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Abstract

Survivin is a new family member of inhibitor
of apoptosis proteins, which has the function
of inhibiting apoptosis, inducing proliferation,
and regulating caryocinesis and angiogenesis. It
expresses highly and specifically in malignant
tumors, and closely relates to development,
metastasis, prognosis and recurrence of tumors.
The gene therapy targeting survivin has been
showing its clinical potential increasingly. This
review summarizes the role of survivin in the
occurrence and development of hepatocellular
carcinoma as well as its clinical applications.

Key Words: Survivin; Hepatocellular carcinoma;
Gene therapy
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Abstract

AIM: To assess the role of Qinggan Huoxue
(QGHX) formula and its decomposed formulas
in inhibition of GRP78/Bip, GRP94 and
caspase-12 activation during endoplasmic

www. wjgnet.com

reticulum (ER) stress-mediated apoptosis in rats
with ethanol-induced liver injury.

METHODS: A rat model with ethanol-
induced liver injury was successfully de-
veloped by gastric gavage of a mixture of
ethanol and corn oil for 10 wk. Then, fifty
rats were further divided into five condi-
tion- and weight-matched groups (n = 10):
control, model, QGHX, QG, and HX group.
Rats in model and treatment groups were
given this ethanol mixture every morning,
and subsequently administrated with normal
saline, QGHX [9.5 g/(kged)], QG [3 g/(kg*d)],
or HX [6.5 g/(kged)] every afternoon. Rats in
control group were given the same volume
of normal saline. Two weeks after treatment,
blood samples were immediately collected
from abdominal aorta, then all rats were
killed and livers were excised. Hepatocyte
apoptosis was detected using DNA agarose
gel and flow cytometry. The expressions of
GRP78/Bip, GRP94, and caspase-12 mRNA
and proteins in liver were detected using
real-time PCR and Western blot, respectively.

RESULTS: Compared with control rats, the
model rats showed higher serum levels of ALT
and AST (138.3 +43.3 U/L vs 33.9 £ 9.8 U/L,
257.4 +162.3 U/L vs 119.6 = 28.6 U/L, both P
< 0.01), elevated percentages of early and total
apoptosis (29% and 26%, both P < 0.01), and
activated expression of GRP78/Bip, GRP9%4,
caspase-12 mRNA and protein (P < 0.01).
QGHX formula and its decomposed formulas
treatment for 2 wk obviously lowered the levels
of serum ALT and AST, remarkably inhibited
hepatocyte apoptosis (the percentages of early
and total apoptosis were reduced by 8% and
6%, respectively). Additionally, the expressions
of GRP78/Bip, GRP9%4, caspase-12 mRNA and
proteins in liver were significantly decreased
in QGHX and QG group than those in model
group (P < 0.05 or 0.01). However, the expres-
sions of these genes showed no significant dif-
ference between HX and model group.
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rats with ethanol-induced liver injury by block-
ing an ER-mediated apoptotic pathway as well
as GRP78/Bip, GRPY4, caspase-12 activation.

Key Words: Endoplasmic reticulum stress; Ethanol-
induced liver injury; Apoptosis; Qingan Huoxue
recipe

Han XH, Chen JM, Zhang L, Wang M, Wang L, Zheng
PY, Ji G. Effects of Qinggan Huoxue formula on gene
expression during endoplasmic reticulum stress-induced
apoptosis in rats with ethanol-induced liver injury. Shijie
Huaren Xiaohua Zazhi 2009; 17(13): 1279-1285

B

BH: K F I % e gy B 7 5B AR T B
i R A F R R e M 8 = GRP78/Bip.
GRP94. caspase-125 B Fo 2k & & ik 6974,

Fik: 2L KRB EAEEFRAG Z A8
A, F1RAF B R R 2RS4
S AR, FAFERF29.5 g/(kged). F
A a3 g/(kged) FEdhir2a6.5 g/(kged)Fe
ZANRA, HHI0R. ZAEH LA BER
T UBERA R, THLTHRR ALK,
HEN 2 wk, RR4H Wi iE, BE
FhRR K, L, 4 &I IE. DNA ladderik 4=
A 2 B AR ST am e B AT M e T A
M, RT-PCRA=Western blotix 4| X R A48 47
GRP78/Bip. GRP94Fecaspase-12k B fo &
B A&k,

SR 5 EFaAE, #AE12 whkk R ik
ALTAAST/K-F A %(138.3+43.3 U/L
vs 33.949.8 U/L, 257.4+162.3 U/L vs 119.6
+28.6 U/L, P<0.01); AT 2mfe. & £ T 2178 T2
T, BB R Fe T I H T F 5 5K 3 29%F
26%(P<0.01); FF2L£2GRP78/Bip. GRP94#f=
caspase-124 B o & & & ik ¥ 234 5% (P<0.05
0.01). &2 wkigJ7)a, FIF &y B Ao
) 569 S AR B AR T B4 K R F ALT,
ASTHKF; dphl AF e =, BB = Ffa T
BT R A K E8%F6%; F I E o BE
I 7 2% BARATF 2142 GRP78/Bip. GRP944=
caspase-12A Ffo G £ ik, HAEMMILER
Yot £ 7 (P<0.055,0.01), & f A 548
AL TR R £ 5F

S AT E dn oy B Oy B A BT AR A K
ST 4a Je A 39 & L B BOR 69 4RI VR R, AU
BT AE L5 TR PR )R OR R R T Al R A
F caspase-12. GRP78/BipA»GRP94 & A F .

FHIONE, BRIOA, SKFD, £, T8 XDIBX, . BbalEN
BEEAHRIH ABARRMNSARNIEECERRIANFN. B
T BIEAYE 2009; 17(13): 1279-1285
http://www.wjgnet.com/1009-3079/17/1279.asp

0315

RS 5 199 (alcoholic liver disease, ALD) UL iZ ¥
R R AR TP P 9 1 35— KPP, ey
AR FIIRTY ALD, & B AFE LI ) . i
AN T AEALD AR HL ] b BAT AR, i
N 5 Y 3 (endoplasmic reticulum stress, ERS)
SRS U T3 S AR T SRR . WEST
R, HLHGRP94. GRP78/Bips A it 43 1
PEARRIE ERERS R AEMPRE, TRAER
R 2 B R B H 8- 12(cy steine-containing
aspartate-specific proteases 12, caspase-12) /&
ERSS 3 A 240 M8 T4 7 1 e 3 2 1 g, JLTR AL
P TIR HLER L TR AR, VST
005 A8 5 AT RG M 453 0 K B P T 4
P HR R AN S50 T ol 7K LA A
P05 5 AR, ANERS S WP 6 130 % (1 £
WFFEI I AL 5 B2 AR T 0 A R A 5 3k A
AR A 2IE BSR4 5 B 40 i 18
T AT BERLAL.

1 RT3

1.1 ## SDKE, SPFZK, M4 f280+20 g, [iff
35 v S B B W AT BR 2w R AL, ZhW)A Rk S
SCXK(¥)2003-0003 5 ; i Hi% .77 (5219 g«
W9 g JFZ15g. BH9 g BARLS ). W
Ji(GETH9 g. BEA9 g) KIG LT (FFS515 g EH
9 g WS @)Wk h_Lifg rp e 25 K4 I s i de
= B 1155 = 461 4% Annexin-FITCHR TG0 57) f6n
I 135 [[MBDZ #); TRIzol, Easy-DNA™iR7 &
Hlnvitrogen & 7= i, W AR F £ Revert Aid
First Strand cDNA Synthesis Kit 1 H MBI/A ] ;
YUK GRP78/Bip. GRP94Flcaspase-12%2 1l
LA B 9EE Abcam 2 w]. HAAFIIE 4 73 Hr 4k,
12 7k

1.2.1 1M BAR AT B AR 69 2 50 1IEH K75
S, B2 A 3 A v R b n DA et
SR SRR MRS Ik AT B A5 A . B4 2P
ig LWEIR AR5 mL/kg(S6JF I © oK« nik
M =501 10)1K, & Mip CCLBMI 7 #0.3
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ER S|¥EEB(5'-3) KEbp EBNEE(C)

GRP78/Bip 5153 1#): ATCAGGGCAACCGCATCACACC 312 56
TH531#): ACG CCTCGGCAGTTTCCTTCATTT

GRP94 Y53 1%): GACGGGCAAGGACATCTCTACAAA 362 56
TH531¥): CTTCTTCTTCTGCCCCTGCGTCTG

caspase—12 53 1#): ATTCCTGGTCTTTATGTCCC 495 58
T334 ATACTCTCTCAATGGTGGGC

GAPDH 5153 1#): GTTACCAGGGCTGCCTTCTCTTG 245 60

Ti53 1#): CCTTGACTGTCCCGTTGA ACTTG

mL/kg(CCl, © B = 1 © 3)19%, #4210 wk. IR
R R W RIE LR, 2 Wikn it 2 BOCHR[S]. 5
11 R AR R e A Jo e LR S 3 7 B AL 20
HRETIAL E ATV 5 2H9.5 g/(kg-d)s TEI S
M3 g/(kg-d). TEIMLTT46.5 g/(kg-d)s 75X
H. FFAHI10R, FARH EAUES 4T CRER
B, TS T A EUERIER K, EEEE 252 wk,
KIRG 21 WRTR S, I8 shlicR i, A%E, 7
BFAE. FFREARAR-70°C VR A7 ok FF R[] 52 . 4 1f.
T, 4 BBk S BT QORI 2 R e B T
(ALT). REAAIRAIEEHRFAST) K. B
P2, 100 g/L R e« A a i, 4
F, ATHEHES A, J6BE T L% 41216 W5 A2
PE. RIS AL FESL.

1.2.2 Annexin V-FITC/PIXART ik 46| A 4@ it 8
= FTEETF 2B A1 mm’ A, AR5 B 1100
H W e pe, b DLAR 3R /K ok, 2500
r/min 25005 min, 7% 3G A 40w A, oS 4 iy
T VAPBSYRVERR I, FH 455 S8 ph R R A
JIR % 451X 107 cell/L; il A Annexin V-FITCH
P15 uL; HERiR~s), B =M & 15 minf5 7
R 2l W S AT RS, Cell Questi A4 Hr
1.2.3 DNA ladders#7: fli HlEasy-DNA™li$2 J;
DAREUIT4LZIDNA, ELDNAFEAAT20 o/LEiE
Bl I LK, EAT UR TOREAE PR R R 4 T (DN A
ladder) 3 #7.

1.2.4 oy 38 k2 FPCRE N IFLLLGRPTY/
Bip. GRP94#=caspase-12 mRNA# & iA: #4100
m g4 LU I R 15, 57100 mgZH 21
Xt 1 mL TRIzolE %], 4°C &.x(12000 r/min, 10
min), B, 200 pLi &4, A, =il
##E 15 min; 4°C 25.0:(12000 r/min, 15 min), B
SRR, NS AR R I EE, $25), SEEHE10
min; 4°C 2.>(12000 r/min, 10 min), 2 0T

www.wjgnet.com

JEHIMRNA; $EHU S RNA TDEPCAK T, 4
JEIEETFMRNAMRE, -70°C%A7. HIRevert Aid
First Strand cDNA Synthesis KitX} S mRNAHEFT
WSk, A cDNA. H0.5 uLiIcDNAT25 uL
KNAR R EATPCRY (5195 & 1F W3R 1),
TEHEAT IE X SR HY, Tl 14 7= ) 2500 1o i ok %
E(FRUK AT 120 g/LERIRPERELS, 10 ViemBER
{10 FL ) LR G & 15 ST IE 73 21 7 FU AR 2 1Y
Y. WS BEHGAPDH. B 5145 5 HR 4
GenBank A A1 (A CEE B t, th Bl oeig A=)
TREA vl G . PCRIN SERUE, B R A3
4 4 ABI Prism 7300 SDS Software 47, il
it Comparative Delta-delta Cti2:% i IE H GRP78/
Bip. GRP94F/lcaspase-12 mRNA[1RIE K1k
AT RN & AT
1.2.5 Western blot#& R AT 28 21GRP78/Bip-
GRP94Fecaspase-127%& & 89 £ ik : #4100 mgH41
ZURNIFER TR Z0 18, S I ARIPAZE MR
(BF 41243 mL RIPA), 7£4°C 441 R 41215000
r/min, 1 min); X5 INAPM SFAf AR (4 w4121
30 pL, 10 g/L PMSF), ¥Ki#$30 min, 2:L»(15000
r/min, 15min); 732540 i3 (5 ), Lowery
bo B2 e R A o i REANFESD EFESO pg, &
SDS-PAGEHLIK N & &, HLAL IR (100 mA,
40 min); FEFE 52 LRSI\ Westerndst VR, & 1412
h, 43I ANGRP78/Bip. GRP94. caspase-12%
PR (—HT), 4°CITTR; WesternPEig i vEFE 15
min, FE37C; I BAR L E LB (HRP) b ic 1)
P, 4CRMIh A ROGERFIER A, XIR
R, SR, E AR R LE R B L
BT R GG, BEATKEE Sy, LLH
Zkis/B-actingk iy K 5 LA RN 5 FEAR R IA SR 4
Gt F AR S KA Hmean £ SDE IR, W
Y1) LR A 5, 2 41 LR H One-way
ANOVAZ}HT; Excel2000 52 SPSS12.0%8 4147 %1

Wi £ BE
ED-2 ¥ LA
WAL ESH T
o9 BT 3% 58 /s BB
A B ARSI
0 JLER S #9 B 52
PRI, W R
BT ATE AR A
caspase-127% & By
RKe&F, @i —
RO RIER B, R
KT H mAnA .
Fra RV oE S
FRcaspase-1289 &
1, STERS B Rt
T T A8 X 6 AT IR
P IR T B B A AR
FAER.
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W A 5
ABR ALK
BB B R T
AG HE A 6y K mh
L, BERFFE
on 7 B H A F
ERS B R R =
WP AR AT T
4-Fcaspase-12+
GRP78/Bip,
GRP94 494z, I
R RAT
el = R
ERR LY N
BRET G
Hr VeI AR 45 44 AL
H, FAH @GS
R RSB
ALDR BT AT HY
Iy ik Aa A W A
1R

1 BERERIFALRREETGHE x 400). A: 23 A B: BEHA; C: BRI 4H; D: FIJ54; B mH 4.

L SEYNELT

2 BR

2.1 FH AT gy B 7y sH IR B A T B4 K
R FALTAASTH % A2 wkikf, #iRIZ]
KRIMIEAST ALT/K P32 U0 B4 L3 1]
BT FE@P<0.01), TTZ4E2 wkit¥aYT, 3 G I 7
e AR5 20 Gl I D7 R Il ) K R AS T
ALT/K A W T B#(P<0.05550.01, #2).

2.2 I Ty B 7 3R R I M PTG K
RATRELL SR B e v RARILER, 1EH KR
IR BT, S LM, U R B AR R
FEI g JHFJE A THORDRE, AR B3GR, B hata,
SR A, FRTAT A CIR DT BE R T S 1
KAFITHRZ BB P I 5 .
JGBE G, TE K RU /N S5 R e, 40
Z LA o ik Ok ot B SURE RS, SR IR
RS R BUTF 2R S IRANTE, JHF 4l i ot i IR A [R]

PR (R 25 AP 40 BT 107 AR P W S, 9 K
ANANEE BN N R AN [ R R ) R OIR B
SEARIRIE, 222 LT v S ik ) [ e, IRAEIX
JH- 52 P ] LK S R 48 iR, N R ZE X nT
DTS 20 PG A 3 I I 5 B A% 7 4
JURE I3 74 R 98 R R I A A TR TR A (T ).

2.3 FH AT A Ty B I 2R E A AT B 45 K
BT 202 DNA ladder®d %5 em 4R T4 A4y
fEZ — T4 DN A W] %4 4 180-200 bp
(1) 2 2 SER% /M B, (RS IR W B i vk Bk
LA Bk TE 4577 (DNA ladder). 25 06} FE 2K BT
I ZADNATEHEETCWT A, BRI —4ka; B4R
BT 2 20 L B R DN AR 8 4515 37 950 I
J7 0 BRI 45, RWIR A M T
JHF 77 03 1L 5 2 AN [ R FE I HID N AR 8 4% Ay
R (E12).

2.4 AT Ty B I 2T IR B AT i 4G K
BT a8 ey 1E RISl Annexin VX
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x| n ALT AST
TENWR 10 33.9+98 119.6 +28.6
TEEINIR 8  138.3+43.3"  257.4+162.3
p=Izamr 1115 I 0 37.6 +27.9° 83.7 +33.8°
=izl 8 42.0 +26.8" 102.7 +23.6°
yaaliiys] 8 46.6 +21.0° 111.56+£21.3°

°P<0.05, °P<0.01 vs ZEH; °P<0.05, “P<0.01 vs EHULE,

A 10° B 10*

10° 10% ¢

& 102 T 102 b i

10! : 10!

W L B 100

B 2 ZHEKREHF
bp /AR T-DNABSIRER

2000 K. M: DNA Marker;
g 1 ASEDCIRAL 2:

TIH; 3 JRI54; 4:
500 VENFSA; 5 EITE

1MI548.
200

100

10°' :
10° 10t 10° 10° 10° 10°

10° 10? 10° 10
Annexin V Annexin V Annexin V
D 10°[ E 10°1
10°} 10°F -
. .
&10 & 107 e
(o
10 10
100 . 1 . \3 \4 00 . .\.1 Ll . . \3 \4
10 10 10 10 10 10 10 10 10
Annexin V Annexin V

3 Annexin V/PRRICHINSEREFFBIRIBT. A: 23 FOT R, B: BIAH; C: iEE T4, D: FEIFI548; B: fHiI5 4.

PIYME 4 (Annexin V' PI), 43Af7E i 240 10 4347
EIR A FIX(LL); FH T4 il Annexin Vis 4
MPHE A (Annexin V' PT), 0 AifE B AT K IX
(LR); ZET41 s Annexin VI %% 11 1= 44(Annexin
V' PLY), S AifEE A B IX(UL); W3y T4 i
Annexin VP E 44 (Annexin V' PI"), 434 7E
BRI AT X (UR)(P3). K L3030 T2 2 M 11 23 £k
(LR)FIHE 318 T 40 e 71 73 B (UR)ZAIFR sk
T-3%. Annexin V/PIXFRIC LSS R BoR, A5
TR0 AR 20K B 40 i SO T RS R TR
52 1E i 0] T2 Wk 2 1 1o (P<0.01), TN MR UL 7
AT AR U 2 B S0 T 2R R A T AR A
WAL B FFRRP<0.01, K3), RIL 2 JFxHil
R T P 5340 K BB 400 9 T B Sl s 4
2.5 K AT o gy B A 7 AR M B AR AT B KR
FF4L % caspase-12. GRP78/Bip##GRP94 mRNA
FikW#ea 9OLERPCRE R R, 1EHI12 wk
Ja, AR BRI 414 caspase-12. GRP78/Bip
FGRP94 mRN A PR 215 B I K B A2
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3 Ocaspase-12
b mGRP78
mGRP94

b 2 ¢
C C
m [
0 il "Nl WA §
M K Q H F
B 4 FLAKRE12 wkiF4R%Rcaspase-12. GRP78/Bip#Hl]
GRP94 mRNABIZRIX. M: HRIZE; K: 23 (INTIRAE; Q: 1S

J5¢E; H: FEIJ54R; B iSRRI 2E. PP<0.01 vs 25 (I4H;
P<0.05 vs THAIZH.

vs GAPDH
N

relative mRNA level
—-

FETHREI(P<0.01), F3 22 0 AL 113,82,
4.89F112.964%; 15 F-4i i 77 A3 77 4K B
S 2R R T TR PR AR G 2 TA B R A 21 1) W
BEAIR(P<0.05), Horpiis iF I 77 4lcaspase-12.
GRP78/BipfIGRP94 mRNA % ik Ht /3 Jil & AR 70 4
(172.35%- 56.11%K156.75%, ¥ T J5 2153 51 Ay A
R [1)78.46% 75.95%H163.02%; 3% Ifil 15 41 545
TRGTE I B 22 (1] 4).

mi:A2E
R %P, |
M. BT S
T, FIE R R
2H5HAEALDE
F IR ARAE Fe
FF2hdt, STALDR
HRAF0 A0
57 RR.
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[ PACR X M H Q F K
P9 R M RL(ERS) A D S —— CASPASE-12
B e ) T 3 :
L BUAK 28 feL % B A GRP78
jf%‘;; ;«;’E%Q ';f 4R n oV e SHETR — — GRPS4
SR kams TOWR 7 562:131 4974104 -actin
B R 44 ) gL A EBRNTIR 7 29.76+12.36° 2526+ 11.60°

) , JRKES 4R40 - i

ABMIEAASN  EEENS 7 6443200  51ss2240 o 5 SERENZ wkiFlicaspase-12, GRP78/BipH)
BRGNS 34 - . . GRP94 BHMIRIA. M: #HIH; K: 2SI BH; Q: /&I
P T i) g EEREad 691429y w4 F: EFFE LA
R AZE 5 e R yaallills] 7 8.72 +6.05° 6.12+4.21°

ol BT, A
1% caspase-127&
L, #FAHRRA
o F A48 = A
o, 4k 5% 3 2
Mo & & CIR # 4
caspase-9, 3| ALK
f 2 5 5t %Ak
Fo & AARA - 2m
Jo B T R e —

*P<0.01 vs ZE2H; “P<0.01 vs ERIZE.

