.JOE - Circles

0.15+

Norm Fluoro
o
=
o
Il

0.054

0.00 Hpreshold
1

Cycling A.FAM/Sybr - No Markers
0.10- Cycling A.JOE - Circles

Threshold

0.054

Norm Fluoro

0.00

oo on P ad
1 T 1 1 T T T T

T
5 10 15 20 25 30 35 40 45
Cycle

2 COX-2 -899G>CRSMMIRPCR-TagMan. A:
COX~-2 —899G>C(GGH); B: COX—2 —899G>C(GCH); C:
COX—2 —899G>C(CCHY).

A TCHEZ e T 2K, TS COX-2 1) %
SRR AR, e T A1 Mg PRI S A 4
COX-2 -899CHEA7 H PR 1) 36 4 M\ Ay 41 it
[ XU 388 S Konheim er a/' " E#FZLCOX-2 5
2TRUHE PRSI 1) S PRI, R 5 -899G G AH
Lt, #5737 COX-2 -899C CAlify 1~ Ik R R IR EN 55 22
N2 BHE R R R0 258 0 T 30%.

W Z R SEH pylori&4e 5155 COX-2/
FERAT WL HIAH OGN, YEH pylori B (1) E R
COX-2 mRNAFIE (1315 I B3I, H pylori
e/ ER 7S i v R R SO PR C A (1 e e
WINF-xB. IL-63 4k J5 1] 455 COX-2 L R AH
I3 B X [ e s oo, R 1 COX-27E
P IVE . ST HE B BRAVERH pylori& Yt
COX-2 -899G>CHI 9 ¢ R I A HH, HIL A
PRTIHLEIANE 2.

TEA% DR 20T g O IR L B R AR T
[Fi) B[] Jf 1 R T SR SR L S SR iX — i,
P R AR R SR SR AR I W B 2 (R 22— L )
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Kot . COX—2BERZM RH pylonB RS SiEa kX H R Ui X SiEaEx= It 2369
W@ 5
AR & A,

bay=2<l] Lo S M OR 95% Cl
G/G CiERE GG CifEmE
e
<65% 59 11 61 19 1.671 0.733-3.810
=>65% 46 9 41 19 2.369 0.965-5.813
el
S 75 10 73 21 2.518 0.951-4.894
58 30 10 29 17 1.759 0.629-4.471
IRXRUR S
A 50 8 54 20 2.315 0.936-5.726
ARIA 55 12 48 18 1.719 0.752-3.929
BREIEE
S 10 7 9 24 3.810 1.110-1.307
7o 95 13 93 14 1.100 0.491-2.466
H pylor%Zx
B 54 9 68 28 2.471 1.076-5.675
B 51 11 34 10 1.364 0.522-3.562
E]’]Hitﬁﬂ?[](jz)ufﬁj'u’ﬁﬁﬁ R. Correlation of COX-2 and K-ras expression to
E Tﬁ 5’%‘?'1 E] V‘J ’ ﬁ@ HE T E,EEJ' Fu:l; _'%J_ 7/% El"J ] % clinical outcome in gastric cancer. Acta Oncol 2006;

o T H RT3 X S e R A ) —

RIX, AZHX R HH 2 4 7.79% . AR AL
%%’ﬁ%?&llzﬁﬂ?‘iﬂ@imlz i A T
X, IR [R) B 4% o A8 P ) AH 3T P A
MNAEXS I, BAT WS ) DX I AL S . B

R, AT BRI, A K48
A D ERE Y KFEARAL.
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Abstract

AIM: To explore the expression of CASP9
in colon cancer, and single nucleotide
polymorphism (SNP) distribution of CASP9 gene
in colon cancer patients and normal individuals.

METHODS: Reverse transcription-polymerase
chain reaction (RT-PCR) was used to detect the
expression of CASP9 gene in 170 colon cancer
patients and their corresponding normal colon
tissues. We analyzed the genotype of rs1052576
in CASP9 gene in 170 colon cancer patients and
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100 normal people by PCR-restriction fragment
length polymorphism (PCR-RFLP). The SNP
genotype frequency and allele frequency in
patients and normal controls were analyzed by
legally constituted authority statistical method.

RESULTS: In comparision with that in normal
colon tissues, CASP9 gene expression was obvi-
ously down-regulated in 47% (80/170) colon
cancer tissues (P < 0.05). The genotype and al-
lele frequencies of rs1052576 located at exon 5 of
CASP9 gene had significant difference between
the two groups, and the G allele frequency in
colon cancer patients was higher than that in the
healthy controls (y° = 9.99, P = 0.001). The gene-
type frequency of rs1052576 in cancer patients
was associated with the histological differentia-
tion (5° = 15.8, P = 0.003).

CONCLUSION: CASP9 gene expression is
down-regulated in colon cancer, and the G allele
of rs1052576 in CASP9 gene is associated with
the carcinogenesis of colon cancer.

Key Words: Colon Cancer; CASP9 gene; Single nu-
cleotide polymorphism; Polymerase chain reaction
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Abstract

AIM: To explore the influence of baicalein
on the apoptosis of colonic LoVo cell line
with deficiency of hMSH2 gene as well as its
mechnism.

METHODS: LoVo cells were treated baicalein (40
mg baicalein+19.8 mL isotonic+100 pL HCI+100
pL NaOH), aspirin (1.8 g aspirin+2 mL methyl
cyanide+4 mL NaOH+2 mL HCl) and 1 g/L
methyl cyanide (control group). In vitro cell cul-
ture technique and TUNEL method were used

to measure the apoptosis rate of LoVo cells.
Polymerase chain reaction-single-strand confor-
mation polymorphism and denaturing gel elec-
trophoresis were employed to detect the status
of microsatellite markers BAT-25 and D25123.

RESULTS: Baicalein and aspirin had obvious
inhibitory effect on LoVo cells, and the apopto-
sis rate of LoVo cells was higher than that in the
control group at each time point (P = 0.0000).
Baicalein was superior to aspirin in inducing
apoptosis of LoVo cells at 96 h and 1 wk (93.33%
vs 44.23%, 63.29% vs 23.20%; both P = 0.0000).
The effect of baicalein reached the peak at 96 h,
not in a time-dependent manner. Microsatellite
status in BAT-25 and D25123 were not affected
by baicalein or aspirin.

CONCLUSION: Baicalein can induce apoptosis
of colonic LoVo cells with deficiency of hMSH2
gene in vitro, without affecting the microsatellite
status of BAT-25 and D25123.

Key Words: Baicalein; Apoptosis; Mcrosatellite in-
stability; Polymerase chain reaction-single-strand
conformation polymorphism
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fik B
BH: Rt F 235 FLoVota i A — 89 4E A
B A

Tk B3R AH40 mgis T19.8 mLA R &K
+100 pL HCI+100 pL NaOH, FTA7E4k1.8 gix
T2 mL Z#+4 mL NaOH+2 mL HCL, 47 4 22
LoVoZaft,, 1 g/L TG R A 3T IR, RIAIKINIE
FBEAR. TUNELZWL R sl o= &, T
Jig o, A T E AR EBAT-25. D2S1233K L.

LER: R A0 T A K AR 485 S Lo Vom it
BT, AT A B 2 B it R £ R A
2 EZ (P = 0.0000); 3% %3232 Lo Vodm e
855 TAE R A B 3% T 8] IE4k, 24 hil
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FH 2 EFEN(93.33% vs 44.23%, 63.29% vs
23.20%, ¥#P = 0.0000), HAF A &} 18] ££96 hik 2]
2, R R ZARH K R B AT A T
¥ R HraLoVom ILHIBAT-25. D2S123#
T ERKRE.

G AR A EIREFLoVosm A T8
YR, 123 LoVo2a ALt BAT-25. D2S123/#% T
ERERZw, LiFFLoVorm LA = 7T a2
At e E R Rz,

X BEE; AT, MEERRE, RAEHER
N - BBEM 5 % A5

2R, X, B8R, TRE, WFES. SSEWERBEER
TR LoVoZBiRaVIHIEFR R ENH]. BRENBHLZE 2008;
16(21): 2376-2380
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0 31
AR AR B R 45 H W (hereditary
nonpolyposis colorectal cancer, HNPCC) 24 it f&
32 5L [F (mismatch repair, MMR)ZE25 5 £U1) & e
AR B ALVEN, 2 b7 45 E W ) 5%-15%,
SR FEA90%!". MMRRAESRA, BEARE N
B ARIAEH I, DNAS HIE RN, 74
R AFE (merosatellite instability, MSI)ifij & E
25 dE. MSTIEHNPCC A TR AUEEAE, 90%LA
FIHNPCCRIUAMST?. HATHHNPCCILAE
TBIT D IR TT 25, BESERWIHNPC
X LAS-FUK F 147 7 S HATHE TR R, 3R
AR BIT A 25938 0 A A AL P I (C O X) Rk IA
Bl BRAR 45 1 s R A R L, A e R T 45 1
o A T — e gt WEo R e, T A R
gy pe s, gt nE S AT R BARS AT R i)
(RIS, At 22 8424 g 40 i 1 5>
AT S I B TR O S S D 2k
(1) 45 W Lo Vot L (B L 18 52 HE IhMSH2 1 2R,
PRUT 2551 15 3 i TGS 52 ik DAL ik 2k &5 M i s
Lo Vo2l i i T2 A K L0 sk 1A 7 31 1 5E
Sy R 2 T A6 HNPCC g & 5156 A 4.

1 RIFTSE

1.1 AH B4 B b B 25050 . BTG
1B 52 L M S H2 i 2K 1A 465 1 IR L o Vo 2 JL bk
W R AT F1285 975 (Gibeo )
HRAR), B4 MECEMN A TEAGRA
7]); In Situ Cell Death Detection Kit, POD(_t-if
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Y TR B2 A]); Premix Taq(TaKaRa Bio
HAKE A S ab); SRR, PImIEERG . XA 15t
. TEMED. JR%. WUHiRIZSigmaddy T
FEARA ), TCARBKIRE . THIRE . R =3
JE = AT Al AR G| YBat-25, D2S123
FHEABIEDA A F G (5197 41D2S123:
35'-AAACAGGATGCCTGCCTTTA-3', Fiif
5-GGACTTTCCACCTATGG GAC-3'; Bat-25:
_E3#5-TCGCCTCCAAGAATGTA AGT-3', Filf
. oERTAES. BIE 2B, ABI9700PCR
30 T E KA.

12 7%

1.2.1 2hm a2 WA 1740 mgiF 1719.8 mL/E
Hh/K+100 pL HCI(1 mol/L)+100 pL NaOH(1
mol/L), gk, TR 20 pg/mL. FiT
VEHR1.8 g T2 mLASE( g/L)y+ 4 mL NaOH(1
mol/L)+2 mL HCI(1 mol/L), i IR B, 4 F e /&
432.5 mmol/L 1 g/L £k % .

1.2.2 #afa3E R BAE A AL 22 Lo Vol i LIF 125
FR3E, 200 mL/LAGZF1iE, 37°C, 50 mL/L CO,
i, WS X104/ LAl fl-F6fLABUIE -, 24 his
g, 45148 h, 96 h, 1 wkitEE41i, KL
B[ . HXS X 10°AS/LA b+ 40 i Py, 24 h
Jangs, 350148 h, 96 h, 1 wk2.5 g/LBiE
M -EDTAVH AL WAL 40 i, FH Pty P B STE2IX,
20 CURA7£H.

1.2.3 TUNEL% 4 28 ie 8 o B3R AR [E] i
6] PR 40, B BRE TG 1 11140 @/L 22 58 W -PB S
(0.01 mol/L, pH7.4)% 3 F [ 530 min, TBSHEVS;
20 mL/L H,0,- A =i ¥ 530 min, TBSYEV;
WIEMVKA2 min, TBSIESS; IATUNELES
W, 37 CUR S E 2 h, TBSUERS; MR,
37°CI AN CE 30 min, TBSYER; )i LIDAB
B, TR G IR . T E AT T,
2% 4% Ay e £ ) 240 R A YR T . B AL 5 A LA
ok UL O = R R Tl S R e I R
bR IC R AL

1.2.4 $4% % M54 (PCR-SSCP) %0 4 it
MSI: K 19974 45 H i L EDNAAE
5E [ B 1 2% WU 72 (19 5N MS TR IS v 17
BAT-25. D2S123/E #5147, 5141751k
HNCBIZE[H £(D2S123 Forward: 5-AAACAG
GATGCCTGCCTTTA-3' Reverse: 5'-GGACTTT
CCACCTATGGGAC-3"; Bat-25 Forward: 5'-TCG

HNPC- C%# %
B AS-FU 24 &
RRE AT PR B
4+ 2 HNPCC It 9%
B JF M8 E R AL
B, FRAES R
Fats EMMR & B
o B R IR 09 A Rk
% 4 sFHNPCC &
EBRAEETH
0 TR e s 7 B
HEEZ L
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DI RN = ,'r__"'_"-'-'. - '»;i: ] g "“" - ;:I':- _‘-q“i : - ‘_- . 3 ;L- i AP L
%ﬂ—ylzﬁli#;%% %% - .:".: bt - b ‘i-: y g ﬂr:___.: - o .., - g, "'.-"-' . = =
MMRAB#MEG 1 "te Yle e S S et A @Y .
Rk, BRMTE " gh a0 Tt T YL te e, o R sy ol
FAERE IR o PPy o Sae Y ey BER D e
R Lakan ITT pe® oo g T B HIGAEUS BRSO Wx L Va e
Yy S SR LI SR DA R ot S % T
%/ﬁ‘ﬁkﬁ;é;"(q’ ,_r:....: .'I-‘ :,; _‘.1 -ql..r:_ : N d"-. - =8 4 & 2 . - - .