2.6 AT o Ty B A T IR B M AT BiAG K
HF2A 4R caspase-12. GRP78/Bip##GRP94% &
FIA W90 Western bloth il &5 B LR, 1EH12
wk/5, BRI KR INT 412 caspase-12. GRP78/
BipMIGRPO4M [ 1A & 0] & & T 1E K
(P<0.01), 73 Ak B2 AN R4 4,31, 49351
.28 ; ¥ 4% i 5 20 AN AT 5 4K BURT 4 47
r AR R TA R I R 4 B 3 PR (P<0.01),
A G I 7 ZHcaspase-12. GRP78/BipAll
GRP94H H R IE 4y ) AL [1)48.81%

61.49%H146.15%, T JHJ7 20 53 79 4 BE AL 20 1)
63.09%. 79.73%H158.46%; 1% Ifl. 77 41 5 A AL 41
TG ) J 2 S (1 5).

3 111E

1T AP ] AMIT SR S, T AR I R (A 2
it &= R (homocysteine, HCY)/K -1 BT+, 4
W e 0% 9 99 SR 2 1R & R M, AT 51
B 28 AR 25 AL 5 B0m e R R 1 RE™. 3h
SIS, 7E O EFER S BRI h, L
T I DR R A S ER S S N K 5 T 40 i
P8 TR0 R 5 G BOAH G R 7 R k. HCY (1 3
hn, F 5SERSNZHE K (GRP78. GRPY4.

CHOP. SREBPs)Z& k34 i LA K8 T sl 12 11
[X]-7-(CRADD. caspase-12. caspase-7. ATM.

BAD)#) 47 57" ERS & 425, GRP78/Bip-

GRP94. GRP58. PDI. SERCA2b. M %
(calreticulin). CHOPZ%:— &4 A i 43 T F1-1R
A LIER N, UIRGEERSS B 1K F, #5 Bh iEH#
i, B S HIZERNHERIG & A0, B
e T S I A B, AT A M T, ORE A
M G52 N . o GRP78/BipHIGRP94)
ZAFAET WM b, Bl A 2 ER S bR G 1 R
H. ERSSER 2k T —/Mfcaspase-12.

9. 3KEFILI N, caspase-1242 T IMEES

A1 B TR G RIRY S A 1. caspase-1275 1L
J AN A SR AR T 5 B S Apaf- DRIAN i (4
FORTER,

H ST 2 ks (i) 2477/
SERA IR . R ICIE SE, %07 88 % 4
HEALDBF AR RAERT T GE, 3 2508 i i
0 0 42 P AR I 1k AR, BRI A TR I 2T A b 354
S A R KT, S ALDEAT RUFILEE
VAT AR [ AR S A R I, T IR 1y
B J2 25 BTGP 1 T 27 4 Ak RS 70 3 4 1 JHF 4
JHT a4, RO BRI PO R TR, JF
B MERGRR

AHIF TN FH 2 - K 3 - P VR A5 ) E S
JNFIREC CLIE S 735 810 wk, YRS M T
Wi KBTS ALT. AST/K V-8 BT, 441
o4 LS S 7 DK B P 4 A A4 B A8 0 7 A% P R 6
i L 28 AR AN, 3 B DR BRURRS T 400493 5 28 ok
Dhifil#. 2232 wkiftdr g, 4 941K RUFIE AL
b AT B 88)  AE W A . RO T A
R, 12wk K U4 i 32 Bk A H
ToOCAR, SR T AR R T AR 40 0] IA £ 29%
F126%, FF H LI TR AR A2 O e 2
ZH K ST 4 B 8 1 2 R RO 2 ) 43 31 B
K2 8% 6% /A7, R B I I 7 S 4% 7 Ry
K PS40 K BRI 440 L7 T B Sk A s P
M T %8 € EEPCR A Western blotiE— 545,
RIUVERIK 2414 caspase-12. GRP78/Bip
MGRP94 mRNARNIE [ mRiA, R =Rk
K12 5 7 WS P 4000 T 40 IRE R SR T2 1 2k
25 2 A S T I 5 R HE 7 21K B2 21
caspase-12. GRP78/BipfIGRP94 mRNAFIZE [
FIE M B BRAK, BRI JTF I 7 RO 5 ] fg
TH LT UHE R SYH T AH K BRI A0 )RS 2 JH- 451
PRI N P PR T 5 A I T A B0 4 Fe
b b3 2RI 2 T ILA Y U5, JUFO T A OGO
DR G S 3 5 . L5 (b 2R 2T, SR
2 SR B 28 AT X 0 S A e S 40 P 4
ERSH T RHE T 2AE, MFEERSIH 5 54
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Abstract

AIM: To study the effect of specific HDGF-
siRNA on proliferation of human colon
carcinoma lovo cells.

METHODS: Three pairs of specific HDGF-siR-
NA were transiently transfected into lovo cells
by liposome and then the expression of HDGF
was detected by RT-PCR and Western blot. The
most efficient siRNA was selected for following
experiments. Cell proliferation was examined by
MTT assay. Finally we also detected the expres-
sion of proliferating cell nuclear antigen (PCNA)
by RT-PCR and Western blot.

RESULTS: After the specific siRNA was trans-
fected into colon carcinoma lovo cells, the ex-
pression level of HGDF showed a significantly
decrease which was detected by RT-PCR and
Western blot. The cell survival rate was signifi-

cantly lower in interference group than in blank
control group or in negative control group (f =
4.432, 4263, both P < 0.01), and the expression
levels of PCNA and ERK1/2 protein were lower
in interference group than in the other two
groups (f =14.89, 11.92, both P < 0.01).

CONCLUSION: The results show that the spe-
cific HDGF-siRNA can effectively silence the
expression of HDGF, and HDGF-siRNA signifi-
cantly inhibit proliferation of colon carcinoma
cell line lovo cells, accompanied by down-regu-
lation of PCNA and p-ERK1/2.

Key Words: Hepatoma-derived growth factor; Pro-
liferating cell nuclear antigen; Extracellular signal-
regulated kinase; Cell proliferation

Liao F, Dong WG, Luo HS, Liu M. Effects of specific
HDGEF siRNA on proliferation of human colon carcinoma
cells. Shijie Huaren Xiaohua Zazhi 2009; 17(13): 1286-1291

i

BrY: A7 BT AT A £ K B T (hepatoma-
derived growth factor, HDGF)*t A X # % lovo
an R 3 5A. 09 A,

Fix: B3L4HDGF® & F B D F#
RNA(HDGF-siRNA )i i i§ AR A~-F- Bk i 4%
F N KB FElovosa i, RT-PCR& Western blot
F 2 A MHDGF mRNAFE G i &k ik 247
2, Fimt 1 £ A E RS WUsiRNAR
F )& 429X 5 ; MT T M EHDGF-siRNA 2+ X 1
S 4m 3G 78 & K 69 %A, Western blotikain|
¥ 38 4w B A% 30 R (PCNA) A ERKGE ¥4 % & f5 4
FA/T)E K Elovodm fL P & A AF 6 T AL,

Z R HDGF-siRNA#: 4 58 A 249 4 X W &
lovoZm i P HDGF#) &3k ; 5% & B MM R
248k, RNAT 48 K B S lovo 2m i3 74 & if
B HAK( = 4.432, 4.263, 3P<0.01). PCNA#=
p-ERK1/2%& @ ¥ ¥ . TR = 14.89, 11.92, #
P<0.01).

Z5i8: HDGF-siRNARIUH # FLBTHDGF &
K fElovosa i oy & ik, w LA 2474 K
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PCNA, #4|ERK1/27%& & E A £,

RERE: BT LK E T EAEATUR; ERK
EH; A
BE 2DE, BE NE ARTETLERKRIWAGESD

RISTEBVHDAL. HFRLENEIIRE 2009; 17(13): 1286-1291
http://www.wjgnet.com/1009-3079/17/1286.asp

0 51
KM o — i W PRI A 2R e, L
HEBE LTS, R R . K
AR AR ARG N B VP2 R W]
KPR R B AE K- (epidermal growth
factor, EGF). ML W KA K K F(vascular
endothelial growth factor, VEGF){E I8 if) & 4=
Ry EE A O, Tk, —FH ALK
¥, BIATREATAE 2 K FF(hepatoma-derived
growth factor, HDGF), K JLAEVFZ A= # 1 p PRI
Ferpid R, CBORBRSZ BRI 5 1) DG
HArit 7t B, HDGFEVF 2 1IE W A2 21K
AR BIANZKIE, T AE 5 LA R Wi il
T R g v (R IR KCP B3 TR A S, JF
B35 HD GF 1k 5 FE 1) T, e if) o 1k st
By, 7R HD GF 5 58 1 g 10 A g e
i e 2 D) AH M,
RNAF#HAIE H Hr H T 8o %
SR Th eI — Ty A A BR . A T
HDGFX 45 )19 20 B A= K2 A 5, AR S50 A
H %4 AR BT K il ovodll R HFHD GFIN KX,
DA %2 HD G F A A Rl 53 i 60 K 1o v o 2 i i
B, Ik — S AR AL

1 #RR0SE

1.1 ## TRIzolAFIE T Invitrogen/A ). i
sl WHPCRIAF &I T Fermenent A
F]. Annexin V-FITCIRAFI &I T MEA A, i
JEfALipofectamine2000 f Ak & il i) = %)
HDGF siRNAW ) F f A D HARA PR
"W). HDGF g B Bl 1. PCNA R il bt &
WS Actingdd T 9 [HAbcam /A #]. ERK-1,
ERK-2%HT AmAb L p-ERK/) il 5T AmA by
T3 [ESanta Cruz BiotechnologyAH]. Fr —
P T EPierces . A HH . BCA
R B I R S T R S = R A
F AW ST, ECLAJEHIIE T £ EMilipore A
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Al N KW lovodl BbkIE B RFBE 1 4
Jo S 8K R0y, = 46 siRNAIE  XEE 7 51 43 5
J: siRNAI, CAACAAAUACCAAGUCUUU
dTdT, dTdT GUUGUUUAUGGUUCAGAAA;
siRNA2, CAAGGAGAAGAACGAGAAA dTdT,
dTdT GUUCCUCUUCUUGCUCUUU; siRNA3,
CUACCAAGGAAGAUGCUGA dTdT, dTdT
GAUGGUUCCUUCUACGACU.
1.2 7
1.2.1 smpazdc: lovodll jitk I Dukess H1 A CHA
B R e 4 B, LA 100 mL/LFAJIf 2 I )
DMEM = Hii R 979, 7637°C 50 mL/L CO,. 1
R R R T4 Th 5 7.
1.2.2 sofedsde: HAMEFEL30% AL, ¥
HDGF siRNA K] X} HlsiR N A LU ot f4&
Lipofectamine2000713:4% 4 A\ _K ¥ lovod i,
HARERAE X B kAT
1.2.3 RT-PCR#AMHDGF mRNA#® &k ik: # 45
24 h, HITRIzoNAFIFEH %5 4140 il 5\RNA, 285153
TEICFEACI ERN AL RS e 7 i, LA s A3 21
cDNANIAR, HR4E &N 251 %GAPDH(IE
X51#15-GAAGGTCGGAGTCAACGG-3', . X
514)5-GGAAGATGGTGATGGGATT-3"). HDGF
FEHEYE L5 1415'-ACGAGACGGCATTCCTG
G-3', X545 -CCTCTTCAACGCTCCTTT-3")
BEATPCRY MY, § 19K 243524221 bpAI311 bp.
20 /LIl kAT P CR ™7 4, EBIS L%
o IR .
1.2.4 Western blot# M HDGF & & #4 £k #4 5
48 h, DLAH SRR v R e 1 R b I 4 i, X
B, BCAHR S I e 1 7] G I e i R
J&i, JEAT A e R R B - SR A A TR M e PR UK
(SDS-PAGE), ¥/ R MR 4 WML, B,
IIA—H4°CIFES h, WG A PR G
1 h, EEEE, BT A P ECLIAH S (Milipore 2
ARG R R PRUERCT . HAROE U
I3

Tk DL E S O RN AT fe i 1)
HDGF4s 2 siRNA ] T )5 82525
1.2.5 3520 K KifElovodli il 7 K34H: A:
2B IR IR AL B AR S siRNASE G2 (1 [ 14 ) 1
A C: e EsiRNATHEA.
1.2.6 MTT 4 A3 7 5% B BOW BB K 4n i, 1)
T T L TS B 4 PR ARV, R A AR R g 1 X
10%/L, LAEEL200 pLeefhF96 L5 70 135
BF37°C. 50 mL/L CORFFRMEETR, 70l 144

AT B A 5

M &N F AT
HARGEE, 12
54 $ B K kR
FEHH R A L S
i B B P 6
R LT I A
155 5 A AER
AN HF A HDGF 4
B 3T B )G B R K
W % 4m B 3G 38 44
M, KA BT
M A B KT R R
HDGF#) o F 4
AR, I A K
S 0 08 I RAE T
# k2.
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LA REGIA
KA. B RSt
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IE¥ Sl X 2%
iR AGE N AGE
EMA K, {2t
SMHHDGFA R
J& 09 AR ShAE R AL
B 2 dRE .
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1 2 3 4 5

B 1 RT-PCR. Western blot4>BI4& M % 2H5i[FHDGFHY

MRNARZEERIA. A: mRNA; B: Z[; 1: siRNAT; 2: 2358
BZH; 3: sIRNA2; 4: BMSGHIRAE; 5: siRNA3; 'P<0.01 vs 25
SHIAZH; “P<0.01 vs [0 FRZH.

Yo 5 BN MG E IR AL 4k 524 48 1472
hJE AR #5240 P, R a2 AL, AL I
IR NS g/LIIMTTI20 pL, 4kE:55 573 hjn &
1EREFE, e B3GR, AL II(DMSO)
£:FL150 pL, 780 % %10 min. BEFR1X(Bio-
TekEX-800, 2 [H)7£490 nmis K b (] & 5 FLA
B, PRS- 24 i i A K
1.2.7 ¥ 3% 74 2w i A% 3 RPCNAZERK 1/2i8
¥ THIJHDGF siRNA 48 h)5, oo &4141
Jid, I S BN iER MIPCNAL ERK1/2,
p-ERK1/2 &% P} 5 Actinfk [ [ 3R 1.

SFA AR AL AR PATHEAR, &
ZH A FHSPSS11.5%8 v 8 A 34T 7 22 /3 A Al
llgh i, LAP<0.054 7= 5 Geit 2 s X

—O— FAMEIRA
—A— SIRNAZNHZH

2 60 80

0 40
FeeafE IR ()

2 MTTERNHDGF siRNARE AR A MBERD I
E0ESS

2 BR

2.1 RNATF#atFegthml Y24 his e K
JElovodil Jfl, RT-PCRE R . BIPExS IUZH Aok
U K lovodll iEHDGF mRNA £ BHPER
ik, M3 MEsiRNAXTHDGF mRNA#K LY
A A, 5 AR LA T 2 e
(¢ = 22.08, P<0.01), &-4141futb KL NS GAP-
DH(221 bp), HARMRETLY B2, #4448 h
JE U, Western bloths il & 4141 it HDGF
B Rk, AT UL RH P R 2 R A R R ALK
JrsElovo il flUHDGF £ 11 & FIE# ik, TTHDGF
sSIRNAFE Y40 K g lovodll il HHDGF 3 (4 %34
B8 59, 5 AL b 2 R BE g R
(¢ = 15.63, P<0.01). — 45 EHDGF siRNA
XTHDGFA7 W] G 4], BLEE35%siRNAK T
PO de, WK N T 5 2S5 ().

2.2 MTTS 30 ta fe 5% R An g 50 5 25 (10}
S ZEL R 91 T FE AL ) K g Lo v o 4 L e B s
24, 48F172 hitk 4 A= A FN I HE S5 AR 52 5, Py
TR ZE R LG X (P>0.05). MTHDGF
sIRIN ARG G2 (1) K e 40 0 AE K 36 5 52 280 9
A, SR AL, 2% 7 B E AR
(¢t =4.432, P<0.01. t=4.263, P<0.01). 48 hj5
HDGF siRNA%G L2 K )i 40 M3t 5 7% 1 A P
S, ARG T oA PR 4L (1512).

2.3 FABTHDGF*t XM JElovoa e PPCNAK
B ZERKE & G F A e e Y548 h, $2
HU4H 0 5 5K 11, Western blotyE A il 441 40 fig
PCNA. ERKIE %8 H I & &, 45 RunE 30
N, TR BEAE A BT A RN AT P41 41 i 11
PCNA [ M pERK1/2 85 55 s A P N4 B
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A 1 2 3 B WA # & 5
AL B ARNA
N A e - PCNA 1.0+ FHRBEASE R
o ' HDGF siRNA, £
5 0.8 mRNA = & & &
ERKI2 £ F Lo X
P § W B Lovo i
067 HDGF & ik, #m
e 1R PCNA T
- - “ ERK1/2 5 04 A A ERK il % 89
§ k&, RYE AT
Z02- K W 55w L
o L1
T S — T 00l
1
?% 0.6 D 107
[o] — ]
c 2081
5 c
2041 ]
& 5 0.6
£ =
g =1
< © 0.4
X024 g
) ac J0.24
o V4
& &
0.0 ‘ 0.0 ‘
1 2 3 1 2 3

B 3 RELELEPCNAKERKI/2ZEIBEEHIRIL. A: Western blothrMI4EH:; B: PCNA; C: p—ERK1/2; D: ERK1/2; 1: 234}
FAZH; 2: A IBZE; 3: RNATHEAE; "P<0.05 vs 23 I IBA; P<0.05 vs [T IRZE.

AR N, ZRE BER2EE Lo =
14.89, Poexs<0.01+ £, s = 11.92, P, 1ic12<0.01).
(B YT G R A MIMERK B E A S H LB
PR, &) 2 TR ST e L(P>0.05).

3 111E
K W e B L e i AL PO 2R Pk R 2 —, H AT
I EBERMT F R BAIT, FARIAIT N B
AR TR R HR)S 5 5Ok AT S e R
2y HA G AN R R NK. Bl A2 R () PRk
R, DAY A0 R A BB 1R 5 TR VA T B YA
g = Y L P COR PN 7L S S EpaE
HaritsidiE, KB WEGF. bFGFAI
PD G AL MR IR R A2 R e h By 2 Ay 1, Tf
HDGFEN—Fgr ik K 7, BRI —A
FEOR ST (P W WP Rk, $7m o e R TN
HEEW D) Re. TR, HDGFZ 5.0
By L BEASREERRFE RIS,
R MAERGIERE . s 5 R
HNEA ST IEHD GF 5 e . il . S
T g PR R e B T 0% AR & D). R H R A 4
WG 9% T-HD G K i 41 i A= 40 747 4 it
F. N TWFRHDGFY KW e &, Al Tai i
K G A EUE 22 10661 K i 3041k
i MR 2 1R B AR R ) AT TS, R
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HDGF F: E %A T A f%, fEiithaRik. 4
255 BT B /R HD GFAE KW 4123 rp 1K A W]
BT KA Rl ISR . %5
1%, XL RHDGF o] B K a7 i —4
WAE M T HEbs . AR — DR HRNATL
FRBHBTHDGFEEH (13K IE, M%7V RE )
il &% W 2 1 AR

S M S5 i 1 A MR A R ) A AL
Z—, MR N AMEE T L. AR
HOEHD GFXS ML A WLAN . e 4n i 4%
HA S e AE . ABF5OR FHRN AT
F A% NI HH D G FAE K 48 o vo
FIE, STV E LA K iz i 40 B P 19 58 5 15
AR 3R/ T IR N ASE e A 40 iy 3
1624 h WA 584 5B B 1 B 1R e s 52 B4 A6,
FLR 5 TR NE A 2 ) T) B 22 4 AR B e )
24-48 h, B /NTHERNATE S I P 15 B 1) 4k
B, K 2 AL R B LA R s, 15048 h
Ja KE /N FHRNABA AR, T2 HDGF
SRR ST, AW R R BRI g
HDGF siRNA 48 hiiif, KJ7##lovodll i [ A4E K 1%
B 52 BN, JE LA Y J5 24-48 hiI O ek
W4, 148 hJElovodt i i1 A K IG TR s X AT P
B g X s gk BLS N HRRN ALE 41 P (030
I ) 58 AW, W0 WP E B T 6 K i 2 K i 4
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%ﬁ fg_iwﬁ&* HIfEHIRUE THDGF siRNA, tHitb il WHDGFXF /b, T K e Lo v o 41 B 19 5. P51 e
# iﬁi%, o NI A P 1 R R ARk EE AR . ERK1/2i# %2 5 THDGF siRNA#IH K ds
i 20 8 %y de 45 89 AR AR (2R W HDGFE ALY A0 MSGGE (¥ 1y R SR T HD GRS [R3E v] il

EN AR S
REF—ET R
T 9 (.46 K W
F)M TR

=R 8 A 1(high mobility group protein-1,
HMG) B A = FE RIJE LN, HMGE 14— Fh
ZARE T B A Mk A AR B, Hoiw
L B (1) Ty e A2 5 DN SR L e s IR 4%, HDGF
HHMG-11 RS RHDGF ] feth 2 5 5%
(U 9 T R, T R X o R 40 P 1 A K
B () S Bl SE DR AT T 45 . AR 45 R o
ARNATHANHIHD GF I (1 [/ I5F, 0] 2] 434
FE 0 A% 0 (proliferating cell nuclear antigen,
PCNA)WEIE W2 T, X 5Hu et al"™ W57
INAHDGFS5PCNAEAN iz N HE BRI
ST G PCNAZDNAZ RS A B A,
BTG IARISH, 25T DNAMA K, 5
0 R £ ) B DDAR O, TR L M S e 4
HEBRAS, PCNARH MR IA i, 36940 i 11 4b
TGRS, B th A ™. PCNAIX—4:
PRIy B AEARARAE Ry — T0TUP Al 40 o 3 BEDIR A 1) i
b, ] TR R BRI, ARG 4 R BOR
ot R KPR S HE B K1, PCNA#RIE
HBEHD GF )28 N~ . B FRATTHEN,
PCNAW GE/EHDGF R i) 5 A -2 —. BHIT
HDGF#lii] T PCNA R F Ao 5 i, AT 520
T DNARJE B, 8K i lovo it B 351 52 21401
LEAh, 4 /M5 5 R T B (extracellular
signal-regulated kinase, ERK) & 22 34 J5L Jiih %
4% (mitogen activated protein kinase, MAPK)
KRB O 22—, 7040 M3 58 5 43 4k 1 4%
Hl e E M. ERKI12EZ 2 A KT, 4
DRI -« A 22 3 2R 4 I ORT — S6 I S )
SRS, WA O B M e Rk U
p-ERK1/2. p-ERK1/2 7] M4 Ji 5 4 47 338\ 41 fie
A, B WOE 2 R i S B K Wmy e
Jun~ fos%5, IS B4l B AR G . S
(R s ISRk, S a3 4 . (i ik e J % B
FUTI A R MR, BERR L Ip-ERK1/2
(1 R T B 40 B A L BELAS AR AR K A
T T ML R e . AR SEG 45 R o BHLT
HDGFH: P )5, p-ERK1/24E K g ovodt i H (1)
TS B B, MRERK/2MF LT B
A4k, Hlp-ERK1/25 MERKI1/2/ LLAE T F%, %
HIERK 1/238 B8 AL T AW HPRAS. dheml L, BHLIE
HDGF r] LU llp-ERK 121 FE B, 5 8p-ERK1/2
NAZ k>, A LT Ui 5 B4 M i ) DR - SRk

TL BRI 2 5 55 K s 4 M B P T, LA
(AR AR OG R LA R 3 4R A A Ay K o
VR A5 A W A, (A AT — 2D R AT

M2, AR PTERHD GFRE PR ) LA
KW g 40 L A A G B, JCAE T WL BE P e
HD GFA 5 547 J) AT 2253 24 A A7
X%, WATHEL FIHPCNA, JIHIERK 1/238 4 £ 4
A K, XL IR AR RHD GF S A 20 K
W 97 (0 — AN B IR RS AR 43 1 As. AHAE T
HIHD GFAE [l 06 S0 Va7 &5 e A &) fa i
I A Y. FH T 5.
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Abstract

AIM: To investigate the expression of
5-lipoxygenase in rat pancreatic tissue during
acute necrotizing pancreatitis.

METHODS: Fifty four SD rats were random-
ized into 3 groups: sham operation group, acute
necrotizing pancreatitis group (ANP group) and
zileuton treatment group. The model of ANP
was induced by retrograde injection of 5% so-
dium taurocholate into biliopancreatic duct. At
6, 12, 24 h, the animals were sacrificed. Immu-
nohistochemistry and Western blot were used
to detect the expression of 5-lipoxygenase of
pancreas. The mRNA expression of 5-lipoxygen-
nase in the pancreas was determined using RT-
PCR. The serum level of LTB4 was analyzed by
enzyme-linked immunosorbent assay (ELISA).
The serum level of amylase was detected.

RESULTS: The levels of 5-LOX and 5-LOX
mRNA were significantly lower at each time point
in zileuton group than in ANP group (1.333% *

0.516% vs 2.667% + 0.516%, 3.000% * 0.632% vs
4.500% + 0.548%, 3.833% + 0.753% vs 5.833% *
0.408%; 0.285% + 0.005% vs 0.366% + 0.004%, 0.608%
£ 0.005% vs 0.949% + 0.013%, 0.297% + 0.002% vs
0.400% + 0.006%, all P < 0.05). Compared with
sham operation group, ANP group and zileuton
group had significantly elevated serum levels of
amylase and LTB4. However, serum levels of amy-
lase and LTB4 were significantly lower in zileuton
group than in ANP group (amylase: 1967.50
41.211U/L vs 2123.50 £ 49.11 IU/L, 3242.33 + 87.76
IU/Lvs 353117 £+ 74.14 1U/L, 2286.83 + 93.91 IU/L
v52903.33 £ 90.90 IU/L, all P < 0.05).

CONCLUSION: The expression of 5-LOX is signifi-
cantly higher during acute necrotizing pancreatitis.

Key Words: Acute necrotizing pancreatitis; 5-lipoxy-
genase; Zileuton; Enzyme-linked immunosorbent
assay

Xu M, Chen JH, Wu K. Expression of 5-lipoxygenase in
rat pancreatic tissue during acute necrotizing pancreatitis.
Shijie Huaren Xiaohua Zazhi 2009; 17(13): 1292-1296

ik
B RS #F505-8 £6-Ba(5-lipoxygenase, 5-LOX)
T B IR U R R K (ANP)JB AR WP 84 £

JiE: HFSDK RS54 R AL A 34 BT K.
ANPZA= G840, 2+ —35MmATIepk & 1847
I EESFS0 g/LAF AL AN, 5 K AANPA
A BAMRKA S T6. 12, 24 hase. ART-
PCR. %.J%404tF=Western blot %, JZ B it ix 4
MAEAE A 225-LOX mRNABAR & & 49 K.
ELISAZ ix#5 | se 7FLTB4K-F. A A A4
A HT AU B8 K R e 7 i o Bl KT

Z£R. 5ANPA AL, F @@l & /A a
5-LOX%& & ZmRNA % k¥ B F MK, £57 2
A%t 3 E N (1.333%+0.516% vs 2.667%+
0.516%, 3.000% +0.632% vs 4.500% +0.548%,
3.833%+0.753% vs 5.833%+0.408%; 0.285%
+0.005% vs 0.366%+0.004%, 0.608% +
0.005% vs 0.949%=+0.013%, 0.297% =+0.002%
vs 0.400% +0.006%, 31P<0.05). B85 K4 fn &
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B, LTB4K-FIRAK, ANPLLA= 5838 40
K ARE RS, B8 8 A A A B S AR
ANPZAKF AR, £57 A %3t 5 & L (e iF i
B 1967.50141.21 TU/L vs 2123.50+49.11
IU/L, 3242.334+87.76 TU/L vs 3531.17+74.14
TU/L, 2286.83493.91 TU/L vs 2903.33490.90
IU/L, 3P<0.05).

Zhit: 2RI K at, 5-LOX & ik 9 B3 m, 4%
A FBid s, 5-LOXEIAH BB, ).

KEgin: SHIRFLEBRK; 5-IREAE, FEE;
THREEK S5 MRt Bft 00 5 7

A, PREUH, RIB. 5-I58 SRS RIEANTTIMERIRISAR
VTR, HRENEIZYE 2009; 17(13): 1292-1296
http://www.wjgnet.com/1009-3079/17/1292.asp

0515

UM TR 282 I R b ABH DL i S T, AR R
PR, it e IR, i SEA A i, R IR L
RE SRR A, AR HLEI R . 09T
PRXE, T3 P85 A 30%-50%!" ), Sk AR 4 995 K]
7 By B BAE R v A e A L HATIA R
UM IR A S5 e — Tl R ) 4 B SOE S Y
ZE43fiE(systemic inflammatory response syndrome,
SIRS), AIE A0 M o 52 I IR A 2RE/
RO B PR 1~, G A5 A B TBOK 1T T Bt
T3, mn FEZ AT AR, Canfn =
fi(leukotrienes, LTs) &AM RN BT, 25K
R ARV ARTCAE R R, EVEE A
HE P SERE PRSI S AR, i . SRR
PERAT 98 RAEMEN . 4R RO s, S-IRAa &
(5-lipoxygenase, 5-LOX)/& A A LTs A= ) i
A, VR SR TR AT LTS 5 . (H 2 A
SRR 2 vh R R IE A FH AV EEAT iR, A SR
FH A% 414k fx Western blotf 2 B[R (1) 5 v 46l
APEIRSEYE IR 4 (acute necrotizing pancreatitis,
ANP)IN AR S 5-LOX %32, /£ FHRT-PCR
JIERA I BRI Z15-LOX mRNAA£IE, If-H
ELISAJ7 VKA I M35 Hh S-LOX AR~ LT B4
[KI7KF, AT S-LOXAEANPHFE P 1K

1 #RR0755A

1.1 A A HER A0 A Sigmais 7] 55 ¥ d
b 5T B T A BR A w2 4 ks bt K R
5-LOXZ Pk, DABR(GF]. SABCHIE
AR B it A AR TR PR A T
PCR5|Y). DNA Markerll) § il T AW TR
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BAREFRAH]; TRIzollW HInvitrogen’ 7l; RT-
PCRIAFA G B RIEE AW TR ) ELISAIR
FIEIE B v AR AR A A, PR
B-actinZ Wi HUA. IgGEH It AL BEFRIC I
P A eUE AR Y TR PR A .
12 7 i
1.2.1 AR 420 P AE R & SD KRR S4 H (H
HREBE S5 B4 R AL, AT HE180-240 g, Bifi
BLoy 340 T AR4L(Sham4l). 2Pk SRFE M g
JRRAL(ANPAL) . AL, FF4118H. ANPA
SR T 2 I AHOR YL, SZE0RT12 hik
SRR, BREUA R R, 30 g/LJR EL L2 i
PSR BRI, 28 RS 3647 I i i N 50 g/L i 2
B IR R B VR (R 201 mL/100 g), 584 J5 44
JEJ710-15 min, 55 K RANPERY, REFAF
S mLAH ALK, IRl B E 6. 12,
24 I ST ARBE. X H 2L A RIANPA, (H DL%E
B IR A B R KA 2R R H R . 5% R A i
FEHTT hh T 55 B 100 mg/kgifE .
1.2.2 ARA8RE: HMW FLL10 mLiEY 248
FFkEE il i, ALFER R, MAFRCEE TR
FIRCE 10 min, Z J54000 r/min0r15 min%
B if 37
1.2.3 Sz et &40 K R AR 2L 225-LOX
8 FK AR A A IR IO A A Ok — U
JIRSK, [ 2 T40 @/LI) 2 B s b, A
L. ISABCIERHMT e A2k # g4, S0 IR
F UL P e, R EODIRAEE: D) R 5 R ks 5
7K, LA30 mL/L H,O,PH W7 P v S Ak i, A
M LT PURE S, Fn—Piik T E (4°C
), WINPT E, DABRMA, FAER
oo g R . DU (A0 32, Rk
-PE T, i Je IR LAY 18 5 FEE R BH A 41 i % 11
1357 Z FNIEAT I TER L0y, 59 Gt (IR T
)il 14y, AR RRH M) Id2, MYt (o
Hyt)id3 7y, FHYES % <5%1204), 5%-25%1c 1
7%, 25%-50%1024%, >50%ic35r. EIR IRy
AN, 093 K BATE), 1-20 I 55BHE(+), 3-450 K
HEE B PR (), 5-63 4 5 FH PR ().
1.2.4 Western bloti% A5 B A% 20 22 5-LOX 649 &34 :
2750 m gl A7 R R4 208 R R B 1,
-80°CLRAT % . BCAVEI & B 1R 15, 8 N 45 Ik
JE I LK A B R . ST IBUEE 2 b, 100
/LI WRs £ 11 hy AN - 400F5FE 1 Sabi K
FRS-LOXPUAA, 4°CRlfd. AT @ 500868 1) Eht
Hulg-HRP, %6 N W2 h, ECLB . KIS
Total Labf A FEHIH, TH5 H M 1(5-LOX)

A7 B A 5

ZPE R AR K 6 K
JAHLE B AT H R
WA, BF A A
R, e A
—REZHKE
AT, et Pk
Ko F K M
7 AL Fo B A &
Frim e E -, L
KogE K. Wt
ANPL =4 § =
B A % 6 AL A
BRI L E
5-LOXAZ & =K
A TRk B,
5-LOX A% 7% .
RKEMBmA. £
FUBEX T K
AL BHEEM®
S IR P e R gm AE
AR AR, 12~
5-LOX & MM
MK P ey 4E A A
BT 20 A R

.
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mia £ BE R 1 RBECENEEXRBEIRALS-OXBERMRNARIA (mean = SD, %)
TAEF LRI

X R &M X
BRSSP AP
F 2 oL 0 7 AL A
b Z B4t K&
% k. Cuzzocrea
et al F R K,
5-LOXA I #rk
AN R s AR
T A MM KA
A, MR K E
2R, HRT
5-LOX & & M fk
MR EERRE
PAREZMER, 2
AT R Ak A
R Ny
#.

4548 £8 mMRNA

6h 12h 24 h 6h 12h 24 h
BFALE 0000+£0.000 0.000+0.000 0.000+0.000 0.192+0.017 0.189+0.010  0.186+0.008
ANPZR 2667 +0.516° 4500+0548" 58330408 0.366+0.004° 0.949+0.013°  0.400 +0.006°
EREH  1.333x0.516° 3.000+0.632° 3.833+0.753° 0.285+0.005° 0.608+0.005° 0.297 +0.002°

°P<0.05 vs BRFARLE; P<0.05 vs ANPEAENBTR.

1 ANPAFIR B @A MEARLA LN 5-LOXTIA(RBALLRIS x 400). A—C: ANPZH6., 12, 24 h; D—F: 831826, 12, 24 h.

W28 A B-actinff) LL{H.

1.2.5 AR 4L 235-LOX A mRNA & ik KTl 52
AR5 5 B A B R AL R VR A TR &
PATRIZolZAHREN 4N il RN A, 132 HRT-PCR
WS REAT Y 14, LhB-actinfE o S X HE,
T3 7 ) 258 B MR o T VL S A0 L IR
BT RS IT A BT Fvk 4% 15 9% B o AT,
PACREIE BT (¥ 45 2% B2 )/((N 2 [ B-actin P 4517 2
FEYRBHUIE R R IA KT, K B-actind |4 1
W5-TTGTCACCAACTGGGACGATATGG-3',
T5'-CGACCAGAGGCATACAGGGACAAC
3 A BON217 bp), KES-LOXSIH( L
5'-CCCGGGGCATGGAGAGCA-3', Fif#5-GCG
GTGGGGCAGCGTGTC-3', ¥ #4 Fi Bt 515 bp).

1.2.6 A LTB4K-F: W HELIS AAL I %41 K
BT LTBA7K Y, Pk 4 HE ud I P e AT $4, 0)
EAMH, 2zl bRl M2, TR bRuE 2 & %
AR NI BE (ng/L).

1.2.7 i iy Bpteml: B H 4 A s A4 2 BT
TIN5 4K BRI Ve B g 7K P, BT SR FHTUL.

Gt F A S KA Limean £ SDE R, £
RS ZFFE(Levene M 1R, £
ANFEAS I B R] 1 22 b AR B TR 3R 7 2290 Bt
ANOVAHISNKAIK:. Lo = 0.051F M550 K k.
K HSAS6.05¢ v AT 4347

2 R

2.1 F9E LA A &2 K R L1 22 5-LOX )
FA BFARA KRR LR ILS-LOXFKIE,
ANPZH 0] WL b 3 (P<0.05); 5 ANPAIA LLAR,
F B A RE Y B ERK, =R A
HET 5 L (P<0.05, K1, #&1).

2.2 Western %, J% BF i3 s A6 ] B-28 K R AR 20 27
5-LOX# &k ix BTFARUAGWDIIS-LOXKIA,
ANPH HJ WL HH . 321K(P<0.05); 5 ANPZAH LA,
Fe ML SN SRR B E L, 2R A
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= 2 BRURRBREHEIKIE (U/L, mean 5D, 7 = 18) mAl#EE
ES E S I ¥
T5-LOX#E XA

D4 6h 12h 24 h

BFARA 576.00+14.19 581.67 + 13.03 577.17 +15.30
ANPZH 2123.50 +49.11° 3531.17 £ 74.14° 2903.33 + 90.90°
FTEEEA 1967.50 = 41.21° 3242.33+87.76° 2286.83 +93.91°

5-LOX (78 000 bp)

f3-actin (42 000 bp)

1 2 3 4 5 6

B 2 ANPAFITTBELMEMRIRALS5-LOX, p-actinZEEH
K. 1. 3, 5: ANPA6, 12, 24 h; 2. 4. 6: F¥EEi@4e.
12, 24 h.

M 1 2 3 4 5 6

3 ANPAFITTERBLARARLALA5-LOX, B-actin mRNA
F|IK. 1. 3, 5: ANPA6, 12, 24 h; 2. 4, 6: F¥EdEAe.
12, 24 h.

B-actin

200 bp (217 bp)
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500 bp (515 bp)

HEE 7R (P<0.05, K2).

2.3 5-LOX mRNA#) ik BFRAFEIRA PG R D
[115-LOX mRNAZKIE, ANPAL I s Rk AT
FARAYIF T, H2ERAGHESLP<0.05);
FRE A &I AS-LOX mRNAR LKA T
ANPA, 7= A Gei k478 X(P<0.05, 113, % 1).

2.4 B KR b FLTB4K T BT ARY S 5K
BUMVS LT BT, ANPALAR T RZLLTB4/K
PR TS, W S AT G R L(P<0.05);
EJANPAHLL, 55 B @ 415 1) sSLTB4/K T34 18 3
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AT EIRAG, ANPALS- B st (1935 B 7K P340 7 i
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My, S-LOXI@ A2 F 2R =Y0h A =4, B4
LTA4. LTB4. LTC4. LTD4. LTE4%. LTs2H
T 2601 e 5 180 A A 4T R IR R 1 s 44 3 A
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B BB I B U R A D R TE RN
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Abstract

AIM: To investigate the therapeutic
mechanism of 5-ASA in inflammatory bowel
disease (IBD) through observation of its effects
on serum level of IL-8 and PMN apoptosis
in trinitrobenzene sulphonic acid (TNBS)-
induced rat colitis.

METHODS: Thirty female Sprague-Dawley (SD)
rats were randomly divided into three groups,
namely, normal control group (group A) and
colitis groups (group B and C). Then group B
was given 1 mL normal saline while group C
was given 5-ASA (200 mg/kg) for 7 d. All of
the animals in three groups were anesthetized,
and the macroscopic and histological changes
of the colon were evaluated and scored. Expres-

www. wjgnet.com

sion of serum IL-8 was detected using ELISA,
and the apoptosis of PMN was examined by
flow cytometry.

RESULTS: Compared with group A, macro-
scopic and histological scores and the serum
level of IL-8 were significantly higher in group B
(2.74 + 0.437 vs 0.27 + 0.346, 5.10 £ 1.101 vs 0.50 =
0.527,4.70 + 0.949 vs 0.44 + 0.458, 720.97 + 71.718
ng/L vs 129.88 £ 18.399 ng/L, all P < 0.01), but
they were markedly decreased in group C than
in group B (1.34 + 0.385 vs 2.74 + 0.437, 1.70 £ 0.483
v5 5.10 £1.101, 1.50 £ 0.850 vs 4.70 + 0.949, 392.84
+43.628 ng/L vs 720.97 £ 71.718 ng/L, all P <
0.01). Compared with group A, PMN apoptosis
rate was notably lower in group B (30.54% +
4.036% vs 56.13% * 5.188%, P < 0.01), but it was
markedly increased in group C (48.89% + 4.522%)
than in group B (P < 0.01).