&% S A S aF ;a-.l " . :' ‘:-1_' '.:: W = Loy -..:‘:' - o ; M ok =
W}f/ﬁk%#ﬁé/}ﬁ? ' H‘-: % 1 . - H : - : - -:- LE-: 1- :& = F - L] i «F . : =

R, $ABR AN - dt Mo SN LB bl T B M e (i, ot AR ST S G
35 AL A A7 R

M. ASIRAE B 1 96 SR EMFESLoVOMIBT ARSI A: 175 B: [/ =TT

it 9 4w R e VR ).

ax’:| 48 h 96 h 1wk

=R 42.24° 93.33° 63.29°
TENWIRA 5.30 7.33 7.64
FOTEFUTHR 29.19 44.23 23.20
hE 12.73 10.13 12.82

x’=3.15,°P=0.075; y* = 563.83, "P = 0.0000; 5’ = 31.13, °P =
0.0000 vs PIJULHA.

CCTCCAAGAATGTAAGT-3' Reverse: 5-TCTG
CATTTTAACTATGGCTC-3"), Hi£HABIAY)
A PR A A B B IR AN [ I (A1 5500 40 P, 4
DNAFHE IR & U0 P 4i i B N 41DNA. 7
/LBl s kA MRl 32 7~ 1. PCRIV AR 5220
uL, BEHDNA 1 L, L FU514%2 ul, &7
H,0 5 pL, Premix Taq 10 pL. PCRY" 1 W 7
K 95 CTHASNELS min, 94°CAETE40 s, 56°CIE Kk
1 min, 72°C ZE{#140 s, FL30MIFER, 72°C 78 43 SEAH
3 min, =44 °C A7, B0 pL PCRY ™18 7=4195°C
S min, ICE TUKE; A0 pLEER EF
ZEITH(950 g/LZ% 5+ L%, 20 mmol/L EDTA
pHS.0, 50 mg/L¥RMY =%, 50 mg/L— HKT), BT
80 g/LARMEIR Nt Hh250 VIE K K6 h)g,

H AT AR A [5] - 1 5 X TR H vk 45 2R, G &

MR WD BT EANIE], I M STEL
Bt AR SR AISPSS13.045 A E S

LA T N ESL /PN 1P gse i SR e ol

2 BR

2.1 RE 253 LoVosmfey B =35 4 #o. i
WrC AKX 25 B L o Vo2l 34376 W1 2 ()15 S 11
PEFH, e G ok 4 €00 11 240 . 52 70 f 3 1 4

TEAFUCR (B, SXTRAAEL, 2 BT
MAE SR T E R gk 2 A B R X
(P = 0.0000). PHYEZH M TR EALA [ 1 294
M AELER K 22 57, B80T 45 L o Vot i 1) 75
S TAE B A TR R UUAK, 24 Wi Givh
ZRTE X (42.24% vs 29.19%, P = 0.075), 96 h
AT wki P9 G0 v 2% 72 S5 B35 R (93.33%
vs 44.23%, P = 0.0000; 63.29% vs 23.20%, P =
0.0000), H:AF IS A AE96 hik #7055 i A A
FEBOCREED.

2.2 HAEI L5 Lo Vo MM ST £.D2S123
BAT-25k 25 69 % vfy S5-I (017 £ A 40 PR e T2 22
f7 25 D2S123. BAT-25[PCRY = 44515 g/L
TR B ARSI, &5 S S RP CRY 1 (1&12).
PCR-SSCPAI I 25 3 7R, Lo Vol iR I MSI,
{EROPEEAE I o SN I NI NS 5 TR i S P 3
AR ek b BB AT E AR, R 25T T
JEMSEIRZS LA (E3).

3 19
HNPCCJ— i Je toph AR IS TR0, 20
G HLIREIR5%-15%, JLAM 244 90% . HNPCC
(35 2 LR EMMR 1 5848 . 5 A8 2 3 R 7
DN AT il b T v 7K S I ) B 17 4 REDN AT
R S, DRI SRR R S PR e . —
FAZIE R R AR R, IS R A 3R IE T R
ANFIE B PR A, DNASBIE RN, D
SN R T B4 W g B T At i A1 I 8 1) &
A, EALH L S5 B R AR 5 — Mg AE. MST
JEHNP CCIHIR 1) — AN E R AE, 90% LA E 1
HNPCCZ 2 1 IR FATMSIRFAE, 15%80K
P IR I A MST?

H TR M S 145 B g A0 22 06 7 /A 280
RIT 20, 2090 R M S 145 . il g xof LA
5-FUK F 147 7 S HATHSUE RS Corleto
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2 IRRSFEERXAMPCR
Y8, A: D2S123; B:
BAT-25.

10 11 12 13 14 15 16 17

R 6 bl a d et bl &l id [ b 5

et al""WF9T T 2256HNPCC, 10.2%[F) &5 54K
RSN 45 H e, Wagner ef al'"™ AN ETF
AU T IR R 45 I G, 45% 0 BE TR 104
W T IROR A 2 . 3SR T MRS THNPCCA
B2 R TR RHNPC CIA R, AR SR
PUR Z5EFA PTG AV IT A H A3 2012 1 74K
A, H 32 W I I COX-24% I T A4 T T EAP
S VRN 5 s (0 . ST S SR R A
WA BRI —, BIERE. ik, #
JHL PR RN EEAE R, HAT R AR PR
R /R0 T 1 NN B R A ) S O = STk S
KWL 2] DL a0 i T $0 R
A, A TR S TR IR A . ARSI
&5 B0 7 B T AN ] ] UMK S R 8 5 2 A B
SEAEPIhM SH2 R K [ 25 Lo Vo2l I T, 1550
WY 2 (A7 AE B35 25 (P = 0.0000). {E48 hiif,
AL BT UCART 3 45 L o Vodll u i /B HI T
WEZER, 906 hfll wkifgiit 2270 BE=
X, A HLRAL TR LR = 0.0000), HARH
B [E] 7696 hik £ mylée, SR A 2K OCR. H
A OC T35 5175 3 B 40 PR 0 1 (R AL v AN B A
Matsuzaki A A 5 %5175 S g 4 0 T K L
S RANHIDNA S G HED  h 205 A7 K.
Chenn et al' 58 R L5 g LR (2 U8 13 1R
BAX, FH T30 Kl bel-21M 175 5 41 i 7.
Riischoff er al'" W57 K I170% HNPCC4:
PP COX- 22 ARRIA, N AR Rt R 2y
HA M I COX-2i& 12K 1% FHCT11641 i
(hMLHIGK)FILo Vol Ui T, FmFsias 1w
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IR R AT A I rh i DA AR S R R, R
KA 2%, Goel er al' ZEHCT-11641 U
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RPUIX3VRAH Mo A2 48 hAN72 hin LUK A8 T, 1 HL.
3FEAN U AYRMLHL. hPSM2. hMSH6fThMSH2
FERI R IE TR . ANHE R I B 50 B i
16 53 FE I InM SH245 2k Lo Vo 4 it A7 45 58 R e 4 1
YEH, {HPCR-SSCPA I 2414 FH (1) A [5] 1N 8] 437
HM D EFREBAT-25. D2S123, 44417 R KA
A%, FEA U5 Lo Vodll i i 1= ] Rl i HeAth gk
1. ARSI R F M S TR A7 b, 254
BN [, AGH U 7 V2 Uk 55, &5 SR mT Re A7 A0 %
ZE. ARy TN FH SO0 2 B AR O B S N VLR
&5 B e il DR ANEE € BB 45 R 0= HERf
PERUEURE W 2 T SSCPI!®. IR, AT
BB K YE IR . 3 KR MS TR A7 2
RIASE WU A 5 R DR A 1 o ) e, i
AR AR R AN U 25 AEM S U 8 T B AV
ST B

BE X AR HLEIAE 2 1 AT AT 2 T T
CLRCA A N RVE I ek, - #6 HARE eEvh g7
FIFH S M S 145 B i (A 38006 97 2 x i v 45
Bk B A R A HEE R L. AR BN
B A ) 5 R 18 B R R i 2 1 45 i
JeLo Vot M T H, 1 PR BB W) T AR i,
XFHAE FHBLEIR AT A R T IR 259536
HNPCCIIJ& 1) ik 4.

4  SEEER
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iR EE
AR BT EE
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B ds AR
EX RN E
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Abstract

Tumor hypoxia is a characteristic in many
solid tumors. It has been demonstrated that
hypoxia in gastric cancer could promote tumor
microvessels angiogenesis, affect tumor cell
apoptosis, regulate cell cycle, decrease the
therapeutic efficacy of radiotherapy, surgery
and some forms of chemotherapy, and promote
tumor invasion and metastasis. Using oxygen
electrodes, radiological and nuclear medical
imaging techniques we could assess the tumor
oxygenation status. The use of hyperbaric
oxygen, carbogen and ARCON and hypoxic
cell radiosensitisers can improve the efficacy
of radiation and chemotherapy. Hypoxia
environment indicates several new methods to
treat gastric cancer, and the exogenous markers
of tumor hypoxia, HIF-1 inhibitor, and HIF-1
gene therapy will be the focus in the future.

Key Words: Hypoxia; Gastric cancer; Radiotherapy;
Chemotherapy
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Abstract

Peutz-Jeghers syndrome (PJS) is an autosomal
dominant inherited disease, which is caused by
inactivating germline mutations in LKB1/STK11
and characterized by mucocutaneous pigmenta-
tion, multiple gastrointestinal hamartomatous
polyps and family history. Life-threatening
complications include intestinal obstruction, an
increasing risk for developing gastrointestinal
malignancies and extraintestinal cancers. PJS
more frequently happens to teenagers. Besides
susceptibility to malignant cancer, it was charac-
terized by complications associated with polyps,
repeated hospitalizations and operations, as well
as a high cost of medical cost, which especially
brings harm to one-child family in China. This
paper focuses on the diagnoses and treatments
in PJS, such as clinical use of double-balloon
enteroscopy and open surgery combined with
intraoperative endoscopy. Also, COX-2 inhibi-
tors and rapamycin for chemoprevention are
introduced.

Key Words: Peutz-Jeghers syndrome; Tumor; Ther-
apy; Dignosis
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Abstract

The pathogenesis of inflammatory bowel
disease (IBD), including ulcerative and Crohn’
s disease, is still not entirely clarified till today,
and it is probably associated with tumor
necrosis factor (TNF), which is influenced by its
polymorphisms. The allele frequency, genotype
frequency and carrier frequency of TNF affect
the susceptibility and clinical manifestation
of IBD, presenting differences in ethnics and
regions, and produce significant effect on the
development and prognosis of disease.
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necrosis factor; Gene polymorphism
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TNF = 2l 3G A I R MR 40 ™= A=, A8 908 3%
R IEE AR, W5 SIL-1. IL-651 21
RN ER A ZRIE, & 2EPE M (inflammatory
bowel disease, IBD) /& i [ B 40 BT A -7, /15
J 3 I 5 1 G 9% I N, IBD B FOAARM . KA
KA A TNFREE TR N, nl g2 LR
ZATERW T TNFI .