CONCLUSION: There is notably therapeutic ef-
fect in topical enema with 5-ASA for IBD, which
may be related to reduced serum level of IL-8
and induced PMN apoptosis.

Key Words: Inflammatory bowel disease; Trinitroben-
zene sulphonic acid; 5-aminosalicylic acid; Interleukin
-8; Polymorphonuclear neutrophil; Apoptosis

He WC, Li ], Zhou R, Tang PF. Effect of 5-ASA on serum
level of IL-8 and PMN apoptosis in TNBS-induced
rat colitis. Shijie Huaren Xiaohua Zazhi 2009; 17(13):
1297-1302
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AR R —HKIL 2 RARIRAG B 45 B 4 4%
FIA; AT SR 2, 5 # @i X e
L AR A ] . P A m AR OB T 5 B At B BR %,
JE B s A o v P IL-8 K .

ZR: 5AZE, BAWDALES . KAKM
A 3 Ao LR IR A PR A FTL-8 K 3
2 FH5(2.7410.437% vs 0.2710.346%,
5.101.1014 vs 0.50£0.527%", 4.70+0.949
% vs 0.44+0.458%, 720.97+71.718 ng/L vs
129.88418.399 ng/L, ¥P<0.01), mCA(1.34
+0.385%, 1.70+0.483%, 1.50+0.850%",
392.84+43.628 ng/L)#H 4K TB2L(34P<0.01);
LA4kE, BATHEme A T2 2%
1%(30.54%+4.036% vs 56.13%+5.188%,
P<0.01), M C%1(48.89%+4.522%)% %% TB
41(P<0.01).

LR 5-ASAEMTEME XKL AR EW
B AER, AU T Ak 5 K A TL-8 K
i S B Mg G L T

KA REMRR, ZHERER, 5-2EKY
B, B R-8; R, T

YA, S, B, B k. 5-ASANTNBSEZIARM-DiE
MBI R L-SXTOIRIA. BRENBIRTE 2009;

17(13): 1297-1302
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0 31

JNE M99 (inflammatory bowel disease, IBD)f,
ez 45 1% 4 (ulcerative colitis, UC)ACrohn's
J5(Crohn's disease, CD), J&— Pl KA1 & I HL
) 2 A v 2R 58 4 M P 0 1P i 3 2 R M
HHF A IBD A HLHI AT BeI Jagifl . Fufze 2k
WYY PREE RORS plLO BN 2 AR 2 U I,
TN A Z P ST AN 1 RAES
T AHER N o3 WA IR B P A L R AR F 5 R 1)
R B H R e R T 2 5
BLFE 2 I K R ISR B R R .
FAIF] S RMEOR S A, 23 KA IR S 50 (an
5-ASA)E H TR B i IR IBDI 2y
Yy, ABHRTTHLEIIEAR S8 W . A g it
WLEE5-AS AR TNB SE fizy 98 K S i 402 40 i
(polymorphonuclear neutrophil, PMN){# 1= & IfiL
THIL-87K P [R5 M), SRR HAR 7 AL,

1 #RRITSA
L1 M 50 S FEREE € K Sprague-

Dawley(SD) K 305, 7 wkif, 14 #190-220 g,
GO 2 SER S T DAL 50 g/L 2, 4,
6- —HHFEIAHIR (2, 4, 6-TNBS)AIS-Z FE/K I
(5-ASA)I [ 26 [FE Sigma A ); K FUIL-8 ELISA
IR L E R&D A /) 77 il K bR EL41 i 4y
B Ficolily A RESE A DA R A R, 2140
2R A6 R F R B A F] ™ h; RPMI
164055 A 1 3 [E Gibeco 2~ Al; 100 mL/LAR4:
I3 1 B B VU 7R 75 269 TR R PR A+
Annexin V-FITCHll S i T8 AR 57 2208 H 7 IR
YRR A IR w5 Bighs 0% 5 H A H
SEsw] A U8 B # E PARTECA .

1.2 7%

1.2.1 Sh AR 6 & A 4 22: 30 HSD KK, &
THREA 22+ 1)C, WEAS50%-70% 1.3
WSS N, TRA ORISR, A BTOK. BN
FRIEWG K RBENL > A B, C4l, f41%10
HLAGERIEE XYL, By C41Z 2% 3CHR[2-3]
i K G W R B 1 RS SR S 0
R R — B L, 52 R AAEK d, 3R
FH20 g/L5 IR ELEE 240 (40 mg/kg)ipRiE, I
A 22 K BRI 13 AN S5 R 298 em, B HOK
—RPEEANTNBS/ LR A% (14100 mg/kg
M ETNBS I EAEAFR TR SBF). 54K
MEIERRR, RN G, SR, &4 0%
TR WAL EE 770 BALYS T A FEE KT mLjE
W, CHL4T5-ASAFR (200 mg/kg)l mL¥E;
U JE R TR I B 29 1Kk, TR9T T dIRAE
AR EU

1.2.2 FLEFGAFBARM 77 ik (1) KB — M
TERAEL T A B AT K RURS MRS . B0
Py WSPRESEA I E AR R AL K
PR (A7 50 COCAET R LR ARAST D). % ) =30
TR AT TG 8h F5 $(disease activity index,
DADPE4). DAL= (s N R B A RIR 53
- 5073, (2) K B I 4 AR 7 P53
RN LA V4 4K RIS E S 12 K Ak
NHUGZE S A Z12 em, FEHERBY TG T H K
RAKMPVETH S, 2% SCHR[4TEAT R 45 i K
B V. BJS, BUR AR B g bs A 4240 g/L
FHE [ o o A RS DI MEATHE R, D68
TS RAEBEETE O, R HFedorakfR 73 bk
BEAT A ZUAR 0V 0. (3) K BUIML I TL-89K A
W HE12 RS 4K AR T O IR, iR S
W B SE I (ELTS AR iy TL-89K 5 . H ARy v
S BRAE 0 PR A 0 S e B PR AT, AR DU A A
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AR 13.39 +3.482° 11.24 0.27 +0.346' 0.50 +0.527° 0.44 +0.458°
BZH -7.42 +1.263° —-54.84 2.74 +£0.437° 510+ 1.101° 4.70 + 0.949°
CH 5.60 +1.216° 5.32 1.34 +0.385° 1.70 +0.483° 1.50 + 0.850°

HRELH = B12RABNRE-F1XABIRE/B 1 RABARE BE2LK = F12XEHEARYE=S-
FIRBEARIYBS/FE TN KBAAEIIIES; °P<0.01 vs AZH; °P<0.05,°P<0.01 vs BZH; °P<0.05, P<0.01

vs CZH.
ayi| IL-8(ng/L) PMNJBIT=2:(%)
AR 129.88 + 18.399° 56.13 +5.188°
BZH 720.97 +71.718° 30.54 +4.036"
CH 392.84 + 43.628"° 48.89 + 4.522°

°P<0.01 vs A4; “P<0.01 vs BYH; °P<0.05, 'P<0.01 vs C4H.

P RLA B SOn] W B2 45 I il bR ith 22, AR
P AR e 28 A% 5 FEAR R IL-8 R 2. (4) KR
MPMNEZHL, 2lifb 55 8120 % 4 K RAE
SRR O EEUMZ3 mL, FFEPUEE, &% 0k
[6-71K FH % JE 3R 5 2500550 B HIPMIN, &2 5 1Y
WAL P MNYE J)>98%. Jiii [C G Ay £
MPMNZEJE>95%J5 & T 100 mL/LJA - i
[IRPMI-164055 7%, I B 40 Mk [ A4 1 X
10°L, & 150 mL/L COKE . 37 CEFRF T RE
7724 h. (5) K FUMPMN TSI BUR; 9724 h
J& IPMN, FIPH A7 2PBSTLIE P VK, 1A 4541 iy
WRE A1 X 10%/L, 4% Annexin V-FITCZH I T4
DR B B AT R 5 it X a0 B gk AT
PE T ARSI

Gt F R Limean = SDEEOR,
HSPSS13.048 v AR AT Gt 43 #r, K U5 2653
AT TGO R S0, 4 20 D) L 28R FH AR 56
PR AR 2 [A] [P AH DGOk Z K H Spearman A G 7347,
PR AR E 2 R PR [ U 285G 28 SR FH ith Zefiti v 23,
P<0.05INHZE A g X

2 FR

2.1 KRG 8 — AR KA TNBSHEE N /5
Wi, HSO LB R, AR E 7B
Z13 3, CA) K B H BRI A58 ) 3571 Ak R AR
AKBRTCICH: FPHEERE . M B R4
B E. 285-ASATRYT G IR IR R I i
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e, REBEHTIRYT 20K B CLICH (5 A, K i B
SR, R AR IR B G I, DAL R
BECERD).

2.2 W KR ARG BALK 45 4E AR
FEERETNLT T B4 W, 3 A8 R0 L O/R 8 1 7e 10
A WEPESE I, BRI TE I, R e
J5, Falegkrs, 0 KUK 46 1 5 8 B 2R,
PG KT, 20k5-ASAVATT & (1K U 45 1
Je F 8 AL WY S G e, R 3 AN I Ay Ry R M B
R 7R Y EBORIR T, DA WA R
RURBERS S VRt BALEGS I KRB VT 7 B 2
I TAZHP<0.01, £ = 11.92), CALIE] AL TBA
(P<0.01,£=18.95, %&1).

2.3 AR F R TNBS/ LREERS, A4
KA AR B TR R R T2, LIPMNE
TR A, ] DB AN A5 (1) G A N R 1
Fr g f, RERBE RS St TR, HLIws AL A i A
HeA 2L Sk 5-ASARYT G, BER: Kt b kb b
A 25 4 20 KO8 A R i b B AL 2R AR, SRR T 4
LR, WA EE R, DR B
Wi (). BALK BG4  vF oy i
T ALK R(P<0.01, £ = 12.79), 11 CLLH 41 2F 45
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Abstract

AIM: To investigate the regulating role and
significance of protein Livin, mitochondrial
apoptosis-promoting protein Smac/DIABLO
and PTEN in carcinogenesis and progression
mechanism.

METHODS: Real-time RT PCR was used to
examine the expression of Livin mRNA and
Smac/DIABLO mRNA in 75 gastric carcino-
ma specimens, 20 normal gastric tissues and
20 adjacent tissues. The expression and loca-
tion of Livin, Smac/DIABLO and PTEN were
detected using Western blot combined with
immunohistochemistry (SP).

www. wjgnet.com

RESULTS: The expression of Livin mRNA
was significantly up-regulated in gastric carci-
noma specimens (6.374 + 4.759), however, no
expression was found in normal or adjacent
tissues. There was a significance in expression
between low differentiated carcinoma group
and lymph node metastases group (x° = 9.60,
5.51, P < 0.01 or 0.05). The expression of Livin
mRNA had no correlation with tumor size,
invasion of nerve or TNM stage. The expres-
sion of Smac/DIABLO mRNA was lower in
gastric cancer tissues than in normal gastric
tissues and adjacent tissues, but there was no
significant difference (0.731 £ 0.420 vs 1.104
+ 0.276, 1.061 £ 0.737, all P > 0.05). The ex-
pression of Smac/DIABLO mRNA in gastric
cancer tissues had no correlation with clinical
pathological factors of gastric carcinoma. The
expression of Smac/DIABLO held significant
difference from intestinal-type gastric carci-
noma to diffuse-type gastric carcinoma (y* =
5.06, P < 0.05). The expression of PTEN was
not determined in gastric carcinoma tissues
and normal tissues.

CONCLUSION: There is a diversity of expres-
sion of Livin, Smac/DIABLO and PTEN in dif-
ferent stages and pathological types of gastric
carcinoma. Real-time RT PCR and the expres-
sion of Livin and Smac/DIABLO could be ben-
eficial to diagnosis of gastric carcinogenesis,
severity of differentiation, and chemotherapy
sensitivity.

Key Words: Inhibitor of apopotsis protein; Gastric
carcinomas; Smac/DIABLO; Livin; Western blot
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12,1 RNABIUR S0 22 100 mgfrhoillfty WM REA A 4%, HOURT-PCRAFEAT i sn o
041, N HTRIzol Reagent(Invitrogen, USA), &  PCRIIF=HHEATHAIE. ;ﬂ;"fgg?fﬁ%
WU 3L 1 7 P RN A, IR E 17 1.2.4 Western blotA 4N & & EM B AL E  Ushthmid &
HEASE LAERE, AsolAoo{lE91.8-2.0, ISR H R P Rk o9 £7: 45100 melgliim i 5T HIADEE
PR R, THEAFE A BRNAKRSE, B T-80°CHR SR M S e i il foe i IS0 pgiize L I‘AF”Sh‘\%é’&é\: x_fi
4. FE#1150 /L SDS-PAGERUEE, ik, #BUR LIt ool e
1.2.2 cDNA# &R W R NVARRGIEMR RO BB ENCHE, LI5S0 g/LIIE T #i4C i %;"E%%% (RS

MRNA 4 pL(0.5 g/L), 1 U/uL Rnasin 1 pL, 0.5
g/LBENLE 42 uL, 10 mmol/L dNTPs 1 pL, 5X
Buffer 5 pL, 200 U/L M-MLV 1 pL, DEPC/K I &
$25 pL. WS N4 42°C, 60 min; 95°C,
10 min; 4°C, 2 min/g & L& N. =¥ cDNAT
-80°C 4 AT

1.2.3 8% EFRT-PCR¥&MLivin&kSmac/
DIABLOA B ¢ & ik: MHABI 7500 RQ-
PCRAYKIMLivin mRNA K Smac/DIABLO
mRNAF AN KL &, 5/ GenBank
Livina/p(NM_022161, NM_139317) }2Smac/
DIABLONM_019887)3%& K 741 . F{Primer
5.0(Applied Biosystems)#k {15 v, 5% [ Applied
BiosystemsA A & . EHB-actin(AK225414)
EN N Z. Livina/B: L5149 5'-TCCACAG
TGTGCAGGAGACT-3"; Fiff514): 5'-ACGGC
ACAAAGACGATGGAC-3'; § 874 1 B b
JrB: Livino: 312 bp, LivinB: 258 bp; Smae/
DIABL: L¥75[#): 5'-TGT GAC GAT TGG CTT
TGG AGT AAC-3"; Fi#51#: 5'-TTC AAT
CAA CGC ATA TGT GGT CTG-3"; ¥ #i7=¥) i
Bt 425 bp, B-actin: LF514):5'-GAGACCTT
CAACACCCCAGCC-3'; Fif5|¥): 5'-GGAGT
ACAGGTCTTTGCGGATG-3"; ¥ #4774 F B
512 bp.

25 pL PCRIVARR T FMIAL0 uL ¢cDNA
R, 514451 pmol, 10 X Buffer 1 uL, 10 pL PCR
X Y% (Platinum SYBR Green qPCR Super Mix-
UDG)tu#E1.5 U Platinum Taq DNA polymerase,
20 mmol Tris-HCI(pH 8.4), 50 mmol KCI, 3 mmol
MgCl,, dGTP. dATP. dCTPAIdUTP#-200 umol
P& 1 U uracil-DNA-glycosylase(UDG). V4%
4 50°C 2 min(FiHUDG), 95°C 2 min(KiFUDG,
BISDNAZR ) 95°C 15 s, IBK61°C 30 s, 50
AMIEER, ZEAHT72°C 10s.

BB R B A ZUcDNATZL & 10,
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A, A3 nm—Hi( Pt ALivin mAb 1 1 250, i
PiASmac/DIABLOZ T PUE, RPTAActing
SLEHLL  200), 37°CHERE2 h, 0.1% TBSTHIE
PEPVDF 3 X 10 min, B HPVDF A —Hr (B
M A B bR L I R BT EL —BTL ¢ 5000, “FHT
HRPU1 1 5000), 37°CHFE2 h, TBSTYLH S N
AECLIAA, B, 3%, i, WX #K
TRAE.
1.2.5 SaaeSPixibm & &k ik T 4 4is
ARL40 o/ LR E, H AT E, 4 pm/E
Pl AY) & ZWR B, B Sl KA,
0.01 mol/LITARIR #h 22 1l (pH6.0)95 C Hi i &
4210 min, 30 mL/L H,0, % 5% & 10 min, B
AR GZ PTVEL(P B S) Mt i T I AR G g2 1k B ) 1
FEFFE 1S min, M—HL(RPTALivinZ o f#
PRI IE AT 2 50, Pt ASmac/DIABLO
FiAk1 200, BLHTAPTEN mAb 1 : 754°CHFE
TR PBSHE RN F Al —H37CI g
10 min, HHS AR bR LA %= =$137°C
¥ H 15 min, PBSHUEEDABY (B, phik, 95K
FEGL, IEW . By, BRI DL
CL AN BH A 90 7 48 BH P B (Livin DA FL RS,
Smac/DIABLOMIPTEN LA 5 M Ay BH X e,
PAPBSAUE—HA/EBIPEXS ).
LivinfllSmac/DIABL O [ FH % 40 it =
TN MR B, SERE O, A% WA .
PTENYEMIRZ G €, SR (OO, B Gt i
R H 2 40 i % &5 4 I WrLivin. Smac/DIABLO
MPTENH L . ARk D) v BEHLIEEL 10 /5
LT, RS A LT U E100/N i 40 L, W%
BH A 2 ff e (g B, 1 B P PR 40 i B 4 Bl o
RO o B S BUEA L, Tk
04y, W B 15, tRE e 25, KR h3
3. T B A P A Bl gy, BH A
MI<5%K404), 5%-25%K14F, 26%-50% K245,
>50% K435, BEZ A0 ABAIYEC), 1-24)
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w4l % 3 5 A 367 B 34
AR o 35t 32
G okl i
LivinZSmac/e § 34 30
RBopeikik, @ 33F ~ 28
FHwmEti O | ©
: 32 26
BEL R &L
IR 97 T AE 6 4 31r 24
R PEHATIRG, W 30 22
b L |
TERY 1 2 | ‘ | | | ‘ i A
T AEAAEL. 1.6 20 24 28 32 36 40 354045 5055 60 65 70 75 8.0

Log CO

Log CO

1 Livin&2Smac/DIABLOYSFZ MY IBNRAERDZE. A: Livin; B: Smac/DIABLO.

N1 N2 Al A2 T1 T2 T3 T4

Smac 27 kDa mem s s . .
Living, 31 kDa == = = = -!'-
Living 33 kDa

B 2 Western bloti&liLivinFISmac/DIABLOZBBEVRIL. N:
I H AL AR T B

M), 3-447 P+, 5-64 k5 FH
P (++4).

FitELE X Hmean £ SDE IR,
SPSS13.04t i B AF AT £t 4 . AN FE A 2
() ELBER A8 . FisherkS AL R 5, KT
Spearman®§ ZAH IC 3 At P AL 52 TR AH G OC &R
PIREAR I EL L BCR S 5. P<0.05 5 S BT 48

EF-9E

2 BR

2.1 %RZBPCRY ¥R Wt BEPCRINIR
Y i 2 P Hb bRV e DINA (RS 6 94 52 1 0 %
{5 CHE % — T4k, Livin, Smac/DIABLO M
B-actinff bR 2Rl #slopesy il h-3.5398.
-3.0459 }¢-3.1378; Hakiib kj42.002. 43.822 )%
39.924; MR ZErr1150.9999. 0.9959 520.9964,
2Pk & KU 1). Livin &zSmac/DIABLO% 5+
PESIE =4 43 OE AL BE(81.7 £0.16) C f2(82.1
+0.14)°C, Jafi th & pugte b oawts, o wks
PEUF. RT-PCRE; 3L /R Livinf1Smac/DIABLO %>
WIZE312 bp. 258 bp 1425 bp H I HH 25 M 417
2.2 HHEAL PLivin mRNAZSmac/DIABLO
mRNA# AL 750 5 A 17 64151k
iALivin mRNA, HAHX EKIE T H6.374+4.759,
20491 1F 5 4123 e 2049 9 55 41 23 rp 1) AR H 3L
Ik, 7500 E A 2 A7 534 15 i 2 23 ) 2]
Smac/DIABLO mRNA¥ZEE, H B4

FIKIKT(0.731 £0.420) K T 1IEH 4143(1.104 +
0.276) M 55 240 23(1.061 £0.737), H 2R B2
P£(P>0.05).