1 TNF

MY AN ML RIEARN 731 SR (R AN 7] 3 Dy o R AN B 2R
(LT), 7357 FE i (0 SAe/ LG 4 1, Tk B2 4
A, PIRSAERE DR (50 1 S # AR )7 D fig
EHEATVFZ HLZAL, Z94728% A KL ¥ 51 7]
PRNE, A AR 24k, AL AR & LU, i
YRR R B R FEAE . TNF-aky PR 7, filk
HH VL AR AT A L R A A, 19T A R A0 2R
B 435 R, (A HA 0 i DX T, T 1
LA W6, 3 K OEJE B S, A A B 4,
A AN R T 15 R KR, AR 251 IRk
JE, (AL, MRS A R AR B, $
M T, b A R SR KR, s 24141
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D]~ (1 30 i A4 T o ) 0 ) T 35 s 3 37
F- 1A it 3 B LA AL T s R, T ek
AR 3 S A R B PR B AR, R st /N A
W7, B A =mAA A, B8 —AhEs
il A K — SR S R A 7, BN b
P, TNF-BEE S 5 RRE RN, RIERENR T
FH A 35 1 15 4

2 INFERZEIH
TNFXRRAL T3 65 3tk b, /77 TTHLA-B |
S HLA-DR I 427 [A] M H CRIE K X ™, 3
TNF-a 5 TNF-B, W BAFAEG/AZ SN, AR
G, SIERHITENDIENco T WAL RUFIER S,
R AL TR P A REdiNco T HIIED)
Wr, TNF-okE K3 s 4R 47 3 E3iF308(-308),
GAFAE I FEFRTNF L(TNF-aul/1), ARAR I FE A
HTNF2(TNF-02/2), TNF-BHE K 7E 5 s dh 47
AU IE252(+252), GAEALE I BEKIFRTNFB-1(TNF-
BB1/B1), AEAUIIFE N FRTNFB-2(TNF-BB2/B2).
TNFXE PR G AL IR 2 A (SNP)FIT LE £
A%, SNPHTNF-oJE K £ 45: -308, -376, -380,
24452381 1G—~ARA; +695+70/G—~C5
A%; -863MC—~ASAR; -10315-856[1T—C5%
%5 -1030, -8575-8501f1C—~T5E4A%; -574, -375,
-307, -243, -237(A—>GRAZ; 862 A—~CHAZ,
TNF-BAEH 2 B EHES HER B X 1) — A2 &
FRIERZIER PEX 10— AN EcoR T (1 FRIME A B
KL AN G5 T A L4 TNFa, TNFD,
TNFc. TNFAFITNFes il &4713 7. 2. 6F13
FRAEAT JE DN, n] 77 A2 3276 R AN [A] 45 44, TNFak
CATH T, JaaM ACTEE P, B —Fhid
PR ZEALTLT-PEER T _LiF, A TG/CAXNALFT
fR 52, il DR SR LR 5 N EMHC T R T4
R AEAE R AN AT, ELAH FL 5.

3 INFEREZIESIBD
IBD'TNFA2 H IR 2 & VE %, CDAEHTNE2
MILT-a-2 (0 A5 AR 5 TNF-a i 77 A2 /56, UC
HETNFAMAS A S5 TNF-ofik £k A0 0 445
TNF-a-308AMCDH #H TNF-olfil i ¥ & B 3%
BT TNF-a-308GH#577 &%, TNF-aZ &M S
CARDI54i & 5 A B TNF-af% 57K ¥, 5%
Wy L BERE — ik(muramyl dipeptide, MDP)i# &
TNF-aff) =20,

3.1 TNFA R A & fe 545 K R4 & 5 IBD#Y AR
Kot KR A B EE SOV RN R ABIME  BER 2 3
PEFLAR T, UCHE TNF--3085E [A 7 47 %
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15.5%, %3 T 1R N LD B 4.(4.1%), 1T
TECDHEIJG e 25 22 e, TNF-B+25255 K 24 it
WA R L E R X, ZH S
SR AEUC S CD i A] WL AR S 1Y, d ik
XT6/NTNFAE DR 22 25 Pk A4S, I TNF-a-308A
HUCHEUIAHR, S HEBSEEUCT h14.6%,
{e e 48.9%, PIE 40.02, M TNF-a-857TTC &2
22 VYL £54 Cucchiara ef al' RS, A
TNF-a2 FITNF1/2/EUC & HFIHAN L R bR &
YU EEH S LR RE R A, W CDEk
#HTNF-a 5'5if1-1031T/C, -863C/A, -857C/T,
-308G/AI-238G/AHI 4T, HAsFh 5 CDIE !,
W9 &M PTUC 5 CDITNFE LRITNF24) 51 55 %t
ML LR AL, P>0.05, N R 7 RORS B R 1A R 56,
TN F-ou ff 358 DR 154 4551 6 T 455 o7 6 DR 4 5 1 5 41
i gt 2w XM, Bk ETNF-odE R £ 2
PESIBDICAHIGE, vl RES HAHAR I LAbEE R
IBDAFAE R IAE.

3.2 AR S AWML RR Y R S5 R
R DRI 230 4 22 55 s oy I PR AH OG, UC
TNF-o-308 [1t 5 [A] 20 53 23 0 45 37 5 DR 4 4 B
Bom TR, RS UCH EMEA O, ARBE
et al®, ¥t et al”, Cucchiara et al""HIW5E L
FriX—4hit, A iiE 5 A or &, BUREY
et al™, Zipperlen et al'”, 37 et al"fFIWF5Y
AL AFTNF-0-308 SIBD R A 5. HATAA,
TNF-a-308 5L RIS EAEUCH FH i, A AN 4%
K TL I Ay A2 0 1) S SR TR, A2 U C )
SRR BB AL bR G, T Re  Ah B
DRI B, ] e o B () At DR R 4 Y B
A G MR E . — A A TNF-a-C857TA
P A FE TR 5 95993 B A O TEA K, WA er al®
SR, AR RAEUCT 117.3%, fiFidl
H12.2%, Wi 2ZERTHE I FR X, PR
R K HLUCELC DAY TNF-857 5k DAl 485 717 4 F1 4%
v 35 DRI 15 4t R4 AR B A W S AR [R) 22 A,
F W TNF-0-C857T 5 UCHICD R IR TG ik 5 FK B,
MAE A 25 IRIECD 4 TNF-857%5 {7 F& 4]
BN . WRIETHF SF153E K ARFh 5 H AR
B INR NBFIIIBDAT 5y &Y, 2 HT TNFSF15 5
88 PR R s B Pk L A, F PR AR R S UC
BLCDIEIK, fRY M SA AT AR AN A e 20
mTFUCHICDEF, I HTNFSF15EIBDIT %)
LN,

33 AH % AMH5IBDIsAEI R EWTNF
SR 2 4 PE HIBDI IR AR R I A ZE D), 1A 2

AT B A 5

B A7 A 7 09 38
2% F FTTNF
AR AEARER
MR E . B ik
R T REAE X
JmE L R A
%, BE AN
%R B IER SR
BB FF R

mi £ E

TNF mAbi& 57 £
JE P B R 0 IF 3
RiER—, 55X
B % ABHE, 4o
Ozeki et al?y il
TNF-q, -8574% %
HEFHrRER
L
R, R TS L
AL S B

A%
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A2 A B
ME. ABE AR
ERILALFE
X — A E TG
HTNFARE % &5
MAE K IR D R
09 i JAm B B Fe
Y& & RGEAC
AR A EF RS
X 35,09 £ 7.

KA 52 B TNFEEE 2 38 PE 5300, TNF-a-308
MITNF-B+25247 15 HIBD B AR, P, o5
Jo3 F 2 T, 95993 3 20 1 DA B K 0 3B A 34 kG
KO GOy 2, B K Z UG T, RO SO
FisherF§ iR %, A WTNF-a2 &1/ A fEUCHK,
CD AT 1 25 I AN TR) DA B Sk 288 [ e 38k 3% Ak ot 722
IBD{ 5%, TNF-0-308AA/AG 5 £ 15 R 1CD
B BE, AHARIA B B 2 MK, Yamamoto-Fu-
rusho et al'""IF 5L TNF-0.-238F1-308 % & 5 1IBD
(A2 RE, W A RIS F AT IR, H ol
FREA: L PEIB D) V2 i AR TN F2 2543 Jik PR A7 % 43
R4 IE. Fidder et al" 57 B 7R TNF-8573:
DR 4 35 A 5 T 1) 5 J X 5 3 43 A 5 0 T BN R
JE(HRAE, B REME B A T AR, SRR AL
i A% UL K W A 3R IR G 8 3 22 e, i s A AR
TNF-o.-857HE K 74 15 C DI I R 0 55 D) AH O,
AR AT B R TNF-a-857CC 5 CDII Bk
78 JOFREVEIR AL 2 A R (69%), H5 K% MECD
R IR, FLAE R P REAE PRk 1), 1 m] B S5IL10-
1082GGH I, SEMICD AR, K HAFCDE#H %
A A Jo o KA A2 A 5 B RIS, TNF-238G/A
M ZEPEAE K, 2 A8 50T B /R TNF-238G/A X}
L} et Jo A PR VR F, R A B R S AN A AR
YEH, TNF-0-857C/T5 %™ EVESS AL, TR
R VEH, I TNF-o-308G/A L 505 ™ B AL i
FHIG, T s v

34 AR % A5MH5IBDIEREAIEAR HIRTNF-o
ZAMETRESIBDR AR RIFAY R, HY
IBDIf R R B A R R . TNF285E A
DRI 30 23 B 5k DR 485 7 6 7 288 ] i o 3 4 284 C D
B S T AR 5L (28.1% vs 10.3%, 43.8%
vs 19.3%), tEAE D MICDHTNF2 & T 5%
ZEMICD, 45 TNE2E T/MNE™Y, Lttuck
BT MRS i 96 TNF2 ¥4 PR A5 A3 35 [R] A3 5 1
bR iR 45 R E T (31% vs 12%, P = 0.028),
S5 G LT-a-270 87, HOGIBRPE R o, RIWITNF2 Y
LT-a-217 % SEBA T 6 &Y. L% 2CD
B W AR 2 —, R RE 5 b
RTNF-308AHY N T CD R KT 4 R (M a ke
PE, TNF-308A 14547 & B OCT 2 A i 2 vy
T TNF-308GIH #, 47 %1 RIWCDHE
A R I TNF-o™ 42, R TNF-308AX} &5
98 Ty B TR 5 W AT A T 1ok B A 4
TNF-a 2k B FEAE . 3R Pt 5 TNF-a
A ESR AN, JLAE R I R ¥E T RS2 TNF-a%
AR, MEEMECDER, B T TNF2E LN

[K)CDH I Ah, TNF-oi-308 11 3 K 7 47 %
R A7 DRI 23 06 5 ) B i AT o N 25 R T
TR E AP, TNF-0-8575 45 TNF-off) 7= 42,
HTNF-0-85707 sl AL M TIN, Oct-15 45
&, TNF-o R FE B3 T, 560 A i
YERII 7850 RAE, T IR A CRY, Oct-1AN
AT A5, TNF-off) & il b, #WTNF-a-8571H)
C— T A2 0] g 5% ) 9 R SRt 1) ¥ 97 A
FHE. A A ALY R 4N L SR TR (periphery
antineutrophil cytoplasmic antibodies, pANCA)
FNPUER 2 BEPTAA (antisaccharomyces cerevisiae
antibodies, ASCA){EIBDH i, —FH N4
CD 1715 W S K V98 A8 A7 — 58 ARG,
pANCATIASCA 55 41l i [a] &h B 73 1--1(intercellu-
lar adhesion molecule-1, ICAM-1)3ER £ &4
K, MICAM-11] 21K 52 TNF-allf) 5200, 7E48
H AlicaforsenifJ7 ICDE#H F R A = A luky
fITNF-o. SNPAT 1£(290, -2735, -3090) 55 77 ¢ 2
9315 81 F8 5 (crohn's disease activity index, CDAI)
98> A OC, SLFRFEASCA+/pANCA
FAHHIC AM-1/TNF ol 52 B 2, 1] GE TR
T 58 BIRTT AR Y. P b R 40 i B i 44
(anti-neutrophil cytoplasmic antibodies, ANCA)
BE P AR TB D B % TN F-0-308 A %5 o7 ik DA A % &
F T ANCAFATERIBD#EZP, Castro-Santos
et al® Yt BHFFCUESE, TNF-0-308 A* 2547 S [l
FITNF-0-308AA/AGTNF-o& K 7 5 ANCAPBH
PEFRIE I BAHELP = 0.004, P = 0.007), A HUC
HBFTL-1018 535 5 TNF-os £ A5 52 ANCA )
FEE . CI N FE F(C-reactive protein, CRP)I i
SEIBDIEH B I bR, CRPEIAA Y 1 BAE
S S SR R KT, TL-66E15 T CRPIE DA ¥ % 55 1
A7, TNF-afg N5RIL-6/13K 1A, 51 CRP™ 1
%, O A TNFA25E A HE DR R AN v 37 e B
[1JCRP(hs-CRP)I B A7 14 = (W, J7 223 17 ik
/"hs-CRP5 TNFA2S:A KR A 3 1 AH SR
= 0.01), FEfEFR 4 b, TNFA25 PUS 7 30
hs-CRPIK 5 M 5% (P<0.05, OR = 5.1), W TNF-a
() Zh REME AL AR 53 Sihs-CRPIR P A 5 AR e 7,
54 Teanmonod er al®[FIHFFT, AZE7 ILIR HE A1
HHCRP R -V KR, 4ia 1 IGEALEE D
o H AU R, A TNF-308ASE K (FIBD
AT, WA R CRPIR B 25 v T ARGE B ik
%, i FIITNF-308GGE & h HI R B, %
W TNF2 5 2 5% M 9 o A2,