2.3 Livin& Smac/DIABLO% & £ B 5 28 4% ¥ 69
%% Western blotks Il Livino F1LivinB 2 143 )
HILE31 kDaf133 kDakh H B4 47, Smac/DIA-
BLOZ 1 HBLFE26 kDakb([&2). 7541 H w411
HAT 596 t Livinds 14 0A, Horh 584 ] ik
Livin mRNA E AR A 40—, 1fiSmac/DIA-
BLOZE IR IAH 149.33%, SSmRNAFKILN
—HUER ZE. R AR A BB OR, SR Al
B RIEH B ALY Livinkik, LMY E E
BT E AU 40 T, A RO 5 (]
3A). Smac/DIABLOYE B2, 55414
B H AR Rk, RO EZE T4
J TR /5 53 40 A% &-D) e oy A A, A
R Ve DO FORFE A PE(EI3B).
B A ZUEPTENSR A, JLPHPE G (0 1= B4 T 1E
L 5 AR, S AR O 3841 (E13C).

2.4 Livin. Smac/DIABLOE § #4048 P9 &
K5 0GR IRIEAF A £ A Livinff £k K%
T g A1 20 AR P A B AL T 1 v, 2 W 3 ARUAH
H(P<0.01), 55 I8 1) K/ IR 43 3 S
TR FETE R (P>0.05). FEMk H A A Livin )
PE#(92.45%) K T otk L4 £ 41(68.19%), H.
2554 BFEE(P<0.05). Smac/DIABLOK AR
B 9 I PR 2 3D 4 v R R R 1
R BEAT R AL AR S IR B bk 2 &5
MR AL T BRI, R G 25 R (P>0.05);
84.38%1) [l AL 5 98 (27/3241) F iESmac/DIA-
BLO, %W T 7r v H A 8 R k%
(60.65%)(#1).

3 118
P e FE R 40 i B Ry Tl R H AT

www.wjgnet.com



38, 5. Livin. Smac/DIABLOFIPTENEBRBALRPHRIARESEREERM

1307

DAL BRI 1 B L A A 25 L S e
e KR EY), &Y BOS R i — A EEEHL
G I - A i ¥ I E A P R (R B
TAPSFK A& HE I AN NI LR T8 A
K, Livinje Ashhab er a/®'{£2000-20014F 4z
LA P[RS 751 J 500 —Ffo 5 0 40 e 24 ) 2
H, A& A TAPK G 0 FE A I BIRFIRING 5 45
sk, LA s =y DR B9 2 75 SCAN [R) B AT Livina
mRNAFILiving mRNAFF{ A Livinifiid 5
B T2 BEL BT LAV 152 A B e b A4 Sy At 1) /MU
PEIBAR A YIS, 5 AR R TN 7 4
B R AN R TR A P

H A1 1 MR Livin B 2R IA T
A IR AL RIR LALER, E N R iR B A K
RE AR MM LA P ARRIR LKL NI 7
P A R IEFE S YER P T B 1, Livin
75 B9 ST AR SCHRE 2 /D Yagihashi er at™
KHRT-PCRMJFERM T 5 w40 ik Livin
mRNAF KL, HRHELISAK 751k & Western
blotr I 21 7E17/35411(47%) B Wi i gg 5535 1 v
APLivingi AL, ARWFITEs R ER, 7561H
e 22 LivinPH %R 85.33%, 114 55 414 Al
B B4R ARIALivin, 5Yagihashi et allf145
SRR, Livins s e 2k o5 B b, i 55 4143
K RAER BB HR P IRk, SR KR
BN AR A —E KA.

Livin5 Il PRI BE PR 25 0] 1) ¢ ZR AE %5 P fih
S LT RIE A BT AN, A HRIELivindE 2 B8
W 5 e v LA 5 e, R AN I S04 S i /D>
AW R B RLivinfE ik CLg R . 414
S ZE R YR, HZE R B3, Livinde
ERE Rl R SN N S A L R SR T Y
FKME(P<0.05), " fERLivinde B &L
SR T, T A M Ik I R, 4R
7 FEAE T 8 e AR 2R 1 SO R R B AT —
JE IR . AN, AU IR R A I
PR 95 B0 1A W 3% Livin BH VR T enfa %y, 2
ST BE R, AR SRR
AR K.

Western blotZ Jt W /R 7E A LivingR ik 1) 5 i
Zh, HLRIA RS AT 22 5%, 0 AT fE 2
18] 75 9 28 B RN BE Ay WA TR], 45 45 S /K 1
R R, RIFAAE B PLivin mRNAF S HK
FIAHATR m i — 800k, %R /EmRNAFI
TP AR R SE .
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3 Livin, Smac/DIABLOFIPTENZE B 4H LR HEVFIA(SP x
400). A: Livin B¥EH2HH; B: Smac/DIABLO B4, C:
PTENIEF B4,

Livin mRNARIE A7 1R HAZ 3mwo5 4
2 A A RIE ) — B SR i D AR
P 2 b ) S e R IR R A T S DL BRI
Wos . BOBT AR IE #R R, Livinde 8 5K01
B2 3| B-catenin ¥ 17, T HE AL B LivindE A
FE b8 AT B LR Livinn] §E &l i
2 5jB-catenin/ TCF{5 ‘5 4% MR K115, 798
RIRI 3L o — E AR .

LivindE 40 I P & 07 1 TG € 8. A 09T s
% P Livin i HeLaZ A0 i 40 7 M TR i A%
Hp A S Y AT LivinHYE B s T
JiPgE 40 PR A B Y, 5 Yagihashi er a7 LI
AT ST 45 A — 2L

B g b R ik Livin, Hoe B b &Ik
HA—E % wtk, Y24 RLivinal e 8T
B2, Livinde Wimd R h &kt a, HY

mZAEE

AR ERENM
E R R K EFE
PCR. Western
blot& %, 7% 28 424k
F 75 ik, sHA AR
% A4z A F Livin
F2Smac mRNA %
HAEX =M%
o &G AT
=AM, AR E
B THREY
B e AR A 3L
3% 97
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[ BAGK 4
1 IAP: — £ 3+5
=AE 5 A A R
AE R A A T

2 Smac: [AP# £
Bty AL
AR,

Livin

Smac/DIABLO

H 2, 2
>4 T U T T FE
e

30-50 14 11 78.57 1.38 >0.05 9 64.29  0.35 >0.05
50-70 46 41 89.13 33 71.74

=70 15 12 80.00 11 73.33
M3

3] 48 42 87.50 0.13 >0.05 35 72.92  0.33 >0.05
kg 27 22 81.48 18 66.67
TNMZ3HE

[+ 29 24 82.76 0.03 >0.05 22 75.86  0.62 >0.05
I +1v 46 40 86.96 31 67.39
RRE

T T2 35 29 82.86 0.32 >0.05 26 7429 041 >0.05
T3 T4 40 35 87.50
B K/) \em)

=5 31 27 87.10 0.00 >0.05 23 7419  0.13 >0.05
<5 a4 37 84.09 31 70.45
DEE

[Snpayd 13 7 53.85 9.60 <0.01 10 76.92 0.04 >0.05
{[Patd 62 57 91.94 43 69.35
WSS

=l 53 49 92.45 5.51 <0.05 36 67.92  0.66 >0.05
7 22 15 68.19 17 77.27
Lauren's7pfY

fp 32 28 87.50 002  >0.05 27 84.38  5.06 0.01<P<0.05
SNENEU 43 36 83.72 26 60.65

YL AR B Nk S B R AT 00, R L e
S R AR R S A EEE M. Livinde i
FRIET RS BN R A B VMR, WE
Shy i Bl S S TR o AR —
Smac/DIABLO/Z2000-07 15 X R 3E 1) —
FiE T AL EE e TRk B Smac/
DIABLOZEIE W AN GG R T2, AL Z B
AR VEH]. A Smac/DIABLOESN k4
P T 40 0 38 C— [RRS ON M, il
FEYAPHIVE T Se LA A T AE Y™™, Smac/
DIABLOZ 5P IF Z A T i, BARtT-%
PRA- IO TR Rl B B R T,
5 Apaf-1, cyto-cHlcaspase-91EH, ik caspasef]
BOERRN. [RINE L S TAPSS A, 2 BRIAPsHI
Tl F K A€ caspase-9 1 i 7.
Smac/DIABLOAE N M T- R A, H Y
P A0 A Ji 88 41 23 e 11 26 0k R & S
Yoo et al®""WF 5% K HLL162% (¥ 5 4L 4 b n] UL
Smac/DIABLOFRKIA, HARMFEA LI Smac/
DIABLOMFIEH 2 5, /£ B2 ™.

il R A4 98 22 S A ST A TR v 1 B 8
BoRAbFRIE R R, AR, B
Smac/DIABLOKIA % 470.67%(53/75, 1EH H
128 i 55 ML A 3477 I Smac/DIABLOR
15, 5Yoo et alfto s WIEA —30. BIEdL
Smac/DIABLO mRNAAHNT R IA FAL T 1IE 5
B AL S 5 AL, (IS A 3 22 R(P<0.05),
HILRIE AT 5 B &G AR B 2606, &
4N Smac/DIABLOYERE AL 2R Rk FFE, AJ
e A LR M E W Livin RS 2, F5HidL
KA B A R T Th g, E B s P Smac/
DIABLORIE T2 DI A — 2 R NP FE
FERT K.

fHA— ML, AFFTH Western blot4h
TR N Smac/DIABLOE A i #ik 5 1
mRNAWIRIEH B&HER, —8MEH 2%, Smac
J& T 40 i E SRR R GE, HEmRN AR A1
RIBEA—FBRILRIE WL Z B 2 405
DA 22 IR S WA, W] BB A B SR S A7 E JL Ath— 281y
PR AR T, A i S DR A o S A
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bel-2. p53AEER L E B 5 P TN IR KA 3)
T 5 N A e R R 45 X R E
FIGE G, SN TSR R ARk, R I
Nifcaspase K MR I AON . WO E
JErh, Oy B TP AR TS M Livinii g Y
Smac/DIABLO [145 %5 51 #2Smac/DIABLO %
IR g b, X 0 S At i 53 A X TA PG
survivinflISmac/DIABLOX [8] (i AH H.AEF, 8]
P ARG TR IR, 5 — 7 T n) R A E A
R N 54 T Smac/DIABLO #ll % 5L
A B R, AR LA i B A X mRN A
AT A BB E, B Mg R e R ARk
ZRIIE, SR LRI K L H L6
AN 1l

B A 0T e A % ik BRI 51K AS BT RN
AR 22 1) A g e DXL A AH 4k R I, PTEN X
#TEP1(TGF-B-regulated and epithelial cell
enriched phosphatase)& K NIMMACI (muted
in multiple advanced cancers)%: X", j&£1997
3 S0 A 1 A E IR AT i A4 T A
(10 39T () Ak S 4 JE DR P TENSE R T e (i
10923.3,42 %200 kb, H9MIME T8N T
¥, PTENHSHM G 54 5 (11221327 & FE 1R
Fe 41 55 I B IR B9 R R N e 22/ R . TR
T2 U Sr Tl TR A R £ o o P U B TR 1 1) e
JE 2 T R IR I I8 BE 8 45 U R A TR
IR RN H], PTENSG A5 R
T2 1ol 12 15 8 AH IR) (R Th g PTENGAE X &
Ty BEAH 5 1) 2 ey 38 T 22 e G 6 i 1) 198 12 A 45
Ry 3o I IO &5 C 2 45 ey R 8 5 iy 45 #) k.
PTEN XN i B 8 11 55 22 5 fid /N 900 1) 32
A% K NEEN Mg N EA, A
RAERAE N, /A sEL F A R 5N EA
MR B Ak, KRS 5H AR, Jf
A I 6T 40 IR L LA R A R b R e B b
B EAEHPY. PTENR 1AL 5 ULE0 & (11 47
Yedn o2 J B R R M, 25 40 10 A0 6 B SR AT
S 96 0 L PR 5 S e RS . AR A R s,
PTEN I RIE T IEH HAL, 761 AR
SRR AP 2 ARIA, HENPTENKE K v] e 18 1E %
T AL E 4 ) e e £ 1

PLAEWFFTE R, Livinf1Smac/DIABLOZE A
Z I B A LA FLAS U G A 1 O R P2
AHIFFEGE RR B P 2 A7 A R W] 1)
AIZEVE, A fE R A Livin 5 Smac/DIABLOAH H.
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VE I [ I 5 15 2 B )46 32 22 F IR 3 pt v 2
K. caspaseliff. ZokifA S HAb A THHI H F S
(520, 2 5 AR AR G AL Sl i 15 5 1R,
B0 A R AR R AN TR B BORIUA [
PRI o (R R B KT B AR A A AR 22 5. Uik
A, i A9 A8 TR 20 BROGE 0 B A O
SN, 40 A A R T M L TR S BRI,
0 35 DRLRT R T 00 1) 355 DAL e e 2 Jd R )
A RIE B LRSI 45 RRBEAT S b, FA ]
RIMLivin 5 Smack PRI #5 D10 LUAE AR 1E %
T A 2R A2 T B S R O e O R R
[ E TS B Livin 5 SmackE K [ 214
EEA 2 KIIGIRE X, ZATATF B BT
BT BN EE RN 5 1) 22—

AWrsihSamcfELauren's 2y B ok g 7Y
(84.38%) FH 7R 12 1 9 (60.65%) T R IA K
R E7(0.01<P<0.05). Al g T
R A Hp S R R ARCY ) A M p 53
ffibax315 T, RLAANEE WAL, 2058
SamcH RS, Samc ik K F-7E 17 L s AR
18 70 B i P AT AT 22 S B o 2R R o T e AR Ve
TE AR PO AR T RN UK TN, A
LT “PhsEr s t” . HSamchE ok B
oy BURRAIL O 70 B 2R A M, O K — DR
N,

9 g O A A e R R R O T R Rk
TN AR B0, A BV, AR T R AR R
0 A TE 9 286 1. FH SIS ¢ ' i P CRX A
DT A OG22 08, ] DL b8 20 1) 41 i 25
AR AF A R, BURERIRE v,
23 AT, AR T I PR 8 1 5L 30092 B A Tt
S AT A RE. Livinfy 52k s R IA T 5 M B
() g AL 2R, SRR AR T o T B I R AR K
JERb AR, ATRE/EIR AN IR K. W, T
P 232 i B A AR, PTENTE
YERF A0 M IE A, R R R ERE
YEF. Smac/DIABLOS LivinAH B4, #& 1)
TR RV e B R A K R ) — AN

TR,

4 B
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Abstract

AIM: To explore the effectiveness of
surgeons in determining the unsuspected
gallbladder carcinoma (UGC) at laparoscopic
cholecystectomy (LC) and the management of
UGC.

METHODS: A total of 6429 patients with gall-
bladder disease were included in this study who
underwent LC during June, 1989 and Novem-
ber, 2008. Patients with UGC were reviewed
retrospectively to assess preoperative diagnosis,
intraoperative findings and outcomes.

RESULTS: Of the total patients, 27 in 6429 (0.4%)
were histopathologically diagnosed as UGC
during (17) or after (10) LC. The tumor stages of

the 27 diagnosed were pT; (9), pT, (9), and pT,
(91), each with 9 cases. The survival rates of all
the UCG patients in one-year, three-year and
five-year were 74.1%, 63% and 59.3%, respec-
tively. The five-year survival rates of pT; stage,
pT, stage and pT; stage were 100%, 66.7% and
0.0%, respectively, not significantly affected by
whether the patients had been diagnosed with
UGC during or after LC (P < 0.05).

CONCLUSION: The survival rate from UGC is
associated with tumor stage and it is confirmed
that a carefully performed LC is adequate treat-
ment for pT, stage cancer. If a suspicious lesion
is found, intraoperative frozen section is per-
formed for pathological examination. However,
radical operation is recommended for T, patients
and effective measures should be taken to avoid
tumor implant and metastasis.

Key Words: Laparoscopic cholecystectomy; Gall-
bladder carcinoma; Unsuspected gallbladder carci-
noma

Xu XQ, Liu W, Li BL, Hong T, Zheng CJ, He XD, Liao Q,
Zhao YP. Unsuspected gallbladder cancer management
during or after laparoscopic cholecystectomy. Shijie
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B KM s 4e iz & ik K(laparoscopic
cholecystectomy, LC)#& & /M2 & )&
(unsuspected gallbladder carcinoma, UGC)#j /&
B B x H ok

FiE: WS AT A K2 1989-06/2008-1147LC
#92741(0.4%) 16 & FHE.

SR FrR276 e sl P, ELCR ¥ S
B 174], LCRES B A 104, pT, 4. pT, 4 Fe
pT HA &9, BHuyl. 3FSERERNH A
74.1%- 63%A259.3%. pT, BAWISF A& FH
100%, pT, #8955 4 7% % 466.7%, pT: 445
FHEFH0.0%, £57FA gt F FN(P<0.05).
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Abstract

AIM: To study expression and correlation
between CTHRC1 and VEGEF-C in human rectal
carcinoma.

METHODS: Ninety-eight patients diagnosed
with rectal carcinoma at China-Japan Friend-
ship Hospital from October 2004 to August
2008, were included in our study. No treatment
was given before surgery and the specimens
were collected after surgery. The expression of
CTHRC1 and VEGF-C was examined by immu-
nohistochemistry and the correlation with clini-
cal characteristics was analyzed by SPSS10.0.

RESULTS: VEGF-C was mainly located in the
tumor cells, and its expression was statistically
correlated with tumor differentiation, clinical
stages and lymph metastasis (P < 0.05). The
expression of CTRHC1 was correlated with the

clinical stages and tumor differentiation (P <
0.05), both of the expressions had no correlation
with the age or gender of patients. Moreover,
a positive correlation was observed between
VEGEF-C and CTHRC1 by correlative analysis (r
=0.629, P < 0.001).

CONCLUSION: CTHRC1 and VEGF-C may
play important roles in invasion and metastasis
in human rectal carcinoma. The two biomarkers
can be applied to assess the malignancy of rectal
cancer.

Key Words: Collagen triple helix repeat containing 1;
Vascular endothelial growth factor; Rectal cancer
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Abstract

RNA interference (RNAi) can specifically sup-
press the expression of genes, and it is the most
effective gene-silencing technique. Both in vivo
and in vitro researches have approved the effect
of RNAIi on hepatitis B virus (HBV) infection.
In recent years, multiple researches have been
launched on selection of target sequences of
small interfering RNA (siRNA), application of
chemical modification, and selection of trans-
duction method, short hairpin RNA (shRNA)
vector and combination strategies. In this paper,
we briefly review the advances of RNAIi in anti-
HBYV infection.

Key Words: RNA interference; Hepatitis B virus;
Small interfering RNA; Short hairpin RNA

Kong LB, Tong LX, Wang XY. Advance of RNA
interference in hepatitis B virus infection. Shijie Huaren
Xiaohua Zazhi 2009; 17(13): 1324-1328

ik
RNA-F#(RNA interference, RNAi)H K4k 4%

Fr IR e A R e Rk, £ B AT &L
89 A R A, AR RSME 3 4E 55 T RN A
I AT £ 9% (hepatitis B virus, HBV) &
FbagtE . SF R, AERNAIE E B HBV
B Rl R 0% %, F 5 FHEA TR
RNA(small interfering RNA, siRNA)¥2 571 |
57 k. 42K £ KRNA(short hairpin RNA,
ShRNA)H AR, B AFFEA F 0k 0 L B BAF 15
ME R R AT T KR, ALLERE
RNAi R, £ 2HBVAH FshRNAZZHBV
R 5 R e B R

X813 RNATH; ZRFRRES MTFTiHR
RNA; 48 % FIRRNA
SR, IRTIH, BB, RNATHRATIIN S AT SRR

WAEBYEHTTHE. EFRENEAE 2009; 17(13): 1324-1328
http://www.wjgnet.com/1009-3079/17/1324.asp

0315

LTI 4897 % (hepatitis B virus, HBV)E&4L 5t
HAYERAT, RERA20/0 NG Gt HBY,
3.5 B YEHB VIR, SE4EL1100 )7 A S
THB VG P SO e« A0 R 50Uk v
JIFan et 3R R THB VG s i AT X,
e NFFHBs A gPHTE % 49.09%. B AR F i v
R G % FEAC THB VIR R R A%, Bl 254
TP ER KA (FR) AL 1 5 BN T 4
IR K —HB 7318 Pk & AL A 838 10 1 743 L%
. (AHTHB VI, BT 40 /2 WHB VEE R
SHIANR AL, A e A R . RNATHL
(RNA interference, RNA1)B A A& — T & Ji# LIk
SAR AR N TB= N B PN SHEE 597 NS (iB U WSe Y o
TRVERE S P AU I /N T-HERNA(small interfering
RNA, siRNA), ifi F457 7 HEIE A mRNAFEf#E, M
AL “UTER” . B X L RNA ST
ABIEN, RNAIFIHLHZH 7 B, b tHBV
FERVA T St T AR T St w7 s ). A SCH
I RRNAIEOR, JCHEHB VR 7R R IR
RNA(short hairpin RNA, shRNA)7EHTHB V&
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399, B RNAT IR ARTER 2 R RS B ATt 1325
e R BT 5 08 R — 253k ERNAKT LRI RIS, S0ty wakAs
RN A OB U BRI, I 516 marBy

1 HBVERLE K ERNABIVERHE

1.1 HBVA B AR L F H1#00 HB VA XUk
HARDNASF. HBVIERZ 54744 55> &
F S HE(open reading frame, ORF), BIAIS/S
X . HIC/CIX. PIXFIXX. FS/SX 4ifith K (Hif
S1. WIS2/S). A(HiTS2/2S). 7NS)3Fh i JiFi
F1; AiC/CIX 4mfHBeAg X HBcAg; PIX Zwfithipi 7
R, XIX il XE .