3.5 APk R £ 0k R[E X R R TNF3
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K 2 & AP 22 ¢, BRVEHLIX IBD i TNF-a
-3 08 [ Bk PR 7R A0 A N A8 ik DRI ATt 2 22
PE® T VT X (O IBD R FE ST 5 Bk g5 3
A Yamamoto-Furusho ef a/t' S} S8 P58 UC
BH BT, AN TNF-a2 FITNF1/2/2UCH A 11
AN AR EY), K92 /K 22 ANTNF-a-308 A7 A
Z ARSI, UCH ASEA I R h 28%,
T B4 (40%, P = 0.02)P ENJE AR, S5fdEk
21(4.3%)AH 1L, CDEE TNF-a-308 1A ALK A
BHE(9.1%)H 1B WG = iy, TTUC(4.3%) 1 TG
ﬁtﬂl%&”” 47 2% 0 12 N TNF-0-308%5 7 3 [ %2
IR LI R RIFAZY), SIBDRE
%Dﬂlkxfiﬁmﬁﬁﬁiﬁﬁﬁ%a(MMPS)E‘@DE
& J B AR F (TIM P s) R S8 v IR G AH 5%
PP, Zipperlen er al' I\ K InEE K 4125 >4 X )
CDEHTNF-o )L F 5 CDIEHE R, UL TNFH
DA 22 25 P AETB D AN [i] 22 IR 1T B8 52 Hh 1 PR B
LD ZR B . B ) ) A AT AR 225, H AR
FIRFEAREFEE R, HAUCK A S5 TNF-308A%
DIAHDG, SRR T 7T 45 RS, &R TNFEEA
Z AW HUCHIAR M v BEAT P K 22 7. TNFIH
HE DR 22 25 1 o AN [R] o e 15 XN B B TB D KR g
Oy MR A ), BRI 2 A AR R
Wi Ty SR AR b s (1 B 2k

7 LA‘

4 &g
IBD 2 Wil 8 1t 2 REPE B, 5 TNF A Hoastfh
DRI PIAH K, TNFE?HD%IBDE’J%Z% TNFAEH £
AE I TB DIV 5 it L, I A
i 5 X 7 EﬁnTNFJEtI%@ PEXF AR
Gy lENE, VPR IR R TS, BRI R AL
I AT IR T I A H S X, A
B 2E AR JE I T M 22— KFEA, TNFZAT 5
(3L R 2 5 SIBD K R WA £ 4 5 8 0
IRANTTJE.
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Abstract

AIM: To construct eukaryotic expression vectors
for human wild-type and V600E mutant BRAF
(v-raf murine sarcoma viral oncogene homolog
B1) gene respectively, and to provide suitable
cell models for evaluating the potential role of
BRAF V600E in pancreatic carcinoma.

METHODS: Human full-length BRAF and BRAF
V600E cDNA were subcloned to pCMV-Myc to
construct recombinant eukaryotic expression
vectors pCMV-Myc-BRAF" and pCMV-Myec-
BRAF'™". The recombinant plasmids were trans-
fected into Panc-1 cells by lipofectamin method
and the positive cell clones were screened with
G418. The expression of human wild-type and
V600E mutant BRAF gene in Panc-1 cells was
tested by reverse transciptase-polymerase chain
reaction (RT-PCR) and Western blot.
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RESULTS: Enzyme digestion and sequencing
analysis showed that the target gene was cloned
into recombinant vectors successfully, and the
expression of human wild-type and V600E
BRAF gene was identified in the transfected
Panc-1 cells by RT-PCR and Western blot.

CONCLUSION: The eukaryotic expression vec-
tors containing human wild-type and V600E
mutant BRAF gene are successfully constructed.
The positive Panc-1 cell clones expressing hu-
man wild-type and V600E-mutant BRAF gene
stably are obtained.

Key Words: V-raf murine sarcoma viral oncogene
homolog B1; Pancreatic carcinoma; Reverse tran-
sciptase-polymerase chain reaction; Western blot;
Gene cloning; Eukaryotic expression
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Abstract

AIM: To investigate the expression of pituitary
tumor transforming gene (PTTG) and basic
fibroblast growth factor (bFGF) and their
correlations with the clinical pathological
features in esophageal squamous cell carcinoma
(ESCC).

METHODS: Immunohistochemical S-P method
was used to detect the expression of PTTG and
bFGF proteins in 48 ESCC tissues and the corre-
sponding para-cancerous normal tissues.
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RESULTS: The positive rates of PTTG and
bFGF expression were significantly higher in
ESCC tissues than that in the para-cancerous tis-
sues (68.8% vs 9.1%; 70.8% vs 14.3%; P = 0.023,
0.018). The expression levels of PTTG and bFGF
were correlated with lymph node metastasis
and TNM staging, but not with the age and sex
of patients, tumor size and histological grades.
Meanwhile, there was a positive correlation be-
tween PTTG and bFGF expression (r = 0.627, P =
0.012).

CONCLUSION: PTTG and bFGF expression
have close relations with the clinical pathophysi-
ological characteristics in ESCC. Detection of
PTTG and bFGF may be valuable for diagnosing
ESCC and evaluating its malignant extent and
prognosis.

Key Words: Esophageal neoplasm; Immunohisto-
chemistry; Pituitary tumor transforming gene; Basic
fibroblast growth factor
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Abstract

AIM: To explore the different levels of
P-glycoprotein (P-gp) expression in metastatic
lymph nodes and primary lesions of gastric
carcinoma and its relation with the biological
behaviors of gastric cancer.

METHODS: Tissue specimens from 19 cases of
gastric carcinoma with lymph node metastases
were collected. The expression of P-gp was ex-
amined by immunohistochemistry in tissues of
metastatic lymph nodes, primary lesions and
normal gastric mucosa.

RESULTS: P-gp expression in metastatic lymph
nodes was higher than that in the primary can-
cers (84.20% vs 52.63%, P < 0.05). The expression
of P-gp in lymph node metastastic tissues had
no significant association with the sex and age
of patients, gastric carcinoma differentiation
and infiltration, but P-gp expression in primary
tumors was markedly associated with cancer
differentiation degree and infiltration depth (P
< 0.05). The positive rate of P-gp expression in
patients without serosal invasion or with high
and moderate differention was higher than that
in those with serosal invasion or with low differ-
entiation (P < 0.05).

CONCLUSION: P-gp expression in metastatic
lymph nodes is higher than that in primary gas-
tric cancers. The relation of P-gp expression with
the biological behaviors is different between
metastatic lymph nodes and primary lesions of
gastric cancer.

Key Words: Gastric carcinoma; Lymph nodes; Me-
tastasis; Multidrug resistance; P-glycoprotein
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BH&Y: #K3TP-#%& & (P-glycoprotein, P-gp) £ B
Tk C 2k A A I 5 R A R KT £ F R
5 B RBIERRIEAFAEN K F.

Fik: B % IR AR T kA 1945) 4 A bk
BRSO RmE LRSI, FR
JR B kA B R A P-gpRA.

GEEL: L5 4 AS EP-gp A A B9 PR S B TR
K JE(84.20% vs 52.63%, P<0.05); #k B L5345
WP-gp kit 5 B H WA S, Mg
AR AIREFT K, BRRAMP-gpty ik s
B & R AR B A2 8 R R % (P<0.05),
LA fe b LK. P-gphik kG, F
A H AR Fy, MR IZ A KRR R S
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Abstract

AIM: To explore the correlation between
dynamic changes of serum fibrosis indices and
alpha fetoprotein (AFP) and the prognosis of
patients with severe hepatitis (SH).

METHODS: Based on the comparison of serum
fibrosis indices and alpha fetoprotein in 89 pa-
tients with viral hepatitis, their dynamic changes

in different periods were studied dominatingly
in 39 SH patients.

RESULTS: The levels of HA, PIIIP and AFP in
SH patients were higher than those in chronic
hepatitis (CH) patients and normal individu-
als (3273.19 * 2060.83 vs 127.63 + 110.63, 35.50 +
18.59; 2.13 £1.20 vs 1.18 + 0.43, 0.80 + 0.18; 130.98
*244.51 v5 20.40 £12.68, 7.50 £ 1.23; all P < 0.05).
The level of LN in SH patients was higher than
that in nomal individuals (148.95 * 54.47 vs
120.70 + 18.35, P < 0.05). The levels of HA, PIIIP
and LN tended to decrease in the living patients
and to increase in the dead patients. The AFP
level was elevated first and then reduced in the
living patients, but showed a marked decreased
trend in the dead patients. The serum levels of
HA, PIIIP, LN and AFP in the subacute group
were lower than those in the chronic group. In
SH patients, HA level was significantly corre-
lated with PTA, ALB and TBIL levels (r = -0.372,
-0.395, 0.344, respectively; all P < 0.05).

CONCLUSION: It is definitely valuable to dy-
namically inspect serum HA, PIIIP, LN and AFP
level for the prognosis of SH patients.

Key Words: Severe hepatitis; Serum fibrosis index;
Alpha fetoprotein; Dynamic changes

Shi HB, Chen Y, Han DK, Zhao J, Wu ZM, Duan ZP.
Dynamic changes of serum fibrosis indices and alpha
fetoprotein and their relations with prognosis of patients
with severe hepatitis. Shijie Huaren Xiaohua Zazhi 2008;
16(21): 2408-2411
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Abstract

AIM: To analyze the relationship between
routine laboratory results and death risk in
patients with cirrhotic esophageal variceal
bleeding (CEVB), and to create a simple and
timely predictive model of death for the patients.

METHODS: The medical documents of CEVB
patients were reviewed retrospectively and the
data were collected. Univariate and multivariate
Logistic regression analyses were performed, in
which the discharged results (survival or death)
as dependent variables and the results of liver
function, kidney function, serum electrolytes
and blood cell analysis as independent variables
were included. The multivariate regression

equation was as the model for the prediction of
patient outcome and its predictive performance
was evaluated.

RESULTS: In univariate regression, the signifi-
cant positive variables for death outcome were
DBIL, AKP, K, WBC, PLT, and the negative
variables were TP, AP, A/G, Na, Cl, Ca. The
variables entered the multivariate regression
included ALT, TBIL, DBIL, GP, A/G, Cr, Na,
Cl, Ca, WBC, Hb, PLT. The sensitivity, specific-
ity and accuracy of the regression equation for
predicting death of CEVB patients were 97.1%,
95.1% and 95.8%.

CONCLUSION: The liver function, kidney func-
tion, serum electrolytes and blood cell count are
generally independent factors for death risk of
CEVB patients, especially DBIL, A/G and Ca.
The created regression model shows good pre-
diction performance.

Key Words: Liver cirrhosis; Esophageal varices
bleeding; Logistic regression; Death risk prediction
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Abstract

AIM: To explore the relationship between the
expression of growth arrest and DNA-damage
inducible gene f (GADD458) and carcinogenesis
of hepatocellular carcinoma (HCC).

METHODS: Using oligonucleotide chip, reverse
transcription-polymerase chain reaction (RT-
PCR) and immunohistochemistry, the expression
of GADD45p3 was detected in tissues of normal
human liver, liver cirrhosis and HCC. We also
analyzed the relationship between GADD4583
expression and the clinicopathological character-
istics of HCC. Furthermore, the possible molecu-
lar mechanism of its abnormal expression was
investigated.

RESULTS: The positive rates of GADD4583

www. wjgnet.com

mRNA expression were 80%, 60% and 26% in
normal liver, liver cirrhosis and HCC, respec-
tively, and there was a significant difference
between normal liver and HCC (XZ = 15.128, P
< 0.01). The positive rates of GADD45p protein
were 85%, 70% and 31% in normal liver, liver
cirrhosis and HCC, respectively, and there was
also a significant difference between normal liv-
er and HCC (y* = 24.619, P < 0.01). Meanwhile,
the deletion of GADD45f was significantly cor-
related with the pathological grading of HCC.

CONCLUSION: GADD458, as tumor suppressor
gene, plays an important role in the carcinogen-
esis of HCC, and its expression is intimately cor-
related with tumor differentiation.