HBVEE NI4T, Bis 5 40 Mok, I
FHACTE, I HBY DNA, 4 A ihIA JEDNA,
TN NN, fefs ERER R, LUEE
DNA BB E K IESE, IE4MESET ERRX, T
JEILAN A EIRIRDNA(covalently closed circular
DNA, cccDNA), %R LheceDNA AR, 7618
RNAZGH 1T 1ERT, st o LR AN R FE I
mRNA, f1§53.5. 2.4, 2.150.9 kb. J13.5 kbff)
mRNASTHBY DNAFA L4 ilisife (s 4,
PR TSI AIRN AL 5 38 HE N 40 B 5 A b B
B, EHBVIE K MEH T, & UEDNA, 7
DU EEDN AR, ZEHBV DNAZE A g 1114
T HEMIEEDNA, JE AR S FIRDNA.
Je A 84 SN A0 WA A T 94 B S R, 1
T # N TN S HBs A g it i e 2 (I HBY,
TR 40 o1
1.2 RNAi#g4E A AU RNAIIL S 28 5k
HNEYEXUEERNA (double strands, dsSRNA)A T4
JEL Y mRNAK A e 1k B e, 3 SRR R 2
DUBK, FEARM N Th AR ALER . X — LG E T
B SR IO JE LR ML, X — HL RE 8 5 S 4
Hb B AR H A R R0, 2 H R ST R
TUBREIA.

RN A [/RF 5 28808 A WL 23 R i ah B
BB R0V i B3 9 3 43 o LA el . AR R B Hh
AMIS BRI L i B AR 7 U5 N FdsRNA,
TEA M N B — M AZ B R B (ribonuclease,
RNase) I ¢ Hi UEERN A i Dicer, LA
ATPHE) 7 20 D) E1 021-23 nt )3 A7
2t siRNA.L ROV B — 7710, siRNA
[FRX R IG 45 5 T T B RN A S 5 R TR
&M)(RNAs induced silencing complex, RISC).
RISCTEATPIIVER T B & Wik siRN A JE A
hE HEESIRN AT, 5 A5 0 R 3R
B FImRN AR VR, 4G AbsiRNA 3%
1124 bpAb V) EImRNA, 75 K mRNA AR, M

www. wjgnet.com

FEUE Ay A5 B 1 5 = B B -1 B BOR o B, JLAL
HIRB R RN B, RISCH )i e (i
{isiRNAMESE S, BB R ELAE K siRN A U]
VENFEE S, DIAEmRN AR, 7ERNAK
HIRNAZE S BEAE R, OB dsRNA, 7
Dicerfif{EH T X n] # 8f# 4 21-23 ntffJsiRNA,
NAENSE R RNAVER. Wb fgsr, i3 K mi
mRNA FEF, 5B
siIRNAFI = A HESF T A = A . &
A, K BdsRNAZ RNaselll[4f#. PCR
P71 ShRNA FIAHE J A4 i shRN A Z % o),

2 RNABZARFEHHBVRAZPHIN A
HBV mRNA [ FEAFEAM AN T A G IR0k,
W ANHEHBVE Hl. BHRN A AN H T4t
HBViIAIT AR Z A RNARE SRR 69 8
e 537 ) DTG BEL W 1 A2 A, AN 3 O AR S
PR RSN, AN RN B B8 /1, RNATHEA
Rk, D EIsiIRNARE T IA 2 HHBY mRNA
B AT 75 A P ) IR T, RN ATRT LUER X 3 2
BE DR OR S DX R AT FH, AT BRI 7 5 B = A ik
WESARR I RE 7, SIRNA ] LZENG 5 A3 KA 761
(R D R LA ol 2 5 R 4 s J PR d
FIBICP I VE L

HAER, A AERNATEIE N HTHB VIS I R
PRI, 2 B ATV X siRN A SR 41 R e 6
WEAEMRIN . 3 27 EMIEHE . shRNAZK
AT I 8 B PR SRS (1) S B 45 5 TN 77K
HIHI.
2.1 ¥e /55 6 ik 20034ETT 4G, [F N oh2 4T
XTHBV (44 TF JBCS 5 HE IR AN A A e Th 7 A
] 5 [F)siRNA, HIESZsiRN AT LU 9 /D3 75
SHTEXMDNAL ANFKEFHmRNAREL L
A U BT 1 sIRNARE [ 3 (K 3 514
[, AE2 JLF- 4B BEAS [F) 2 JE S I H B V I 4 S A
I 25 AR (1R IK, IESE THBYV siRN AL F L
MUK 2B H B AT PO RN, S R L
B FER) . 247 AsiRNARIIBS B 13k 73k
WARBZAT. BT #5585 K H siRNAT] &
TiEAAE IR, HB VIR GY (1 PPN B A A S AH [,
DRIk AR s BT 3 FH 19 s i RN APUS 35 300K =
IRAEH S VPN

H T 2 DA 58 0T RE B I s iR N A BT 2 11
BRI 43k FRH B VI R 4 AR 51 5 DR X4 4

Fs R 86 E
B, FEANA
siRNA¥e 57 6 ik
B AFSA 6
BR. %7k
# £ 4%F . shRNA
BARG LB R L
T IR A Rk 0y ik
BEFTEHMT X
AR, AR
£ R RNAIE KL
FHBV R %+ 5
T 6 53K
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[ B 10
AL A% ER
T i 4 R RNAI
R AEFHBV B
w5 R P B R
g, 6L45siRNA
Yo 5 5 0 ik A%
1L A5 A6 0y 2
A, 3k
k4. shRNAZ#
k0 ik B R R
WA Rk ek

i A2E

1k A S BE ¥ AE
% TRNAIE #
HBV & % ¥ &9 1
A, A #HBV &
ey R H B TR
T A AR 6 B
KA. ALRTE
B R B 7 -ERNAI
A, 2 kb
AL A A
F#HHBV 2 #
KRBT

HsiRN AP FI AL &, I ) I 4 22 AN 47
ML AR R T PIANRNAE X, Bt T4
shRNA, shRNA-1LAHBsAg A #47, shRNA-2
PAgi S HB ¢ A g S 38 G Il 1 F 35 X33 119 117 Ok R
HRNANHEAT. fEHepG2.2.1540 il X HBV gk
N SRR UE S T shRN AsHHB VIE R KA 1)
FOHIAE L, I LR S R i 45 FH o 750 a4t
PEFIE; EPET. Wu e alYEFXRTHBY Py SKX
PRAF XA T siIRN ARG BRI IOk, 125k
HBVILH JeHuh2 741 Ui, BEW% 3% FXKHBsAg
JHBcAgMFRIEKF-.

2.2 SR R TR, IFRENTR T 2
T fb 2 B4 7 v R B T siRN AR AR e v, i2b
JERE 5 SN, B AT X siRN ATREEECR.
IR A R R BT sIRN AR 41, Morissey et al”
F A B siRN AT 224240, ibsiRNAJTAH
2-OHE K, JEH2-5AC. 2-BER B LA 2. &
M FLBESIRN A2 4 15.5-18 h, XUHEsiRNA
H2.1-3 d, 5RBMisiRNAKEL, Rtk T
H900%%. FE/K BN FIEEE L ITHB VA P YL psi A
R BB X A s iIRN AJS 3
dIEHBV DNA R[4 10001%, fF414UNHBV
DNA. HBsAg/K-F-¥)52 20 WA, 5]
THEsIRN AR FH T N 75 22 1 RAFE 70 HL T
= X. BJiMorissey et al'" 3k — 5 AL 2B AT )
SIRNA I H7 B A= A kAR e K% 8 IR T R0R (stable
nucleic-acid-lipid particle, SNALP)FATHLZE, Jf
RYWIFT T siRNA-SNALPAE /D FUAK A 1) 42 42
oA PRI 20 IR N RIS R
SN SNALP AP H-IHAR R A bR, FEEHK A
RN 524 h2928% 53 A0 T, 8.2% 7041 T
JIE, Cy34ric iIsiRNA-SNALPYES 52 hit i1
THA, 7 A5 ABEHH K, S5 T siRNA-SNALP
SXoF T 2H 23 A 235 PR s T R 25 0 52 7. 4 88 TR 38 I
IR I : REMIsiRNAE R T T3 Ey Ml
PN R IR IE, T =21 siRNA-SNALP
AEGIR I AN FE-6. TP Ey MR R FEH
T-aRIERAERA. TEBE G IESAE 23 d, 172
%53, 7 AW BINHBVEIE S, mdmidl
YER, ISR DGR, LI g R AT
fiF O T siIRN ATEJH2H 2358 A7 A AS & PRI 1) )
R, 5 RIS N RIAN [ SN PRI RS ) A siRNA
(A 2 A PR T ORI, i SR 45 24 R 259 77
I RGO PR R AR N SR ) R IR IR 4
LR R A T B SIS, AsiRNA
AN TGRS T B,

B, HRFRRIE T — ML A% 1% A D) i

il #% HsiRNA(Endoribonuclease-prepared siRNA,
esiRNA), HFesiRNAR LLE 0K i #
B, I A1) B 35 DR AR S kAt R 1 5 A,
7E3X i EesiRNAB AL TG #EMiHsiRN A, LA
HBsAgXHBcA gl X L7 51 esiRNA, &
ZANHHBsAg Sy HBcAg# is!.
2.3 By ki ERsiRNAN TR
BT, BOZBFR—FG 205 507 50 P10
B S5 FR G 5 PR S IEE S, A%
1R 45 I 2 LR 45 A v BRI i 2
PRI PR BT AR T AR IR Ry B, P A — R A
BN R AL AT RS & TR Rl & . X
Pl & B R DL S R T R Rl I 2 R A T
TN L 2 2 HAR A . AR T
PIAN S PLHBs A g N SR PLAAR T AR X LR
BHIRlA E H, Wls-tP MsCk-tP. s-tP M sCr-tPH
W KA FsiIRNA. siRNAFRIEHE K siRNA A
JEORLIC E 1) 55 S N ] sCre-tPRE 96 6 22 5 AR
#h-siRNA. G E i 7R 2h-siRN AL HE ¢
JFRiDN AR 56 Y S HBs A gfH 4N i, A7 %430
il THB VAR 21k K S, fEHB VEEEED /N R,
siRNABsiRNAAE BFUR AR I HIHB VAL A %
I8, RS T — PN HBTHBs A gl &5 88 A
ff)siRNABLsiRNA A BTORE 1) 7€ 1) 76 3 057%, h
HasiRNAN T I R T 75 802,

TERNAHE AN H TS bria T Jrik 2 i, b
ISPl iIRN A B € 0 e 5. 75— TiiH o
o, UIESE T 28U 8 1 A-I(apoprotein A-I, apo A-I)
1K A% 1 IR % 3 2 T b R8s A T e # it
HBVJsiRNAZE A Napo A-1)¢1,2- —JiifE-3-—
F - HE(DOTAP)/ HE (DT C-Apo) & & 44,
F IV S A5 7 0 RS I H B VIR /N RS, &5
SR, XS ORI 1 A7 AR A T 10 40 L P
VE P AT LA 5 0 55 5 3R apo A-IA 3
IsiRN A¥E 5 5 15 AR 3AAE T Ath 2 I AR e
(), /N (<2 mg/kg) SR IGYT, YU EEAE - T
DARFLES d. TEVEMA P, mT AT 52 1) SE DR TR,
JHF U S TR AR ) R ONGAR 5 A8 586 R 2 1
siRNAK&DTC-Apolli & &1 554k b 31 )5 1
g
2.4 shRNAF ka3 b o [k F OR8¢ 14
- F I shRN ARG R A S, YU 2315 FH Fe st
IS () AN Rk i, A RS0 2R S BFII-shRN A
Rk G EANAdBasy I 55 R BUE, HE 4L
SR [R5 T 20 T, O 293 40 i F 2 A
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LK, 5. RNATHEARIE N O BB RIRE RN B OPeVH I = 1327
UKL, FR TR T R EE-shRN AR TA 34k, 7 M S AR/ T 5 X (Scaffold/Matrix at- W& A ##H

PRSNHB VB A0 R ARAR A rhr s 25 5 1)
HBV shRNAHR] L] @AHIITTHBYV RNA%: 5
SFRIE, FREEKIA9 d. K HBV shRNAS:
N T A S 20 106 15 IR H B V I 55 DR/ B
KILHBV shRNAALHEJE4 d, 555 B2 LL ifn i
HBsA g/ b3 R F% 1 5-64%, HBeAg V-3 %
T 3-4fF%, FHIE T LARFSE13 d. 54 dFR
HBV RNAF 5KV FRESAE, 20 &3 FBE7-9
5. TR ZABPEIIHB VLN, [FIFE
W 2L F|siRNAXTHBV RNA# 5470 1. HBsAg
HBeAgl HE FErmtEsiE M, Hbr 7w
B R TR U T RN, S E
VKG9 75 2R N T HB VA 3 RN AR Y 30
ZLFshRN A RRF 50 B4, s F 22 (1) 2 il
RTHBVH IR/, KE T siRNAX BT e pii g
DAAMPT S CAFAE 8 25 2 TR IR s F RIS B A
FHIVEH, X — RORHIGRHB V2 1 4 2 siRNA
T HATHR 3 RO B BRI B S T
SOOI 308, BA S T 58 R SR 1 S e i
IR BN RN A g ROk Sl 5, W FH — F
R O & RE-BE AR N R B A 5 — AR
IEPTHBYV siRNA IR BEEAA, 25 HAIF S
AE AT LAFE e I3 23 A TE BTHB VIR L iR 7
JSEFH (o mp A7

Jia et a/M"UhFMHIHBV RIS K H], 16
HepG2.2. 1540 IR G T — A LA e s 2 4 ik
it IRNATIER G, XA RGFHU6-RNAK
SEEIE 30 1 RACHEHB VE: S shRN AR AT 2%
Ik Rl ids. TEUC RS, Wil S i B 5 —
ANEA B AR RO TG B4R N AL, HFH
FeVFshRNA R E R IE. XTS5 Z AP
HepG2.2. 1540 e, HBV & 1 XmRNAK I
Wit it 88%, HB VA Hil i, i RFskik
2 mo. 45 FHEIR, LIS S50 55 0 BE AT RNAT
PR ARTE LI A2 e oy 1 s 2 07 T A AR
(Y FH AT 5. IR o AR IE, AL — AN ik
bk S AU6-RNAZE A WIS 2)) 1 1 1 i 3k
kR G KA ShRNAFE T B HepG2.2. 1541 i, LAYT
BRHBVEA. AR T WE— M RiksE
bl B0 S 75 8 A p BABE-IE 7 3%, A LA
B NTE TR, fishRNAT] LU g Feik; i
el iE i S LS H T A2, ANU6-RNAR S
BEITLAS 3l -/ I BAG e, JF v LUR 25 5 36 A
BEAAK, BTCASLAT DA BEshRNA ) 0L, B2,
IR TR

www. wjgnet.com

tachment region, S/MAR)JIF & 5k K AR F5 4 1K
pEPI-1KIAMsiRNA, 7E4 4 2 HepG2.2.1541
MG, ATLAAT 2 HB VIE K Rk . 40 g iy
HBV DNA®E il & FARHB VIR, AERA B
AR R IS BLR, X BRI AT AR AL
mo. EXFHTIIS/MARE M R G 1S E LR &
(L PRIV TT TERE T OB e 5. AE R B 2 204k,
fitb ] BE FE AR A BRIV YT I e A T 2, IR HonJ LA
KHHMHIHBV A H17.

2.5 BAReE VT siRN AL A Sems DLl %
L FF YL RIS B #E . siRNABES N H
A AT s b A 0 2 2 K R ARk, Je Il
cccDNAY . FEBAIRITH, 2/ siRNAsH L
BEL 7993 #4532 IR 4 22 AN s, I FLAE 2 ASBE ST B
1652, Bk, mTCAREA i HIHB VAL HI. K
XTHBVIZE N A5 5 DA R 7 25 1) 5 siRNA,
R HepG2.2. 15401 J5, HBsAg. HBeAght
mRNAZKV A AFFEE N, HBV DNAKY
JecccDNAS I £ 3 R B X Pl fE H 2
R REE . T AR e R R AR 1Y,
LT — S & siRN AL A 1697 v] LU 2 4
cccDNAY 18,

H-TFHBVI—2e4E 1, H AT, RNAIARESE A
BARIAT PTHB VT %, (H2 T2 —Fh %
A MR RIVTERIN S, B A mRN AR, Moo
I 9 e IR SO TR B RS T (TR
KPS HALHTHB V2 W) A H 24, gl
—FhHHBVI “XEI7L” . Chen et al''k
IshRNA 5 RK R 2 A 1E H M HTHB VAR R
HUHFK I e e fE, L FHshRN AL G134, X
ARNATG AT () RS A HPTHB VIA
SRR T — @ ks, 5 4h, (EHBVEF &R
YMDDZA iR gL 4 g, ELAHE m HB VAZ L
X I shRNABURFEVE R 22 57, KINshRNAFR] L
FITHIHB VAR Sk S0, (R BT 2R VE I FH S, $2
7nsiRNAR] BAN: H T 52 47 K K € ITHB VI 2
RERR U REIRYT

3 &P

RN AMIFFTISUESE T RNA{EHTHB VI G
HITER, AT TSR, (HEEA7AE LR [
L ] K A R AR [FsiRN A W] 3t — 20
P misiRNATE R A B8 M I IR REDUR R RN 1
FEAME; SIRNAXTHLAAA RSO P45 BRI,
FOERRNANYH T IR PRIE 75 2 — AN LK i

RNAIZL%: 3R
TR 3R ST TR A
4 RNAN 52 e
M mRNA L 4 4
TR, e
HR e R,
AR B8 2h A
F Ak, X—I
S B T HFEH
B R,
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Abstract

Non-alcoholic steatohepatitis (NASH), characterized
by liver fatty infiltration, inflammation,
hepatocellular injury and fibrosis, may easily
develop into liver cirrhosis and hepatocellular
carcinoma. The increased flow of FFAs (free fatty
acids) to the liver and the de novo lipogenesis in
the liver lead to fat overload. Lipotoxicity can
induce oxidative stress, inflammatory reaction
and apoptosis. Subsequently chronic liver injury
activates a fibrogenic response that accelerates
the evolution of NASH towards end-stage liver
disease. Further research on pathophysiology and
molecular biology is beneficial to clinical diagnosis
and management of NASH.