Key Words: Oligonucleotidechip; Reverse tran-
scriptional polymerase chain reaction; Immuno-
histochemistry; Hepatocellular carcinoma; Growth
arrest and DNA-damage inducible gene B; Down-
regulated expression

Yang J, Yang YX, Han SY, Bai YQ, Zhang LD. Abnormal
expression of growth arrest and DNA-damage inducible
gene B in hepatocellular carcinoma. Shijie Huaren
Xiaohua Zazhi 2008; 16(21): 2417-2422

D

BE: W EKWHDNARY FF BT
B(GADD45B)5 I 2m ftL & (hepatocellular
carcinoma, HCC)Z £, K& X £.

Fik: BRAEEFBRARL A, LEX
PCR(RT-PCR). % J& 28 L2 4L 5 H KAk ml
GADD45BAEAEF AL, AT AALL LR e iT
FELLL P 0w AGA, S HTGADDASRS 16 &
JREL A AR R X R BT KA TR T
A F AU

R EEFAL. TR LR A AT 4L 4R
FGADD45B mRNA®# Mtk & ik %5 5] 4
80%- 60%Fn26%, M2 5 EF AT AR
A AR F Rt £ () = 15.128, P<0.01);
GADD45SBE G 8y & ik & £ £ AT
R, AFREALLE LR Fo BT S 24 22 F 4 5 A 85%-
70%A231%, # 2 H %It 3 £ 5y = 24.619,

mE % %4

GADD453% DNA
BGBEALAR, &
AN 4 e
w3 A . Yol g
R . FFm
AT, A
Rty ik A K
k. B, A%
GADDA45B {2 IF %
WP a4 At 5 AR R
Fa s R AME % R
HEAT, AL F
TR RS
W R 97 32 4% AE 2
Rl#g %k F, A2 A
BT % o - B0 15
Fo e ey 06 U7 P AR
A 1R AR

W@ T E A
EE b, 8HI,
BHTEAXES
W E R
A+
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WA A %
GADD45B5 &
W& 8 4 PCNA,
p2l. HmEa.
MTKI1/MEKK4
BoEE VAR Cdk1
Ee548 AR R 2
% R BT R0 K
&, miLF AR
HEELTZEFTT
GADD45B 45 %
#1455 il 42 NF-
kB. p38/JNK.
FoxoZ #i@ %, vA
PRl oA
*.

Wi £BHE

Qiu et alFF LA,
FENT S dn JOLAR P
GADD458 2 4& %
ik, W e B e
Rtk P 0 A 2
ZAL. SHEEMSP
7 ik Al B B
AR T A E
GADD458 % K -F
# PR, T
FEACKR ST 4k 5
GADD45p# 1k &

P<0.01). GADDA45BENT &84 oy Rk Bk
5 JR 3 5 4R L F AR % (P<0.01).

518 GADDASPAE A4 A W AN B L A
REFAE| AL FEER, 5 Mg s
JE S bAa £

X ENERGR; RERRABEXRNY; &
BHBE; FFREJE, GADD45B; KA

1298, %75, F5NED, BERN, SKIDA. GADDASREATERCPEYR
BRIEA. HFRENBIRE 2008; 16(21): 2417-2422
http://www.wjgnet.com/1009-3079/16/2417 .asp

0 31

T 41 ffuj% (hepatocellular carcinoma, HCC)#jFR
JH9, A PR b i WL Gk i 2 —, A&
WiEE WEBURYEZ R EERMZ TR, 2
RIS IR, A REAE e BRI AR L e
BE DR K DL A DN AR 52 R DRI ) e o e ik 4. B
1 2T 98 993 75 (hepatitis B virus, HBV)/EJL 2
TSR S T A R R AR 1 T R
I, 763X — i R A 22 B IR ) 5 3R 0.
K ANHIDNA #1555 K1 B(growth arrest and
DNA-damage inducible gene B, GADD45B)/& 4l
JEIFTDN A5 47 1R B SCAE DR, 3= S 15 428 o 40
B RE SO DO BV I RS o 1 O N
PRI G A KA, H AT, i XGADD45B
75 JE 38 vp (0 AR ) 27 A RO PR AR (1 AS £ Y
T ABE S N FE T RAER S R
¥ 5 PCR(RT-PCR) I fi 5 A1 2340 2 5 A Wl
GADD45B/ENIE AT BFAEAG. FFE4L20h i
S Ik, PRITG ADDASPLE I kL AR )
P, K 551 RS SRR AE 2 TR] PRI OC R

1 RS

1.1 A4 2005-03/2006-04CH 1F 5 FHFA1ZR941, i
Ttk 2R 6, Al 21561, T SEr% iR 2t
PRI FE S 2007-03/2007-05 0 H IE 55 202720
o, IFREALZLZR 1061, FHmLLLR3561, FHF stk
PCRE e 2H ML 200, A T 2 2
AHBsAgBIBHPE, 1EH A2 HBsAg . Y%
WY LR ELIESE. bRAUH JE R E RS
B, JE RS 2-80 CUKFAURAF A . bR AR EBEAL,
)i = M N RN T B Nl [ F 32 BN N
T JH 2 X [ JH i 55980 T A D7) 5% 993 2 3 A6 1)
SRR, JFREAGZL 2R 1 1) ik s AT % 11 Sl [
M5 25 Wi AR BRAT R A T (T A1, IR Al

2V A R TR UIBRAEZ, FrE U0 e, I
b EE A . RPIANGADDASRZ wiEHiiAk
(sc-33172)I H £ [FSanta Cruz/y ), PV-6001-F
Prb S AU A & XD AB 2 (1134 W H
R A S E R A PR A A

12 7k

1.2.1 FAEFBRAREH: BRNARE, cDNA®S
G U8 T A TR, B 43 A, J73E WSCHR[3].
1.2.2 B4 FPCR: (DHIFEERNA: HTRIzolX
F(Qiagen F) o Hildhde (5 A4 2R . f-hlifk
MHEHZUARNA. ()N S 3K GAPDH i |
Y. 5-GTGAAGGTCGGAGTCAAC-3', Riif5|
). 5-CTCCATGGTGGTGAAGAC-3"; § 14}
BLKBE309 bp. HIMFAEKRIGADD4SB L5 14: 5
-CAGAAGATGCAGACGGTGAC-3', Fiif5|4:
5'-AGGACTGGATGAGCGTGAAG-3"; 4" 1 Bk
K202 bp. (3)GADD45B-cDNAH & M PCRY”
1. FZRT-PCRIXF & (Promega /A wl $2 {1k Bk 2
BRUEAT B s R A T RE Y. 265 icDNA,
HEATPCR. 8~ HH20 o/LENRHE B F Ik 4
. (DY WG T I XTGADD45BY”
K= EAT AN E w0, 45 Syngene
GeneGenius4: H 3hEE S R 40(32 E Syngene
28 W) YR P B K AR

1.2.3 e sies: (HHEAZRE S bR
AL I HE By 5 B 12 W - o 2003 Y JHH e
IR B2 2 M Edmondson3 2, F5 T2 4k
T 2 e 4 i O/ — 330 A% L 2R ABAIE 35 T4
JHI, 953 4 0 S A FORAE S T4 AR PR T 4
HEOR, 6 4 i 5 R 2R IR AE IR HE R T #%
WL SRR, 2B, ZIRASIZEEL, G
B RR A B AR TR B TV s A% Lb 7™ 5 2K R 40 i
B RANA—. e, 2 2 S5H0IR, ZRE5H
ANHTEL . BhIRE oA A T T sk TTT- 1V 2% 22 [H]
L, ANV . 3540 T, 1 2841,
Mo, Tk 120, V6B, (2)hBedl itk 2%
llGADDA45B: A ZRZ B BEfFZR, 100 g/LIY)
2R W 2, AT, a4 pom 5 AT 5 )
Jr, HER GV 0sR. V) dmE e R, K
R AU AP VL, DABRMG, TR AR Y,
TR SEEWE K, PER S . £L0.01 mol/LI
PBS(pHAE 4 7.5 58— HUARAE by IS 1, A
YLZrp SRk B B0 G AD DAS B IR BH .
(3)GADDA45BFH P Wr bR v LA 4 41 i 4 =
10% 1 A BEEE A Wbm A, AR I V40 1 v 20 22 0y
R B (=): BH A 0 AN T L B8 A 4 A A2 5%,
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WA # g =
A HF R MDNA
mRNAZ & & K
UniGene ID Gene description CL Ratio b, A E AT
Hs.75678 FBJ murine osteosarcoma viral oncogene homolog B, FOSB 19913.32 0.067 iﬂ # ;szziﬂcéﬂ
2. B 4L 4R
Hs.110 solute carrier family 3 member 1, SLC3A1 2p16.3 0.102 GADD45B#47 T
Hs.82120 nuclear receptor subfamily 4, group A, member 2, NR4A2 2922-923 0.198 fl\‘ﬁ’ R AT,
Hs.25647 v-fos FBJ murine osteosarcoma viral oncogene homolog, FOS 14924.3 0.203 ;ﬁjé?,?;%fﬁf;
Hs.534337 major histocompatibility complex, class I, DR beta 4, HLA-DRB4 6p21.3 0.250 w2 FiEAKAS
Hs.332053 serum amyloid A1, SAAT 11p15.1 0.287 B, St 5T 5
Hs.1395 early growth response 2, EGR2 10921.1 0.330 AR E IR
Hs.388674 heart alpha—kinase, HAK 18921.31 0.354
Hs.171695 dual specificity phosphatase 1, DUSP1 5q34 0.366
Hs.414795 serine (or cysteine) proteinase inhibitor clade E member 1, SERPINET 7g21.3-g22 0.379
Hs.110571 growth arrest and DNA-damage—inducible, beta GADD458 chr19p13.3 0.397
Hs.8364 pyruvate dehydrogenase kinase, isoenzyme 4, PDK4 7021.3-922.1 0.420
Hs.156637 Cas-Br—M ecotropic retroviral transforming sequence ¢, CBLC 19913.2 0.435
Hs.177534 dual specificity phosphatase 10, DUSP10 1941 0.451
Hs.9914 follistatin, FST 5q11.2 0.456
Hs.351344 transmembrane protein 25, TMEM25 11923.3 0.467
Hs.249441 WEE1 homolog (S. pombe), WEE1 11p15.3-p15.1 0.483
Hs.376206 Kruppel-like factor 4 (gut), KLF4 9931 0.483
B 1 ZERNAIR
EVE R EEIRE.
1 IR AL 2:
-~ Ei ﬁ;ﬁjﬂE iJi 203
4R BRI () PRIE(n) sk 285
AR 4 16 80 185
FFEE LR 4 6 60°
FHEAELR 26 9 26"

x’ = 4.114, °P<0.05 vs FHEAELR; ° = 15.128, °P<0.01 vs IE
BIFEL.

S BH P (+): BH A 20 P 5CEE 50k 4 2R 40 B 1 1/3 A
5 HRERH A (): BHPEGIM 2 JR koA, oAl
YA 1/3-2/3; SRIAPE(+++): BEESH D S k08 43
i, A2 Hu2/3 0 F.

Bt bR N SPSS10.00E47 40 B3
BHOAGE . K5 fisher' sk K 46 A K ruskal-
wallisdESHUG I M Ze v 24 A0 B, Lhow = 0.05 046
57K HE.

2 BR

2.1 FEFBRARER 5H Affymetrix U133
Plus 2.0 K5 A 5193784 AL 5 &, 5¢
FFA bR, 0 X JEREAT A A R A
LEAR AT, LATE &6 T4 23 0 o6 BRL L, T e HHul
o PR 2 e B DR A 0, A FE I SR
Fe . DNABGS SR g fs 544 5 S i i

www.wjgnet.com

JESHAROCHE DR AU Al A DGR L f 8 AH G
SEPR R A SRS, Hoh, GADDA4SBAE I
7 e RN Ak 1l o I R I KA (RatiofH
= 0.397<0.5), TMi7E AL R R 20 AN B
(Ratioft = 0.955>0.5). 43 e T A SE I L
#1.
2.2 RT-PCR> 74 %
2.2.1 BERNARRE R IEWITAL. b
U AR RN AR RN R IF, BRNA
(I FEA S0/ A 5o I AE1.9-2.0, FLIK S5 FEAIE 5K
Ll S AR FIRNA (K ).
2.2.2 PCR¥ ¥ 45%: GADD45B RT-PCRY 1™
Yy vk B R R AR 2 202 bpb DN AT B
X7 (#2). A S 3871 WoR 7309 bpibh Ay
DNA J7 B X iy

SRR AT GADDASB mRNAE 4 &
Geil oM gl L2, H 15 AT 2 3 A [H]
B 14, IGAPDH mRNAFMIGADD453 mRNA
(K FE LU AR A gt X 4, 1E—41TGADDA45B
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WiR&E 3 RN, FEARAFTEARNCADDAFEENRA
GADD453 &
P ER Y
AR AL EEah _ GADDA5BE:
%M, GADD45g A n BEIE(%) PTRIKEE
T A AE B - i i it
B e — A TEERFER 20 17(85) 3 1 6 10
RAAR, L PTERAR 10 7(70F 3 2 4 1
GADD45B T il k& =4R40 b
ke b, & % ey 24 / . |
AT R A — &it 65 35 30 10 13 12
i AP
Ttk

x> = 4.821,%P<0.05, * = 14.615, °P<0.01 vs FFEALR; =288y’ = 24.619, £<0.01.