Key Words: Non-alcoholic steatohepatitis; Patho-
physiology; Molecular biology
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disease, NAFLD)#% A by & ARl 275 1k 70 AT
ORI, J5E A PRI B AT
(insulin resistance, IR). Lg% K = MLER. B
B NAFLD A W] 20 K g AR T
Jfi 4 2% (non-alcoholic steatohepatitis, NASH).
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9 5 2% TR D B 2R i R, AT S A Al
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80 S 7 4023 53 it i 5 300 2 IR DT 1R (free
fatty acids, FFAs)H§25; 55—y il 2 Jpe oy 3 0]
[T #6125 0 A= [ (hepatic glucose production, HGP)
RIS, B PR S TREINAFLD S 4y ™
{ANAFLD 7 TR AL T8 PR FH /I8 i
(R e 2,

1.2 B Rk o9 fig b A3 T 25 JUE 19 M Ay A 340 e
fign] e SFFAsIWEE, a7 IR 1) 484k G s DA &
AR 2 5 i 2 (very low density lipoprotein,
VLDL)A J%. NAFLDEE R ik, K&
FFAsI i %1z, 7= ER 5T Sl 7 JH v I 7 1)
FAAD A WD T2, I VLD LA
Jo7 38 It SR IRFFA s T A 2 g 107 4% i B A 45 Ay
EEMN . M FFAsRI vk 3 115 7 41 fy
R e, Wnrd s R kG i(de novo
lipogenesis, DNL)=4:", ARSI 7534 K
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JEPIRES. e rh 45 T i IR B 4 g
Wi A2 PEATH G PIE N, 1 A6 A SR R AR K
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FEASHITTIR G I 22 25% A 471", 6 5% 238 ok [
B T e 45 6 85 H - 1(sterol regulatory element
binding protein-1, SREBP-1) LA K i 25 ## i ik
W KA & W) I N e 45 & B Fl (carbohydrate
response element binding protein, CAREBP)#% 3%
WFEDNLY,

1.3 8y B F MR 2300 PR D7 ) (1) 1
IRt A B = 25 14 B850 DK 1 Rt 28 PR -1 1 g 2> LA
S B R (R 38 0. JRE DR 1 SO Sfe a1
JIE 17 440 0 3 WA R T G SRIR. Kanda er al' T 5T
2 W k% 40 i A4k 5 11 -1 (monocyte chemotactic
protein-1, MCP-1)iffl i 554 05 40 i 72 g Ay 4127
R GORE, DN IR UT I RIIR. NAFLD &35 IR 1
7= (adiponectin)ZKF-FFAK, H5HFAETGH 5 ik
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A MR, AR NS TR IR T 2 ) (R

AN A, T IR AENASH A v (i
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AR IL%E . PPAR Yy 7110 i 36 b AMPHLIS 11 25 1
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Abstract

Transforming growth factor-f (TGF-p) is a mul-
tifunctional cell factor, which can inhibit the
growth of most normal cells and cancer cells.
Smad4 is a intracellular mediator of TGF-f, and
it conducts TGF- signal from cell membrane
to the nucleus, and regulates transcriptions of
the target genes. Researches have revealed that
abnormal expression of Smad4 could cause pre-
cancerous diseases, induce carcinogenesis, and
influence the biological features of tumor cells.

Key Words: Smad4 gene; Gastrointestinal cancer;
Transforming growth factor-p
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T TGF-BZ AR TGF-BIIE T 4% 3 40 i A 15
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TG, MG AL, TGF-pE 565 40 i it
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k. TBR I i i i 1h 52 A4 % AtV Smad(receptor-
activated smads, R-Smads)fJMH2 X [ J5 &
WoE, R-Smadsififb 5 53 Smad(common-
mediator smad, co-Smad)45 &, K Smad & 514,
Nz, Wil B 5DNAZ G H A%
ST A, AT H IR R IEYT. fETGF-B
5 NG AL 2 40 iz B P, R-Smads Hco-
Smad#t—An], 5N TGF-B5 5 AN REM AN Hufikifh
AR, & TGF-pI5 5418 . Smadi A
4y =K, BRTTIAR-Smads Kco-Smad#f, it
4 Smad(inhibitory Smads, I-Smads), H:Hco-
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Smad4 kB, XAk
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%, Smad4 /£ B
A e AE R
AR A Z B AL,
Smad4# & ik s
B W i AR R
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WA KA % Smad:} Smad4. JEAR . N ERAPCIEN i, HH g ] & A R
Smad4 & ik # %k

HE E AR m ok
BT TGF-p &4 37
HAER, HE T R
EECER LW
b e A4k, IF
A XD A
AW FATH. R
Smad4 2 B M
T A& R AL
BAER, A BT
T TR BT

Smad4 X FXDPC4(homozygously deleted in
pancreatic carcinoma, locus 4, DPC4), fi#]1E N
g e D] AN SR s v 2k K™, A S mad4i
T BLPIA T YL (04418921, 1, MB& A7 114N B,
Bk 552 NEIEIR. {E45H) |, Smad45R-Smads
AL, S A PIAS i BEOR ST I RERX, B2 ki 1)
MH1 X AR He o M H2 X, 3% 2 (0] 4 3 21X
(linker). MH1IX 7E40 ffa#% 7 m] 5 DN A B I LA 4%
KIS, 179 H BFER R 5 MH2IX 2
Smadf R SFE AL HIFRAL, 2B S mad[F 58
PRl R RAR 0 45 A A, MH2IX 1) 58748 1] 3 i 4L
ghH S IRE M S, 1 S TGF-B A 5 ™,

2 Smad4fEERIERPEYRIA
FGNEZ A B A9 (familial juvenile polyposis,
FIP)& — W Qe ML 0w, 2 R T4t
1, 8 Wil by R AR R A, IR E A
BRI W, Howe e alWFFUR IR, 91
FIPH A 5%k T Smad4 R4S, L 240 i T
HSNE T, FERI ORI R, 1E S e
A7 (frameshift mutation), ffMH2X JjgEi% K, FH
5 T BRI AL K R () AR I ). Wood ford-
Richens et al % FIP & ' Smad4 4L K & Smad4 ik
FRIEWETTRIN, £ Smad4IE PE i R 5845 1) &
P, Smad4d R IA R B b, TG RS
AR (VS A Smad4 i FRILIEH . FEATSmad4se
R R FUR D, E A 2, AR
(AR . H AT, £E25%-60%[FIFIP
HA74F Smad4 5 K i 7 5421,
NP SR AW, Gl HE DR R B T B, T
Smad4(+/-)/NRAESO wkiF B &+ Rk
ERARERAS, £E100 w5 IT4T Smadd(+/-)/ il
BIRAE T BRARERAR. X2 5N 5 AN RFIPHIEL,
JiSmad4ii 146k, Ui Smad4 i) KIG e dE T 5
AL 1, 1 L0 43 SR IR Hp ml g A R AP
GG N yeg 1 B\ TR 99 (familial adenomatous
polyposis, FAP)J& ¥ Je (oA i Mgt AL, RIN
NG AT R RE R, HAMERYY, BFE 2T
35-40% Jo A R A G I, FAPIR A 5 45
Rieger vk &L A 995 FE K] (adenomatous polyposis coli,
APC)RAFHYIM ). APCHE (A8 T HWntfs
SR, WA RFIER . B AR AEEE
R, APCHEDR (1) 5842 18 i AP CH [ D) fig )
15, BATWnt(5 S IR0 T RERG, 530 LERE
R EUe-myc), &AM Kt B, S ke

PIRER AR, HFAPHIELL, R/ EFA PRI,
Takaku et alfF 5 R IN, 7R APC X Smad43t
KI(APC+/- Smad4+/-) /N, 5 173 5 A%
P P B PR R B AP CHE R (AP CH/-) /)N LI 5%
PERS R W] B . 754514/, APC™ Smad4™ /s
B il S AT 4 1-2 mm, TTAPCT/ME<0.5
mm; APC” /NS W Z R TFBZ A, i
APC™ Smadd™ /N UE AR SRR R 2, KA
A%, APC™ Smadd™ /MR AR S AR 11 AR 2%
RE T, 7 55 18 8 I K 3481 A8 4 M 10EA T oo A,
SRR, 2B AP C /N il AR 0 i AR 3 R
BT $E7RSmad4 i A AL RE T R IR A, Kt
ST TR g AR TR BE A L I s e o e A T 1)
AR

3 Smad4fEREE¢RAPRIRIA
JIPPRE 1) R AR 2 R DN 22 DR BRI L R A R R
R R R R, A 2RI R AE T e,
K-ras, p53%%" Harn et al ¥ 5 K B, 1684151 i fij
FEh, 250054 T Smad4RIVE BRI, 2745 iR
T, AW T Smaddse A X s sAr £
o FMH2X P, S s s R, 6B 6 R
ik R b, Smad4l e il IniEK-ras i & (1
FEI R RO BhAh, Smad4fE 414t
JHRE L RE AT 56, Hua et alil it S 41 ALY
I, 34450 e s vh 8191 JE Smadd K ik, 54y
B AR L, ARG/ e i 2k T (P =
0.037), KIASmadd/F i B8 W5 i T ok
%_[31].

W 198 I e A6, Smad4qE &5 e M 5 g
M RaE B IR, BNk, 8 E T,
Smad4ff) 58— M dipE. H otk
FE 45 i X B R, Smad4 sk (11 Rk A w0y
P A2 JE W AR A, (HAEAR A0 A g 41 4L
kW R P Miyaki er alhf 17645 45
WG KRB, 95% 1K) Smad45e 48 kA AEMH2[X,
HBRIRE T Smad4 548 %k 0%, R K A 3 A 10%,
TERE I H 7%, AT N 35%, | iz
BRI H31%, $onSmaddfi R TR T 450
R R R, X AN 47 28 5 B S5 LR W) AT
NPT R

Smad4 )ik 5 R 1 75 AH G, Boulay
et alh 45 AT 5- TR s e A0y (1 S AT T
AT, WEFCRBL, £E202490 g b, A 13541 kA
Smad4 AL iR, R AE A 67%; 1EH %15 Smad4
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Abstract

AIM: To explore the effect of varied intensity
acupuncture on pain-ethology scoring and on
expression of n-methyl-d-aspartate receptor
(NMDA receptor) and substance P (SP) in spinal
dorsal horn quasi-pain in rats with pain induced
by gastric distension.

METHODS: Fifty healthy male Sprague Dawley

www. wjgnet.com

rats were randomly assigned to blank, sham op-
eration, model, acupuncture of lighter stimulus
intensity at “Zusanli” point and acupuncture
of heavier stimulus intensity at “Zusanli” point
groups. Gastric distention model was estab-
lished by applying implanted aerostat in the gas-
tric and filling in gas to 40 mmHg. Acupuncture
of lighter and heavier stimulus intensity was
applied. Pain-ethology scoring was observed
and expression of NMDA receptor and SP was
detected using immunohistochemical method.

RESULTS: Compared with sham operation
group, pain-ethology scoring and expression of
NMDA receptor in spinal dorsal horn of model
group were increased significantly (both P <
0.01). After acupuncture, pain-ethology scoring
was decreased significantly (11.77 + 2.16 vs 22.83
+1.87,14.73 £ 2.19 vs 21.73 £ 2.30, both P < 0.01).
Compared with model group, expression of
NMDA receptor and SP in spinal dorsal horn of
the two acupuncture groups was decreased sig-
nificantly (140.60 + 21.30 vs 240.20 + 25.59, 63.60
+13.74 v5 108.67 £ 11.37; 63.60 + 13.74 vs 108.67 +
11.37, 82.67 +12.13 vs 108.67 £ 11.37, all P < 0.01),
and acupuncture of lighter stimulus intensity
group had more obvious effect.

CONCLUSION: Acupuncture at “Zusanli” could
relieve stress reaction induced by gastric disten-
sion and decrease pain-ethology scoring, which
is related to inhibited expression of pain correla-
tion information substances (NMDA and SP).

Key Words: Acupuncture; Stimulus; Gastric disten-
tion; Visceral pain; Pain-ethology scoring; Dorsal
root ganglion; Comu posterus medullae spinalis;
N-methyl-d-aspartate; Substance P

Peng Y, YiSX, Li ZH, Lin YP, Tang S. Effect of acupuncture
with varied intensity on NMDA and SP expression in
spinal dorsal horn in rats with gastric distension-induced
pain. Shijie Huaren Xiaohua Zazhi 2009; 17(13): 1339-1345
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WA -D- K AR BR(NMDA) S AR & A Pty i
(SP)&Zty#vA.

Fik: S0R KR T AMME S RS, 55
Ahwram., BFRM., BAM, 25k
Fo& F ik, KA B AN EFAAIEL
mmHg# &, B ¥ ik m AR, 225k fEF 0k
AR R Z 2 R Ak A&, ABRAT A FES
AREMREDRAIT A 5, A R AR T A
M HH T A PNMDA 24k £ ik FoSP4F.

2R 5/EFRaik, FykEEES, XA
PIRAT A F I A E A ANMDA %R
¥R B3 m(P<0.01); #. T FE4 R4k
PR EARE ¥R R KRR R, 54t
WA T REREENL(11.77£2.16% vs
22.83+1.87%, 14.73+2.19% vs 21.73£2.30
%, ¥P<0.01); AL BEAKNMDAR % 4k (140.60
+21.30 vs 240.20+25.59, 63.60+13.74 vs
108.67+11.37, 3P<0.01). SPFa I 2m o
(63.60+13.74 vs 108.67+11.37, 82.67+12.13
vs 108.67£11.37, ¥P<0.01), 5AEM 40 pb4z 2
FHEFTSEREL, B2FEukTEF
S 21(P<0.01).
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& FoSPHYEL.
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TRAE R FE AL, R0

1.2.2 #4%: S Rouzade et al FlTraub et al™ 4}k
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WIGRUAT RAFIRTTER. 220 R er alf1304)
AT RGN, Tk P ISR AR 2R K Bl R 4 ]
S (abdominal withdrawal reflex, AWR)P¥-4) LA
K EULH (rectus abdominis electromyogram,
EM G)TEA [ 3805 Gk~ 1) S i v, i AT
Ji AWRHFIEMGZK-F-H @ FAM. 5 ke f AT SR
FH T T7 V2508 10 2 R G A DR BT 08 1k oA i
BOHAT YT O 5, AR IR R4 1 B 220 0 2
i SN AR S B R PRAT b 2 VP 4 S A A S
HRFRE ™1 R TSI AR L s, BT A R R I
KB 9k vl EUTH e AT A 20 0. B
P AN [ T2 TR ) i BRI S 5K 0 K B
IRAT N 2E VR4

W BRI S 5 AN )
fENM R A 2 M, ws-Rr6n
Wi (5-hydroxytryptamine, 5-HT). ZZ40Jik
(bradykinin, BK). ¥4 /Jk(neurokinin, NK). SP
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[ BACE X
P AE & (visceral

T ) \ Y I
UL YR Y
P

e
o’

2 BEKEETESAESPPAMERIA(x 400). A: 254 B: BRFAL; C: A D: iR B HFEAL

HINMDA, & FL45 B4 2 1 K AH O JiR (cal citonin
gene-related peptide, CGRP). A KA. 1M
WHEMRE . gl s LR A #-1pEE fE
FFHETT B, NMDASZARNIS P AT I 4.
NMDAZ A& — PR 145 5 1 B s R 2 AR,
ZH5ENMARE . K] Bk, 2 3]0z e
FIREA 5 I S A B H . Ma et al'
WFAHERNR2BHE [ 5 26 th S R #4215 (dorsal
root ganglion, DRG)M £ JCE K, 7341 1153
PEWI DAL N T Y rboik s, BIEHETS /A 1 215
fil i 5. DRGAHNEZE JCA A R SR AR 5L A0 JE 58
AR H RS RN, T2 AR RE T A
TRIZ AR TR, T TR 2236 JoT (U 48 2 R

KA. SPFICGRPE), Wod A #i TS M =
P S A2 A e, AR P B, Petralia
et al"RILKFDRGHZ LA NRI ML, T
Liu er a3t —LWFFCRI, 70%IDRG AKX 5
ARWHPNRUMA PRI KL TTHER, A
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NR2B, &5l B INMD ASZ 7 LINR2B %Y
oA, PHEMINR2BAE A i /K P9 A Bk i
] RS ) AR ). NR2BZECN S A5 B A%
ot R T B v SRR S A, HLAE R I
P R o R A R R L T B S 3 R A 4
ZRNR2BJE — AN (B VAT #0 S Y, sohin
SERFFC AT, SPIR S R I T o R iz (1) 2 B,
FLAE A BT AR B d = TR, O — P st o
o300, AR R T AR . MR A SP
& B 50 0 DA NANE LT YRR K36 R,
A JE 1 i 26 v S P A2 B Hh T AR AT 221 4l A A,
IR 5 A T ARAR N LT 436302 217 115 1 1
S5 T ORIEE TUJZROARY, T Eh 1R T AT 2F 4 i ke
JIKISP AT 8 2 5 %6 A5 1 2 EAT PR, T

pain): & K _E#
Eim eI AR, R
AR RE RS
F, T RREHTE
B 35 B M RE JE
4 = LAY 2 KA
Z B 5% AUHUAK
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AL 5T ) By 3 o i
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N i e S
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W@ 5
ABRR L 52,
SBRTE, kT
15, EARR) G A
) 89 B A —
ERE A R

T 0 K B2 UZ B o 28 v BE % 43 96 KBS P,
4 52 305 F RO, whahn] B i s
WG FE S T Yt AT, SP—HZ HIlt
g P A% k.
BT R, BRI AT 5] AR 3 )
SRR, T W5 er al i FLAT A 2457 9 K B
BN 2 = BL7, FEAN FRIBE0E T LR A &
fiiHE K (enkephalin, ENK)##£: 70, {2 BFENK IR
JB, A ChFISPIRRE, DRI 7 A B 4 F
Xiao et alfF 50 I HLEF BE W 2 48 M LB E 25
J R R A, 7R N B M (chronic
visceral hypersensitivity, CVH)X i &5 M P [
TS-HTRH S, BRI A ATTA h FUER AT e @ it 4
JE) 5 -3 0 b R 34k A7 T 0% AAR i i 1 BRI 38 5 |
(¥4 i Dhfie 3 ELEY. A7 (02 5 0 9 R DAL o 2
= HLHE IR U P R K AR RE S 0 A A
(DCN)FIAE & P I 15 T 00 1 00 i £ 4k R 1k i
(glial fibrillary acidic protein, GFAP)[#) % 3% FH P
FIE, AT A BRI AT BLE I 42 D CNARIICR
K% Bk TG #2215 iz 2 A% (1 D e, AL TE R
ST RG34 P U (5
ARSI AR I Bk R K RUE R
FNMD AR-2BBH 4 40 R B0 B T R 41 5 3%
Ths, HEEEIRIENMDAR-2BZ: 5 45 3 1 il ik
FE36 A —5". 40 mmHg B ¥ k& — 15 5 vl
W, AT H AR P, DRGANZ T AR SR AY
B IR A, LA TS AR
JETH X GERAY, BT RS &R K
K2R SPHICGRPE), Wik i1y fre ik
15 TR A TG, AR IR P ). XL
NMDAR-2B L F A KM, PRk B 7 5k 2 K B
BHETS /1 -FNMDAR-2BBH P 41 i 270 2 T .
B RS [R) TR Y RE A B YOk
KENMDAR-2BBH 40 a4, (A4 REFEAR £
BT ARYLAKE-(P<0.01), $E7EE R 805 55 53 BRAR
B4 5K A 07 R K NMD AR-2B B P48
Tt v AR FLN A B AR A A7 5 704 i
5 A IIHINMD AR-2BIA, 0545 55 1 ) 3 e
DRGHIZE T I AN A GERAY ) 5 1 iR S A% i,
NI A AEERE R B 7 9k P29 P o 1A .
ARSI TR IS Bk IR RS, BT
RU 52 A Z AT MSPRIB LA, 257
TR X P>0.05), A4, HFiLA, EF
DA BT AR AUA G i N TS A0 SPRHPE4H
B A 35 T (P<0.01), 321 B KAl
P LA S e A ISP . 40 mmHgH ™

ik 5 1 (4 55 M el 3l mT eh S R e W A S
PR T YEAL A, RN T ARG VRS A ISP
PR TCA R, AR RIS H IR R AT 2R 48 ok
JBCRISP N (1) AT £F 4 TR IS SP 524, Rtk
A5 oK R RS A RE T A ISP T
R, BT, EFVAASPRH A
JLE ] T B (P<0.01), 5 B AT AT LA 9
kIR R S B T M N SPE R TEE . L
T RT B A S 5K 47 R B 1
7 AR i) 5 P 3, TR R Y v A P OB i
BURPIR, ANMIBEICEBET A ISP &, K
JRAVEF. AR BRAR R T RGP, Ui
BE M) AR B TS AU SPA i, IX 5 UL R IA 1
EF IR AE A SE ) &

B2 RS IR g S T R K
PEIR R B = L7, S REBRAR 9k 2 KR
PIRAT AR FHET /i NMDAR-2BHISP
RH 1k 0 b 00 10 o, 0 1 G AT A 2% N R
TR AR AR S BT, R BB AE . AR
MU AT B8 553 42— HL 7R RIAH G, Kb I R R
TP = o R S R AT R 1 R A
F. SEB MR ARIEDY, 2 = LA AR A
SVRH S E TR ES, B B
T RS P 7k RS T AR 8 T TR ) K
A5 DN e A R = B Y s sl
ThRE, 90475 25 1 R 7 A, T A R £
ST B CRIRE T, 980D T 40 IR In) R A
T8, A B O PR BRI, TR
Ik e K U 1 .