R 4 GADDASRRIXRE SHHEAR ML RO REVER

pax izl n PEME(%) Fisher's exact GADDASPRIXEE
- + ++ +++
AHEesB4R 35 11(31.4) 24 7 3 2
DMEiE
[=Vaitd 9 7(77.8) 2 3 3 1
Pl 14 2(14.3)° 0.004 12 2 0 0
[Faxid 12 2(16.7)° 0.008 10 2 0 0
Edmendsen)Z
[ 8 7(87.5) 3 3 1
[ 9 2(22.2) 0.018 7 2 0 0
1 12 1(8.3)° 0.026 11 1 0 0
\Y 6 1(17.0) 0.141 5 1 0 0

°P<0.05 vs | % "P<0.01 vs A ¥ = 13.973, P<0.01FHEDMIREBLLE; o = 17.596, °P<0.015F
BESEORBHR.

309 bp
202 bp

2 GADD453 mRNAPBIEZRIART-PCRFHIERRE. 1: 100
bp DNA ladder(100—600 bp); 202 bpZb A GADD45B4 4T,
309 bpih ANS LRI HEZeTT; 2: IR 3: b
2 4 FHmAHL.

mRNAE RN E. 5I1EHFAZHALL, ik
H UK P AR B I 2 72 (1,047 £0.221 vs
0.940+0.230, ¢ = 1.032, P>0.05), AT
B &R F%(1.047£0.221 vs 0.607+£0.223, ¢ =
4.774, P<0.01), 5 A ZUAHLE, 2 78
A R X (0.940£0.230 vs 0.607+£0.223, ¢ =
2.898, P<0.05).

2.3 IR LALRALTE M

2.3.1 GADD45p#) itk ik: GADD4SBRH R
W) AR B CROREL, TREC AT T LB, 2D EA

HH I M A% A 0 TS L €, AN (R 491 £ S 7
[IINSTE SRR b A N NN (TR L DS E ERERSE I
HAF(EB). geit i ie7s, GADDA4SBLE I
A5 A A 2R 0k o W) 22 e, e
Jas 4 2 B I AR R L (P<0.05), HAE3FP4
U GADD45RHE I BH M R IAFE B A e 2% 22 57
(P<0.01).

2.3.2 GADD45B & A 5% & 5 AT /& 16 JR ok B4 42
89 % A 350 A1 2 2441 2 GAD D45 &
ik, 220 KA, GADDA45BAE
AT 2 T R R B S s b AR Al
(P<0.01); LEAZ oY HIR 4R Z GAD D45
ik, Edmendsenll . 114324 "GADD45p 1L B
A% TEdmendsen [ 2%(P<0.05). W Kruskal-
WallisIESHUG I 7710 o, A Ao AR LA
ARG B P L A GADDAS B i i 94T
G 2R (P<0.01, £4).

3 11
JHF 9 A2 T S0 R P e L RS R 2 —, AvE
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AR R ARSI, SRS S QTR ST S T e TR mAARE
B RE T AT AR LT, BFIER AL o _':lj;-g?‘ﬂ-lf,. ot T i S
RGBT, WAWRZAR Ay & g ian g0 gy o Do Lakiaat
B R AR 0 A, RS AL I }\ﬁ,. “ ke (& R ) mcix
MR, B O RO Wale B Se e AL AT la E, RETCOSE
TR T LR, A7 DN AB KA 5 1 FEF - 2 ;1",}:;‘-",’ £ e sl Grennea

N /== | . i 1 . ".";l = w 1 '.IIFI 5 F "?.- g }*%%ﬂi%ﬁ%
(AT FetE— 2 . & P R S o e

GADDA5 &40 g FIDN A51453 (1) 3 ik A
L DNA#UI1E 52 A7 FHEAH G, GADD4SHEH K
WIEP53. BRCATYHEM R, 3O R
GADD45a, GADD45B/MYD118, GADD45y/
OIG37/CR6/GRP17 ="M i, RefS1EZFIDNA
P 8 = A AE B Am A . SR ANk H R T
FR(MMS). FREENREAER N, BEEDNA F ik
B R BN 77 4. GADD45BIE N 4] &
TH I TL- 6565 /) B A 40 1 1 11 L5 1 40 A Ak
MRG0 3 5 B A2 (R B RE 2 44 S 0
KB, GADDA45B 17 GADD45 3L K 5 ik [ 3647 3y
(A IS o9 i e D O e R AN 1 21 D O
WL AR T R ot A KL
FURILGADDAS RS ¥4 2 11 e 5 HoA 2 (1
PCNA, p21. #4111, MTKI/MEKK4 37
KCAkIZEH HAEHCT, 325 LR E Sk
W, ZENF-kB™”., p38/INK"", Foxol'2% (1
T P ORFEAE L, A ) ) A ORI
(cross talk) T 2EH2= Dhfg, 2 5DNAHI &
5, S AR A K.

BATINFH 5419 3784 LA H 1) SEAZ AT
i 05 08 3 M JHF A B 9 22 S 5 DR R A
M R ILG ADDASBAE A 2 2 — AN
RFRILIEN. BT GADD45B mRNAEM:.
S€ 12 DA R H 0 A I B AE R TS R R Ak 41 21
1GADDA4SBRIAFH M 2% 7, 4L
GADDA45R% 15 U] Wl [ (P<0.05);, HIHL KXY
JHFE P 22 oIl DR g B 2 R AR AH OC (P<0.05): @173
tWHGADD45SREE HRIEH Bk T, Kotk
#; Edmendsen [ A2 GADD45RHE K
IR HE T W% R R, GADD4SR AR 13RIk
59. GADDA45BINIZ AT B M8 7 AL R B PRI RN
%03 0 v T PR IR 3. RT-PCRAF s 41418
P2 AR EDTE, 5P 45—
Ik, GADD45B & 5 S RIDNARIE S 6 &
EYNR R Thr &, 5 IR R KR
ERUL S

AW FEAmMRNA K 8 (7K b, 6 IE 5 BF
WL A2, 412t GADD45BIE
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) e
N

N e

N I P
A ,."3{;%*%}? S ’..Hr.' .

¥ :.:-__ r 4 l-:"",.___ PN
ot 2l Vel AT nh

3 FFALAGADDASRRBILBER( x 200). A: IEHHZHE, B:
JFRE(LERZR; C: PR,

177 41 R G230, IEW]GADDASBAE T )
REBERE T BN R LG, I IR
FEEH VI KR, Qiu er alFIHIERE
JE P CRAGE Z R SL U0 I VAR FUR IR, 76 NRNIF
JE A i FkHep G2 RIHep3 B GAD D45 K%
ik, MAEIEH N4 AR C L-48h ik K F- %
W AR, FESE . FLRSE . TSN . %
RN bR C IR R L A 980 55 LAt g o,
GADD45BTE I AR, X 5 AR T4 RIEA
HIFF, UG ADDASBAE I Ji b 24 M k.
GADD4SBE— MR 1, =5 IRl i
JERAE SR T, R IE B W E Bt 2 h
BE TR i B, LA B i 22 1 Sk P 6T 440 i 2B AN ) 1)
JCH ST, B B G SR b 1 BRAR,
BRI e IA, K2 5 S04 M B B AR

Qiu et a/'"i#IIMSP(methylation-specific
PCR)J5 i, Kl 1) 76 I 40 i s 20 28 b A7 78

¥, HmCpGH
(CpG islands), A
EREAF A0
kb# A —MNCpG
B, CpGHFHA
B A8k (T4 A F
E AR AR,
DNA W 3 AL A 5
FAphIER, AH
AAETHAMLE
fiAaxk.
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W& 5 GADDA45B = KV [# FEEAL, T 7ECL-48 1F % 4 2006; 12: 7626-7634
A L EGADD . _ 4 Parkin DM. International variation. Oncogene 2004;
. B ;
45BT=]‘V;L4/};;!]}H—;;§ H@*’*I‘I‘l Eﬁ%'ﬂ:muxﬁ%ﬂk (:':GADD“’SBEEj]? 23: 6329-6340
;fg{gﬁ é’{;;; ]ZE/E"TCPGL%, e B KR R 34k, LRk 5 Abdollahi A, Lord KA, Hoffman-Liebermann
RIEAE, I A N N o . B, Liebermann DA. Sequence and expression
%’?ﬂﬂﬁ#"ﬁﬁé“ﬁ TG AL RO, St LIRS T e 5 of a cDNA encoding M;Dll& a novelpmyeloid
z;z iz,x; «;‘i J;; i ?i./], GADD4SBIERIZA . DNAH FEAL & —Ff differentiation primary response gene induced by
- TUAT 755 W N ) ] N g s multiple cytokines. Oncogene 1991; 6: 165-167
i%f}\l‘%‘] (i FEARRTEAL #2122 K EECpG#itZH@&qJ > 6 TakekpawayM, Saito H. Ag family of stress-inducible
AL GADD45[3%E£)J¥IZ PR F 34k £ s i 3 % (R GADDA45-like proteins mediate activation of the
TS, WS DR T3 B, SEUEH s responeve MIKI/MEKKS MAPKKK. cef
FERRIEIH]. A CpGE X E Ikl fe 7 Smith ML, Ford JM, Hollander MC, Bortnick RA,
ST s A A YR X, H It P
S BURR R R SR 1 S, 0 e e iy 18 oy Hanawalt P
A - Fornace AJ Jr. p53-mediated DNA repair responses
%4&%#&%%&}1*@ 7/{}& DP E’(] ’ﬁzﬂ% E,BZ@J H % to UV radiation: studies of mouse cells lacking p53,
PV B TR, R O A e L e g p21, and/or gadd45 genes. Mol Cell Biol 2000; 20:
b jany =]
3705-3714
%’Hﬂ ﬂl E-E. % E'(J ﬂi& HH %’f’t, Hﬂﬁﬁijﬂ]ﬁ % ﬁ 8 Jin R, De Smaele E, Zazzeroni F, Nguyen DU, Papa
1‘3 5% @J a&m ﬁ;lj’ i} E /—g mu ’ff J;'.TE % %%13 J:IJ%] ) {/E jlj S, Jones ], Cox C, Gelinas C, Franzoso G. Regulation
. ‘ of the gadd45beta promoter by NF-kappaB. DNA
3 FE R, GADDASB I S AL ARt T T Cell Biol 2002; 21: 491-503
(R R A, X TRAT R — 5T 9 Qiu W, Zhou B, Chu PG, Luh F, Yen Y. The
’ induction of growth arrest DNA damage-inducible
) 2 —. WeAh, VEZ RG], 41 A4S S AL gene 45 beta in human hepatoma cell lines by
3o TR R 5 1R S R e AR A R, I SR 41 S-adenosylmethionine. Am | Pathol 2007; 171:
N L R 287-296
H@,iﬁﬁ\ ﬁj\'fjﬁ i} {E B 'ﬁéﬁﬁﬁ% EF' %—}?ﬁﬁ'jﬂﬁj‘ﬁ‘: 10  Gupta M, Gupta SK, Hoffman B, Liebermann DA.
HHOAT LLS A M R R A, B SO Gaddio and Gadd4sh protect hemajopoietic cell
. s R rom UV-induced apoptosis via distinct signaling
[10] > SR=N Sp . h S
. GADD45BZ; S EZ A ERep S Tih Rt pathways, including p38 activation and JNK
IEE e, R AT b iE s 5l B e, PEELIE inhibition. ] Biol Chem 2006; 281: 17552-17558
o . - U 11 Papa S, Zazzeroni F, Fu YX, Bubici C, Alvarez K,
E‘Jgﬂiﬂ@}g ’Eﬁ: ﬂ?ﬁf]ﬂ@(ﬁﬂ tv }J\ﬁﬁﬁﬁ(ﬂ#’ﬁ?’ii Dean K, Christiansen PA, Anders RA, Franzoso G.
ARG ADD45B7’£E}E‘E ke K T Gadd45beta promotes hepatocyte survival during
N W . R . liver regeneration in mice by modulating JNK
A SR EEA 1R, GADDASBTT LA i signaling. J Clin Invest 2008; 118: 1911-1923
B2 Wi — MR RN, 9L GAD D453Tijﬁ 12 Kobayashi Y, Furukawa-Hibi Y, Chen C, Horio Y,
\ PN " Isobe K, Tkeda K, Motoyama N. SIRT1 is critical
. % I\ N = =l ﬂ:# Sk ’ } ’ y
BB 53 T WU, A7 I e Ok — At 7E 1Y regulator of FOXO-mediated transcription in
B[ A T VEYT AL response to oxidative stress. Int | Mol Med 2005; 16:
237-243
13  Qiu W, David D, Zhou B, Chu PG, Zhang B, Wu
4 §%Km M, Xiao J, Han T, Zhu Z, Wan i
, , , , g T, Liu X, Lopez
1 Kao JH, Chen DS. Changing disease burden of R, Frankel P, Jong A, Yen Y. Down-regulation of
hepatocellular carcinoma in the Far East and growth arrest DNA damage-inducible gene 45beta
Southeast Asia. Liver Int 2005; 25: 696-703 expression is associated with human hepatocellular
2 Papa S, Zazzeroni F, Bubici C, Jayawardena S, carcinoma. Am | Pathol 2003; 162: 1961-1974
Alvarez K, Matsuda S, Nguyen DU, Pham CG, 14 Qiu W, Zhou B, Zou H, Liu X, Chu PG, Lopez
Nelsbach AH, Melis T, De Smaele E, Tang W], R, Shih J, Chung C, Yen Y. Hypermethylation of
D'Adamio L, Franzoso G. Gadd45 beta mediates growth arrest DNA damage-inducible gene 45 beta
the NF-kappa B suppression of JNK signalling promoter in human hepatocellular carcinoma. Am |
by targeting MKK7/JNKK2. Nat Cell Biol 2004; 6: Pathol 2004; 165: 1689-1699
146-153 15 Gupta M, Gupta SK, Balliet AG, Hollander

3 Su L], Ding GW, Yang ZL, Zhang SB, Yang YX,
Xu CS. Expression patterns and action analysis
of genes associated with hepatitis virus infection
during rat liver regeneration. World | Gastroenterol

MC, Fornace AJ, Hoffman B, Liebermann DA.
Hematopoietic cells from Gadd45a- and Gadd45b-
deficient mice are sensitized to genotoxic-stress-
induced apoptosis. Oncogene 2005; 24: 7170-7179

mE FEZ WH AL

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

59

UL A SHLAYRS 2008E7H28H; 16(21): 2423-2427
ISSN 1009-3079 CN 14-1260/R

& Jk 2.5 CLINICAL PRACTICE

HH 9 S 35 H RS $1iE H M Bhig 2141

B RER BAL X R, FHHE, KR

B BAT, XE FHRE KR FEARBRESLZF
E K 5 W & IR SN E R4 B AR BT 200438
®RER FPEAARMAES —EERFWE AT HE
A AMANFE LT 200438

BIRAEE: FRSE, 200438, g, PEARBHRESRE _FEX
B RIOATIBIMNERBAE T AR chenyi57@sina.com
E81&: 021-25074927

IWFSEEE: 2008-02-12 (BOEHR: 2008-06-15

#BZHH: 2008-06-22 7EZHAREED: 2008-07-28

Prevention and treatment of
needle-tract bleeding after
percutaneous radiofrequency
ablation for liver cancer: an
analysis of 21 cases

Bo Zhai, Ai-Min Xu, Yue-Hong Sheng, Sheng Liu,
Xiao-Yan Li, Yi Chen

Bo Zhai, Yue-Hong Sheng, Sheng Liu, Xiao-Yan Li,
Yi Chen, Department of Ultrasonic Intervention, Eastern
Hepatobiliary Surgery Hospital, the Second Military Medi-
cal University of Chinese PLA, Shanghai 200438, China
Ai-Min Xu, Department of Radiation Intervention, Eastern
Hepatobiliary Surgery Hospital, the Second Military Medi-
cal University of Chinese PLA, Shanghai 200438, China
Correspondence to: Yi Chen, Department of Ultrasonic
Intervention, Eastern Hepatobiliary Surgery Hospital,
the Second Military Medical University of Chinese PLA,
Shanghai 200438, China. chenyi57@sina.com

Received: 2008-02-12 Revised: 2008-06-15

Accepted: 2008-06-22 Published online: 2008-07-28

Abstract

AIM: To investigate the risk factors, prevention
and treatment of needle-tract bleeding after
percutaneous image-guided radiofrequency
ablation (PRFA) for hepatocellular carcinoma
(HCC).

METHODS: A total of 1567 patients with liver
cancer received PRFA therapy for 2035 sessions
between December, 1999 and October, 2007. The
data of patients suffered from needle-tract bleed-
ing were recorded.

RESULTS: Needle-tract bleeding developed
in 21 patients, who firstly received medicine
therapy to control bleeding. Of 6 patients only
used medicine therapy, 4 cases were successful
and 2 cases died. In the other 15 patients, 3 cases
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directly received surgery and 12 cases received
transcatheter embolization. Thirteen patients
were treated successfully and 2 cases died. The
rate of success for controlling bleeding was
81.0% (17/21), and the rate of bleeding-induced
death was 19.0% (4/21). The rate of needle-tract
bleeding significantly correlated with the degree
of liver cirrhosis, lower platelet count, obvious
prolongation of prothrombin time and subcap-
sular HCC (OR = 4.33, 6.31, 7.66, 7.91; P = 0.008,
0.32, 0.000, 0.027).

CONCLUSION: This study demonstrates that
obvious prolongation of prothrombin time, low-
er platelet count, subcapsular HCC and pattern
of RF needle electrode influence the needle-tract
bleeding after PRFA for HCC. The most effective
method to control the bleeding is transcatheter
embolization.

Key Words: Radiofrequency ablation; Hepatocellu-
lar carcinoma; Needle-tract bleeding; Prevention
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Abstract

AIM: To analyze the mutation of protease
serine 1 (PRSS1) gene in patients with chronic
pancreatitis (CP).

METHODS: The general data of one female CP
patient were collected, and the PRSS1 gene were
amplified using polymerase chain reaction (PCR)
and then sequenced. Meanwhile, the related lit-
eratures were retrospectively analyzed in order
to investigate the pathogenic mechanism.

RESULTS: We found c.369 C—T mutation in
exon 3 of PRSS1 gene and this mutation resulted
in an amino change (p.141 Ala—Pho). There was

no difference in the enzyme spectrum (AMY,
LIPA and CRP) between this female patient and
general CP patients.

CONCLUSION: The mutation of ¢.369 C—T in
PRSS1 gene may be related to CP.

Key Words: Protease serine 1; Mutation; Pancreati-
tis
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Abstract

AIM: To assess the practical usefulness and
diagnostic yield of capsule endoscopy among
healthy individuals.

METHODS: We retrospectively collected and an-
alyzed the clinical data of 114 healthy individuals
receiving capsule endoscopy examinations in our
hospital from March 2002 to October 2007.

RESULTS: The ratio of successful examination
was 99.12% (113/114). Sixty individuals (53.10%)
were found with small intestinal diseases of dif-
ferent properties. Forty-three individuals were
diagnosed with one kind of small intestinal le-
sions, 10 with 2 kinds of intestinal lesions, and 7
with 3 kinds of intestinal lesions. Of the 113 in-
dividuals, 17 didn’t need medical management,
13 needed following up, other examinations or
medical interference if necessary, and 30 needed
drug interference and following up.

CONCLUSION: Capsule endoscopy can be an

www. wjgnet.com

alternative modality for diagnosing and screen-
ing intestinal diseases, and it is useful for early
diagnosis and treatment of small intestinal le-
sions in asymptomatic people.

Key Words: Capsule endoscopy; Small intestine;
Health care
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Abstract
AIM: To reveal the relations of the parameters in
color Doppler flow imaging (CDFI) and power
Doppler imaging (PDI) with TNM staging in
rectal cancer.

METHODS: Transrectal color and power Dop-
pler ultrasound examinations were performed on
86 patients with rectal cancer before surgery. Tu-
mor blood flow signals were recorded including
peak stream velocity (PSV) and resistance index
(RI) and calculated vascularity index (VI). All the
rectal cancers were staged by TNM system.

RESULTS: There was a significant correlation

www. wjgnet.com

between VI and TNM staging (x* = 32.78, P <
0.05), but PSV and RI had no correlation with
TNM staging in rectal cancer (y° = 2.942, 4.473, P
=0.816, 0.613).

CONCLUSION: VI can be used in the evaluation
of rectal cancer angiogenesis before operation,
and also may provide valuable information for
preoperative diagnosis and prognosis evalua-
tion.

Key Words: TNM staging; Rectal; Neoplasm; Dop-
pler ultrasound; Transrectal ultrasonography
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Abstract

AIM: To analyze the clinical value of closed gut
lumen pressurized perfusion (CGLPP) in the
detection of anastomotic leakage.

METHODS: A total of 35 cases were collected.
After the enteroenterostomy was completed, the
intestine was clamped at the upper extremity 5
cm away from the anastomotic stoma. In addi-
tion, one Foley urinary catheter (22-24 in size)
was used via the anus and water was instilled
into the catheter balloon to make the enteric
cavity closed. Via the urinary catheter, methyl-
thioninium chloride diluent was infused into the
enteric cavity to observe whether anastomotic
leakage existed.

www. wjgnet.com

RESULTS: During the pressurized perfusion,
anastomotic leakage was found in 2 cases (5%),
and repaired immediately. After following up
for 6-12 mo, no anastomotic fistula and stricture
occurred. All the cases had no reccurence or me-
tastasis.

CONCLUSION: Application of CGLPP in Dixon
operation may help to detect anastomotic leak-
age and prevent anastomotic injury.

Key Words: Prevention; Carcinoma of the rectum;
Dixon operation; Anastomotic fistula

Dai D, Gong AM, Yan WZ, Li MY, Tan XY. Clinical
significance of closed lumen pressurized perfusion in
Dixon operation in detecting anastomotic leakage. Shijie
Huaren Xiaohua Zazhi 2008; 16(21): 2439-2441

fik L
BH: 355 Dixon K P 7 iz 3 X e Ei# LA
FRET 6 7 P 69 16 AR & L

FiE: DixonF KRR Mo RE, Ehnbe
v LE3n5 emib A k3 Lk il 7 R 4G
A1 Foley Jk 8 (22-245), W) Jk & 3 P IiEAK
AL R A A AT, A B R AL T AR xT 3 AR
A B RE@IZHENENEZHER, N
Bop a5 H £ 25 b T B L IR 47
WELAGAR,

ZR. R Z 3w X R EEAE N A I
il A 1 A R B (L R 5%, B AT
Ah. F376-12 mo, ALIRHBI KRG RE £ E 0
B, NERREFHIL, BFERIL 4,
1& BRI B AT,

ZEip: Dixon AR W A 3 Xode R 3 2440
=B NS A & R = R E R

X585): Hib5; EE; DixonR; W& O

IR SER, A, R, 18/)\F. DixonRPBEHHT
NEBEUNNEONIRKENY. BRENBHRE 2008;
16(21): 2439-2441
http://www.wjgnet.com/1009-3079/16/2439.asp

l%%%%

Z A E W
AT 3% K (Dixon
FRYERA
#F RIGE, B3
DixonF K454 A
i J% S B 69 1R
Je R X.. TME & )
WA AR
&M F AR
# it —F RN,
1FAKAS B & %9
BRILR K ARG,

W@ T ERE
A%, THEE
Ih, B EAKS
WEswH—E
BE A o



2440

ISSN 1009-3079 CN 14-1260/R

HFRENBHE

2008FE7H28H 165 52158

Wi £BHE

N EF QWSS
ik A i A B
FEhE B A
2 cm. B XM
BEELEN A
WA W b i A
W EWHR3 cm.
Heald et al#% & 4
HW R Bk ed
W& F KRN
(TME) &, 1 4% i
FRE REHLA
R R TR

033

T s A T AT B ARG BRI AT T,
ST REOR NI, W02 BB I A7 B W o B
FOR G A o ) T L o I R LT,
ANRHEE B ERE T AT FLEEHbR —.
28 H ks BT DI B AR (Dixon T AR) i A7 ™
W T ARIGUE, HETDixon T R4 A Bk i
MR NIAR . TMER U & HindE Ay
FHREMERE T P RON, AR B g 1
TRITA R 42 . HARIIAR JE W) 45 DI R A4
HAIAE10%-20% 71", W& LI R E LB
M R AT AR (1 R 9907 0 £ 10 9 2 32 o R AT
YN WIEAPS

1 MRRTSA

1.1 A A 412005-01/2006-03 5¢ lkDixon T A35
i, B2, Lt 145], FFE34-72(F AL AR
56.2)% . MR BE B AR IR 2R 15.5-6 cmi,
W4 I ER IRZE3-4 cm. BRI 1760, H
S AR 1601, RN 215, Y5 19784 F [H
KM 22 AR 2B Duke s A #h 78 & UL: BIH26
i, CLIH71, C25H2141.

1.2 ik A3500 BB AE T AR 28R,
FERSEAFTME J5 AT A7 Dixon TR, H 16
i B S8 R HBER AT L&, 5319
191 DR 2 W 35 R B 78 P W 45 2 (3 1R i AR A =) AR
F#[FCDH29mmELC DH33mmW) 45 2%) 5 JRARAL
Wytr, WA R IR ZE3-4 cm. BE VIR TIY)
ity 28 PR AL UK VR 93 BEELAS 3 E S TG0 A0 IR, A
FLPPUEARET, WO TS N O, 78 BEEVIA
FIA . FEW) 45 11 E 7S emid F A2 20k
g s S ll, SN0 ) B dd N 145 Foley IR
(22-24'5), ¥ JREBRFEE TNLITH, [0 JRE BRYE
WIEA15-20 mLER 7K, BREEFZMAT LT b T-AH XS
BRI, B 52 mL X 257 36 W moR B
7E200 mLIFIEE7K A, 50 mLiA: S 23K i LR ke
() 35 W5 MR 28180 1k Foley IR A vE N T 3 1A i B
B E B2 &, ¥ AN100-150 mLIF,
B AR R FEAM Y S H A G
VBB . 5 AE TP AU 261 W) & 1 Ak AT 56 R
WM H, WS 247 R NUZ KT 504
BIBANB WAL . ZERAE A AL 2L
B I, BE WA 1 G 5 s K 2
P HFoley IR . 5 MUAEHUATCE 5 1R 1 4%,
28 MRS eh e T S | L O e T M EE A
£, I, ST T W6 1 ok 4

1 BEIN
I EREER N
TEE.

A

\\ :\
\.II i

oo B4 M S FC AR BT B RE, S A LA s
UL, RIS B LR G W A e o5k T
i AT, SEE RN, KIE. R H
ML B IK S LEFr A Fr 2 ANE THRIT T wk,

TR B ARFIIK. B, BeE E TR
JRIHEES.
2 BR

ARG 35 4 £ AR B8R T s Pl X s
VRN, 5 SRR S Iy VR RE S W AR
CHRWIA TR B F 3 5 6 N AR D 5 £E AR
HUR AT 2450 A B A s IR
%, A5 2220 DAk F R s U2 4518
A E; BEEEUIEANE LR E A %4
BARFARRIW) A DEIE L, ARG B
P RAF. 533501 B H ARG 1 wkA3-400/d
15, RARJE3 whkiBHHEIh AR 1w, k&
BT JEATHR 8 IS A BOw s IRER, TR
SR A A O, A A B 5 B B I e i
KRGV D BeA S SR

3 e

B FARBARB I m . WA 2
IS, ARA BV T AR AR AT AR 5, 1)
ALK T0% 254750 53 56 i A ) 2

iR 2 ORI 9 L B VAR B B AF AR 3N IR 1R,
BE L il R34, JEAERTA AL I T
b8 R 23 [ AR L 9, PSSR 417 DA T
Vg e — M AN g 1) (b R 5 e, ISR A
LA P T P Fo D) b 00 1) R A0 1) FRO AR £ 5
Wi, BT R ROWE S R R 2 R AR B R
BB L e MR 8 A v R 37 1 9 B 9 T A A
ST B AT B G ) A% A L
O R AT PR, B A 3z O e T ) 2 i R
7£0.5-1.0 cmBA iy, FEH IS H2 em# . FARAA
N I BV 2k BE B >2 emohy 244, BRSE M H AR
35 3 5 T g e 00 P 5 D) BR VG A2 em. R IE

www.wjgnet.com



#R, F. DixonRPiziE R AT R TN S OeIBRE N 2441
K e M 22 T 2 i VU s I s ) i & 11 5 following excision of rectal cancer] | Chir (Paris) M@ %%
2003; 140: 149-155 K AT B W

3 em™. Heald er a/i 4> B )W R VISR 1) B
J5 A 5Ll (total mesorectal excise, TME)Ji, fii
TRALTFARJG R 2 R H I 5 R, Dixon AR5
FL g B8 10 F LR A P, A2 A
LW & AR WIS, W) AT 5 WK T K
SREU O DR ] TS W £ 1 S ARE R
PLRTVIBRY G R T AR BRI ) DGR, il
T AR AT M B db P X A W 7 A 3
FARJGWIA D DixonFARSERE, AT FHX) £
V) i i N S F o lery R 2218 1) i s N 50 5%
WERREM, YIS RS R EBE . Wk
B RAE S A, AR b2 T PRAE ) 35 P A U
i ALY S S A, RO AR s B 1 M s A T
FEe, 80 = P 200 e e RAS I W 4 1Y)
R, BT RN T VIS DS L, TS S
WIS By 2 R 283G ™Y, s i mr T e s ik
WA 1, Hs e AR TG4 ) & W6
. (EARE 28 M df P X s YR A Fy i 451
PRI £ AT S TR R s th, 28 Rt
AN SRS AR IA TGS, B LA b3t Pl =X He 8
TR AE, A P 50 DR B £ 4R 45 1 5 e 465
(i A i B 8 FR RN AT IR 4 i, 1%
[FREX W& 1 B Rt T T A 58 1 fe 7
HUHT 2 IS H R BCE 5 [, P 7800 5 B 7
Jis, WL TR R AW A TR B A s P I e, KT
T NENEEANE R, WA DR AR B
PG BT S ] 5 [t i ANy Je i i . A 5 1R R
T e BB EAAT IR (100 mL/R, 3 1K/d)if
T IIE, 1R ek B i 5)), R SR T k.
23l ik — RV, ANHEE YIS R
A, BRORNTTF AR R, DI & 1 8 A3
JiER. Dixon A i A 5 P U e e e 4
i HBELRAWEE, HIEATZ AR, N5k
Wi RN, v BT s Dixon TR S
Wit I R AR

4 SEXH

1 Pickleman ], Watson W, Cunningham ], Fisher SG,
Gamelli R. The failed gastrointestinal anastomosis:
an inevitable catastrophe? | Am Coll Surg 1999; 188:
473-482

2 EGERE. JEFRSMRITAONAE. S dbal ARTA
HfizkL, 2000: 415-416

3 Penna Ch. [Management of anastomotic fistula

www.wjgnet.com

10

11

12

13

14

15

16

17

18

19

20

21

22

23

=% EPRRITOINR S R, FERE ML S
IR Z 2001; 8: 32-33

. BRI RSE. PEREINMER S
PRZ% 2001; 8: 34-35

TR, EIRERIE YIRS RIS IE. i EE S
SR 2001; 8: 36-37

FARAR, Exfral, ADRE. IRPRAESISE. 81k Jbat: A
E T A= HihRt:, 1988: 136-139

X%, BRI EIE R SRR SR, T
RS NEE R SR 24t 2001; 8: 38-39

FIERE, U LRI F AR, Jbat: dblERt
St PRI Rk At 1994: 76-111
Heald R]J, Ryall RD. Recurrence and survival after
total mesorectal excision for rectal cancer. Lancet
1986; 1: 1479-1482

AR, 1B/INT, RERAE, ZERR, SRardE, ZREDE, TR
W BT BRI T AR ISR,
s VR YR 2002; 11: 247-248

Kanellos I, Vasiliadis K, Angelopoulos S, Tsachalis
T, Pramateftakis MG, Mantzoros I, Betsis D.
Anastomotic leakage following anterior resection
for rectal cancer. Tech Coloproctol 2004; 8 Suppl 1:
s79-s81

Peeters KC, Tollenaar RA, Marijnen CA, Klein
Kranenbarg E, Steup WH, Wiggers T, Rutten H]J,
van de Velde CJ. Risk factors for anastomotic failure
after total mesorectal excision of rectal cancer. Br |
Surg 2005; 92: 211-216

FRIEE, TR, BRN. RO EERE I A G S O
FESCI R R LogisticmAaHT. HREBLREZZRE
2007; 9: 45-48

T, FSRN. BER RO AR G H AW D
FR R B 1155 S P Ieg a4 2006; 20: 507
Bucher P, Mermillod B, Morel P, Soravia C. Does
mechanical bowel preparation have a role in
preventing postoperative complications in elective
colorectal surgery? Swiss Med Wkly 2004; 134: 69-74
SKERRH, 547, B2 g, XIHW, 5. B
RITIRY) & R R e B76. EERHEE B4 2006;
27:95-98

Renner K, Rosen HR, Novi G, Halbling N, Schiessel
R. Quality of life after surgery for rectal cancer: do
we still need a permanent colostomy? Dis Colon
Rectum 1999; 42: 1160-1167

Pollett WG, Nicholls RJ. The relationship between
the extent of distal clearance and survival and local
recurrence rates after curative anterior resection
for carcinoma of the rectum. Ann Surg 1983; 198:
159-163

Poon RT, Chu KW, Ho JW, Chan CW, Law WL,
Wong J. Prospective evaluation of selective
defunctioning stoma for low anterior resection with
total mesorectal excision. World | Surg 1999; 23:
463-467; discussion 467-468

T, (s, DK, RO EREDixon AR EWI4
FEITIAARS. REZESIEIK 2007; 23: 644-645

B B A 2RI G iR eI rE R R = o
AL SR B2 2004: 24: 595

BIEHE. EMEDixon KIS I EERIBGIA. IRES:
2005; 25: 51-53

[

gl

i FEZ W

F ARG
TRy #ATEAL, B
# R A, BT
A, 25T
1z, RAEIFF
AME.



2442 ISSN 1009-3079 CN 14-1260/R

HRIL ) OBIRTE 2008FE7828H  E16%

B215A

g SR KB U RERE

o Tt o

AP FFH/Y(LIEER), KAHEAETEZXONEAFREGOHA, 5T (BREAHLEE

Rz, Eﬁb)ﬁﬁ:%lu R

& Fue FALET
B R KA S — R BE R e

& EMR B
Tt DI A S Be e BRARIHS . R BT

HRE R EAEE )T
T N R 2255302 % el e LA

GER ZEET
v R 24 R 2 B B R B R ) Tt

FET ST
L MRS BB AL PR

I E FALE)T
BRI B ALt L EE R B AR

2 W Eid
A BRI B B2 B i T [ 5 B B 9 AL P R

RE R HI
AR — BRI A AR

TRE ZALEJF
AR TR AL Ui 2 R e AT TH AL

Bpe TALE P
S BRI T 4 L BEBe T AR

LS
PRI B B A

HEN TR
T BERR 2 R Be il AL

FH Bl
SRR — IR BB F

AR EAEET
JEa R I Bt g Sk

FEF K
Fe R R R B e i R

LR HAR
Hh TN A A i B R B 4 K = 2 S T
£AH #HiAx

RIEBERII IR — BB AR

MU T & d
P AR DR e R s R R e A v

x5 B
T ARBERIIC I B AE AT R BE B A

IR i d
R — I = B T AL P

BT AR
AR R R AL A R B

HRBERIR = I8 25— R Be i AL R

IAEA BHIR
VUL AT R R e 25— W B e e s Rt

B IR &

PR E N

S H IR P L ERBE AR, B BRSO e

EX 3R
L R 45— T MR A ISR B B P A0
Eifr—H
TRT ok

Hh [ R RS R 2 — R B g SR

MR B
W AR IR R~ BT 55— R B P DU

ARE 4 I
ERGHIEVAUN SN 71 R

RE M A
BB M m B AL R

K
Hh [ BIRR BE R B 2 e o Ao 2R

www.wjgnet.com



	封面.pdf
	目次.pdf
	2321.pdf
	2325.pdf
	2333.pdf
	2337.pdf
	2343.pdf
	2349.pdf
	2354.pdf
	2359.pdf
	2364.pdf
	2371.pdf
	2376.pdf
	2381.pdf
	2385.pdf
	2390.pdf
	2395.pdf
	2399.pdf
	2404.pdf
	2408.pdf
	2412.pdf
	2417.pdf
	2423.pdf
	2428.pdf
	2431.pdf
	2435.pdf
	2439.pdf
	2442.pdf