ARHIF I 2 IR Tl AN [i) 5 J52 o 38 T2 o
EEINCIS 2T NS Wil WA A% N [ I 2 A )
JWAT N 2R . A HEE /i TNMDAR-2BFIPY)
S RE P 0 M 8 v T — 2 S, R
i S AR T R TRk, LU T R
ARSI v R B T R R B (R R 4 B 601K,
FREEA 1800, AEBTAR (&R 2%) P, ko
JE 512 2y v A5 g BE L (R B 4 8160901k, 4
HARE90-180)%), Z5JTBE et al R o8 1)
TR R v AR G 1 8 5 I A, R v E
S T A Rt D 1 BT R M AR A4 ) RE T A
F. A0 by s i B o) It DA B L 41
TS B 5K A R b s 8 Aol K R A )
KA RO, S T kA R
AU S8, fiE T L A ) S P AR R AH DG AE B
TR, 0 HINMD A R-2B i i3 5 52 A4 1)
Pk, P RORE IR 22 (R BRI T, T R 4
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Abstract

AIM: To investigate the expression and effect of
Livin gene silencing by siRNA on growth and
apoptosis in gastric cancer BGC-823 cells.

METHODS: Two siRNAs (Livin-sh-1 and Livin-
sh-2) were self-designed as expression vector
and transfected into gastric cancer BGC-823 cells.
After G418 positive clone selection, BGC-823
mRNA was measured by semi-quantitative RT-
PCR, cell proliferation detected by MTT, and
gastric cell apoptosis by flow cytometry.

RESULTS: Compared with cells without siRNA
transfection, expression of Livin a /B mRNA
was decreased significantly in siRNA control
group (Livin a: 0.11 £ 0.07 vs 0.37 £ 0.10, 0.34 +

0.08; Livin $: 0.13 £ 0.04 vs 0.43 + 0.09, 0.45 £ 0.11,
all P < 0.05). Compared with empty siRNA vec-
tor group, cell growth at 24 h, 48 h, 96 h, and 1
wk was not affected in blank control group. Cell
growth in siRNA group was not significantly
affected at 24 h and 48 h, but was significantly
inhibited at 96 h and 1 wk (P < 0.01). Cell apop-
tosis was significantly higher in siRNA in trans-
fection group than in non-transfected group or
than in empty siRNA vector transfection group
(14.85% +£1.35% vs 4.51% + 0.36%, 6.13% + 0.71%,
both P < 0.05).

CONCLUSION: Livin gene silenced by siRNA
induces growth suppression and apoptosis of
gastric cancer BGC-823 cells. Livin gene stands
a chance as a new target for gastric cancer treat-
ment.

Key Words: Livin gene; Small interfering RNA; Gas-
tric cancer

Chen P, Kong LB, Wang CS, Yang JY. Effects of Livin
gene silencing by siRNA on apoptosis and proliferation
of gastric cancer cells. Shijie Huaren Xiaohua Zazhi 2009;
17(13): 1346-1349

T

B#Y: WA HF FHRNA(SIRNA)LE Livin
A B EBGC-823%m A b Ak, SR
Livink B AT B R o2 K. AT,

Fik: B4T% M 44t Livind B #9siRNA:
Livin-sh-1#2Livin-sh-2, vAsb#g 248 5 49 % ik
BARF 2 A 46 2 31404 K 8 F 5EBGC-823
mpe, 2G4180F )6 o ) K A F £ ERT-
PCR#& M R FlsiRNA 5 55440 4m I BGC-823
mRNAK-F AL, vg &k 3k &5 (MTT)4a ]
mAeIE I . AR AU B 5 da e hd B .

LR SiRNAX LS =siRNAH AR Livin
a/p mRNAK X £ 5| £ B F bt {244 £siRNA
ZiLivin o/f mRNARA 2 F KT 2GR
Fa 22 SIRNA# Ak 28 (Livin o: 0.11£0.07 vs 0.37
+0.10, 0.34+0.08; Livin p: 0.1310.04 vs 0.43
+0.09, 0.45+0.11, 3)P<0.05). TE*TRBAL
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2 siRNAZARLAAA L, 24, 48, 96 hf=l wkAT
mpn Ak K% ¥h; msiRNAZLAERF/E24 h
Fa48 ham o £ K R % #vh, 12496 hfel wkit
W] A% B 2374 (P<0.01). # FsiRNAZLAY 2m i,
WA TR G g3t RA A F T siRNASRAR
LAARYE 38 hm(14.85% +1.35% vs 4.51%+
0.36%, 6.13%+0.71%, 35P<0.05).

Z5i0: siRNAZTE Livindk B 447 4) § /5 40 R4y
A, ALt B R i 1, Livink B4 T4
BA B G IT AT

FE3: /My FFIERNA; Livink FH; B8

FRES, LB, £BN, B=E. siRNARELIVInERN S
WREK. BB BFRENBEHRE 2009; 17(13):
1346-1349
http://www.wjgnet.com/1009-3079/17/1346.asp

0 31

WEFTUE B, 40 M0 T R 4 S 5 R AR
R VIR, AR T ABIRN, AT
RILVE 22 Pl 259 230 1 5 2 40 R T2k
FEAER . AWTTUR W E 10 kA A i
I TUEFT 1R (H pylorn)EHs. N-HEAG PRI &
SRR FZ e R YY. Livin2 T E AR
J%(inhibitors of apoptosis proteins, IAPs) ! 1%
HHA, F20004F HLin er a/ WA S cDNA
SCPER ORI, B H TR 1k, Ak ORI 8
TAPSHIRIE D1, Horb R H 0 e P A7 A8 T e
PG, D AEE T IE R AR S, JRREmif
Z P B T, 7R A MR itk A T R
VR, PRk, 75 40 B s T Okl R R B
PSR R — . R T ik — B
Livindk K280 B gt 40 M A= PR TR s
FERETE DR /N T HERNA(siRN A) K ik 844
(RAEA L, K IR TR B L B R BGC-8234
JfObk, WS T A e i AR RO . 4R R IE T

1 #RRITSE

11 A# ASRAR L H i 4 R AkB G C-823 0 H
L E AT BR A W] pSliencer'™ 4.1-CMV
neoflE. colifl 2 B2 A A0 B B 11 BAED) (R
AR~ A, RNATRPGAF & Lipofectamine
20005 YLl 7 fr . G418440 H 3¢ [E Invitrogen A
H. Real-time PCRA G B _LifEET.

1.2 7k

1.2.1 31 4%t 5 4% KA0ligove.03E K 4
Brigft, % ALivin#E [ /741 (GenBank #NM-

www. wjgnet.com

139317, NM-022161)3E47 07 J5 e il 514 17 1)
U1K Livin-1: 5-~ACAAGGTGAGGTGCTTCTG
C-3'; Livin-2: 5~AGTCTCCTGCACACTGTGGA
CAA-3'.
1.2.2 mfaszde: ARG 0 e 40 i B G C-
823 74T H LA H 15 7%
1.2.3 o%0: siRNAZ Sl % JpSliencer™
4.1-CMV neo-sh-1RlpSliencer™ 4.1-CMV neo-
sh-2); siRNAXSIH 2414 YepSliencer™ 4.1-CMV
neo-3; 4¥siRNAZL AR YepSliencer™ 4.1-CMV
neo.
1.2.4 %otk 4 B RT-PCRA I 55 Je 2 R - BEYLHY
24 hH2.5 g/LJBEHE FIRGH A0 K 2340 8 4 i
HEBGC-823, HAkEEAEi4Invitrogen/s 7] 4 J4ilk
FfllLipofectamin20004 1 13 B 15 34T
1.2.5 MTTm 52 20 e A K 2 HOEUE K
T S e AN P 1) 45 2L A i, LS X 10° 82196
LR IR L, BER50-7 d, FHMTTE: 23 50 5 4>
UG REE, &40 e M= AL, BCFME
Hizs K .
1.2.6 7% X gm A 2a fe 8 = BE YL 5 16 0
A0 I R 2R 28 vl S FH R A PR SORS  5- 41
St LR R Umean+ SDE IR,
R HISPSSH A, 2 413 % R 1 i 25 A 56 H 5
ZEG R, PR AL A E R I LR FH AR G

2 B8

2.1 &4Livina/p mRNA% X #YsiRNAZ
Livina/f mRNARIE & B AL T 25 (0 4l
M2 siRN AR (P<0.05); 5 P41 Livino/p
mRNARIA 5 7 5 6 i 3 PE(P>0.05). (H52
(135 7R LivinB& 55 & 5 T Livina (K 1).

2.2 MTTk ] &0 20 il A& K o & 25 (16 41
E2siRNAZRLIAHLL, #4R)524, 48, 96 hill
1 wkIN 40 0 A= KR 52 520 (P>0.05). siRNAZ
S ax A AR 3 524 hH148 hal w4
KR 2 W] W50, 1796 WAl 1 wkHS 4k W & 44k
(P<0.01, & 1).

2.3 R AR 45 R L YesiRN AL 141 L 1)
TT R W, 5 AR AR Iy siRN AZE A4
ML, 22554 BENE(14.85% 1+ 1.35% vs 4.51%
+0.36%, 6.13%+0.71%, ¥JP<0.05), ¥t BT ER
Livinf¥) 21K w] B i 40 J ik 98 7.

311
i 9Ra e — b PR 85E DR 25 55 3 A [R5 A HL AR FH B

AR A 0

o0 o A ik A2 9A
BRE 5 MNIE R
A X R EmAE,
FFmiaA T
Ry T K F A S
o 4 o AR E
Z—.

mia £ B4
Crnkovic-Mertens
et al & A siRNA
& Livin & B T2
M Lin et al3+ §
F P Livin & & K
THR, RIARLIL
H 2042 P Livin
fR R kR FHT
B A A
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m2AEE 0.8r —e—A
VALivin % ¥ & 07 =B
w3 37 )y B SL 06 C
Livinfk 4% 4% 3 2n y L . |
Rt Pzl Livina. Livin y 0.5
HriEdkrp  SOWRA 0.37+0.10 043£0.09 T 04
BE, AMAEE  ZSSIRNAZRAA 0.34+0.08 0.45+0.11 031
RBETAHGAL  SRNAG 0.11+0.07 0.13+0.04 0.2
7. 0.1+
0.0, 50 100 150 200

(R — 2. 1E S 40 v ) o e DR R i g 5 R
SR BN A5 AT HE R A WA A 40 L ) >4 20
UiGe, 4 Mfe &R ESUE N £ ERT, R
g B ik R Th e o ik, o SE DR D ek 2k, 40
FAE R 7 R 2 k. M IS ST Al
6 ) SO R 4 A R AR S, A B LE U TR AR
JSCAN T 4 i R AR AT T 5 A e

RNATHL(RNA interference, RNAi) & FH AL
EERNA(double stranded RNA, dsRNA)JT 512K
FE AR SEPESE R PTER, siRNAE21-23 nt/h 5 B
WHERNA, 1] LURF St A AME S A mRN AP
g, B M, AR RN AT K
L SIRNA S B 7 51 2 1] Tk R RIS e T, L
AR SRR S, A AT AAE QL 0 K sk
KAV s e K AP Kb 2 5 JR R SR
AT, RERNA R B BRI P51 5
sIRNAIEE G AT K, H H T JF 8 W SER Tk
SR TR 45 IR N A AR 3 11 A 406§
th, A5G A BAR A I sIRNATE N FL 3 ) 41
J, A, S e A e S R R D PR DT BR R
UERSPS I

Livinsg Bl & B 4 M i T4 il 81, A
LEAN A0 g T AT 2 I RE, Livinde %
P — AR IE BRIBAE, (HAE— L iR
R IR, I 5 A A TR Al i v s e IA e AT
I 20 R R T E DGR, AR
A TR 1) L2 W ST DA () T SE SR AR L
. X T Livinff s G R R (U R AT
s W AR HCHNATT . AR R RS B
Kbk, SFRMEA S, 5P &
WRIRER, UHLivinscoh 55 5 I R PEAL 1) # 22
Fabr. MHITA P B0 & KA, 753 e 4i
MR, 2 H MR R TR I AN
A IS 1), W RE Sk 10 5 i gg ik 24 DA Je A
HTFARL BOT RS B A T T B, ek
JIF 96 2 A% R A2 R 1A 3 THI A B A .

AW g WK, HgsiRNAZLLivina/p
mRNARIE & A AR 2 K 4 ) T i A
1% T-25 A I AH A1 55 siRNA B A 4H, 5 Crnkovic-

t/h

1 BEREHEMBOVERELZL. A SOHEA; B: &
sIRNAZLARZL C: siRNAZ.

Mertens et al'*)% FsiRNA{# Livindi X T 2R B 3k
R 25 AT AL 2 Ab. sIRNAZL 5 25 (% B 41 AH
PETE g 524 hFI48 haf i A= K A 52 B Wl i,
1M96 WA wkisf 4 W] WA HI. HIkE W], Livindk
R 2 325 71 240 e 395 e R0 1 4 v kS R A
Liu et al"?%F 4041 159 1534 A FH Livin P AR T
WY TP LivindE Rk, JEAT ' i 41 B ik e
FRUBPE RS . T8 P RH B T 2R A Livin
Fik, T LMEHEE AN M T, Wagener er al'®
FART-PCRIEATIN, LivinfE 17 B Ji 40 o K%
A0 A% T 20 E R AA (P = 0.0077).

YD — R AL R BRI B2 R, RN AR 24
TR AT BRI BLE RS NIEH B
B, ARAE S S VR 2T 1, W g R
BRSSO B e IR A% i A2 DL &
PR IEAL 1 0 L R BB 55, RNATHIR IS B
s BRI N T 5, (A — PR URER &,
W B AHIREAR [ AR A R 1 — D il vk
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Abstract

AIM: To investigate the influence of
dinitroflourobenzene (DNFB) on the antibody
titer of hepatitis B immunoglobulin (HBIG).

METHODS: Three different doses (2, 4, 8 mg)
of DNFB were mixed with phosphate buffer
solution (PBS) of HBIG respectively, 13 mg in a
volume of 500 uL. PBS, while same solutions of
HBIG were used as controls. The 2, 4 mg tubes
and the control tubes were not precipitated ex-
cept for the 8 mg tube with 10 000 r/min config-
uration. The 3 transparent tubes were desalted
with column of Sephadex G-25 Superfine HiTrap
respectively. All of the eluents of the 3 tubes
were half-diluted consecutively with phosphate
buffer saline (PBS) respectively to change totally
into 36 samples of 2 mg group, 4 mg group and

control group, with 12 in each group. The above
samples were all tested for the antibody titer of
HBIG using ELISA. The 2 mg tube, 4 mg tube
and the control tube were all precipitated in so-
lution of saturated (NH4),SO,. Compared with
standard curves of both quantity of DNFB and
gauges of A, in supernants made of same con-
trolled tubes, the remaining DNFB in supernants
in different tubes were all obtained respectively.

RESULTS: Except for the 8 mg group, there
were no difference in the 3 groups in terms of
the absorbance values (A5-Ags) of HBIG in
same dilution grade of any group with two-way
anova (analysis of variance)(P > 0.05). However
there was great difference between different di-
lution grades in any group with two-way anova
(P < 0.01). The 6.5 mg of HBIG in the 2 mg tube
and 4 mg tube were respectively combined with
0.67 mg and 0.86 mg of DNFB, meaning that
each molecule of HBIG with 88.72 and 103.48
molecules of DNFB, namely 6.12% and 7.86% in
residual amino acid of each molecule of HBIG
combined with DNFB.

CONCLUSION: The immune globulin (antibody)
might be used as a carrier for DNFB target ther-

apy.

Key Words: Hepatitis B immune globulin; Dini-
trofluorobenzene; Targeted therapy; Anti-HBs;
Hapten

He X]J, Chu YQ, Jiang GY, Dai ZY. A potential carrier for
targeted therapy of DNFB hapten-induced immune. Shijie
Huaren Xiaohua Zazhi 2009; 17(13): 1350-1354

fik L
BHE: T MFEH5 R =K R (DNFB)Z &
AR £ %92 3 F & (HBIG) )& 3T H 3k o 4k 64

AR

Fik: %3 F4HBIG(13 mg/500 uL PBS)K
ERAH 5 REAZQ2. 4. 8 mg)dDNFBi
A, A2 4. S mg®E, RAMAEH S, I
2. 4 mg%¥ A K mDNFB#HBIG/K & & % 1R
%, BRFEF A F A, YAHiTraps T i A2 5L
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&, IANBEBLIR B A AERTF R AIMAELLR, 3
20 328 R 36447 A, ELISA 340 AT & dr 41
PReG 2. B2, 4 mgE o 7 —F o F Thade
FRBR A Ja B L ik, AR I SRR A A
F A, 5MARREFZEDNFB&#IS/ % 7 K E
AE N AR 8 2T B E L AR AR, it AR
HBIG% 4449 DNFB=.

R 2. 4 mgEANRA, ZRHAEF £
S B QA B, = 4L18) ) AR AR R Rk £ A
(A ys0-A g30) o Z 55, T KA R N A 3w 2
%2 F(P<0.01). tafo BB AR ITIT S A b
JEEMZIER2, 4 mg® T6.5 mg HBIG% 7!
#:4-DNFB 0.67 mg#20.86 mg, #7 & —AHBIG
2F 5 A 45 45-88.72 % 113.48 ADNFB¥ 3 &
2T, 4 H HBIGR A 82 7% 2L 196.12%427.86%.

il BRI E G (FLIR)TAE A ¥ EDNFB
S, 9% $e16) 05 ST R IR A B R B S 0 —FR A
K EA.

KGR CRIFF R REIRER; B, G
¥7; $LHBs; HHER

ARE, BIEN, BAW, Bk, ATLUER ¥R _EE
SAREEOBTHER. BFRENBAE  2009; 17(13):
1350-1354
http://www.wjgnet.com/1009-3079/17/1350.asp

03I

PP E — RFFR PR, A2 R LA e Y
M, F SRS A @RS S R e R
A RE B R AU = 28 S e PR . R SR R
(dinitrofluorobenzene, DNFB)J2 ¢ 7 F 1121~ Hi JR
2, AAT LG A, WORMLAR A 4l i
Ga e S N, R ARG AT S S AT i, B E K
JEEARR RN, 2024k — HAE AL B
IT AN B RN A4 48 i S 3 PRV A oA 7 3.
WFSEDNFB&S & 81 [ o e D RE R, AR
B2 PAAS [R) ) = LU D NF B id 3] 4 Y AT 4 A
PEEREE M (hepatitis B immunoglobulin, HBIG)¥%
Wb, PR IRAI R S 5 a DAy 0 2 B 2
(DNFB, H{ 44+ T DNFBIHHBIG, LABGIE %%
PR(ELIS A)KSNZ S 2 BREE 1 PR R, Ik
AT T8 G5E, N PEEDNFB4S & AN

1 MRRTSE

1.1 A4 HBIGAZ B rTHi = 25 A w4 = 12
iS5k 20050201-2), 100 TU/mL, 25 155 A
130 g/L, ~FIJAX 531 i A 160 kDa. M5E &
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R R R PR A & B RHE YR A
AP BRI E A EIEES) . DNFB
B o el ah. K540 i #6417 (Sephadex G-25
Superfine HiTrap)AAmersham Biosciences’
F) . BiEFR1X(Thermo labsystems, Model No.
353) 0 Bilg AR ARAL AR ) . UV-240 858411
FeEEETHIE B H A Shimadzutk (2 #1. PBS ApH
h 8. AR R AN 22 K.

1.2 7%

1.2.1 HBIG# 4-DNFB: 44500 uL PBS#%13
mg HBIG, 73 % )N ADNFB 2. 4. 80 mgff 42
mgi. 4 mgi. 8 mgE X UE. S E PR AR
AlJG, B4CE A,

1.2.2 BB &S WEKRAIHLEGEE
4000 g T-4°C F 0210 min, 8 mg& A5 /D> EITIE.
TIPS 002 mgiF . 4 mgh NG A & B
LIPBSHiF¢ %1 mL, LlSephadex G-25 Superfine
HiTrapft it £, #3540 (U 56 —BL1.5 mL
T3, WU B (eI 2 mLAE ADNFB4S
“).

1.2.3 S ARAARME: 2 mgiy. 4 mghs. X
B LB R 45 S PR R BRI, 43 5150 uL
PAPBSHEAT X A% LL RYIFRE 21 2 1024, I |
H BRI, 220H 2 mg® . 4 mg
BN AL R YRR BE IR A 1258 . A
P AR SRR B, 281, 24 34T 400k
2 mgi. 4 mgBFIX IR IE36 bR A W E J7
2 AR U B 15 e SR T HUAR R X
DA B3R A HEAT WP AT, JF: ] I 42 i s
SRIZER 1, SE2FH VXTI, 551, SE201PEXS A2
AR IR, SLA2AN IR AL, B AR A 53 00 0 e
450 nmA1630 nmPHMROGE B, I {E
TR, FHUR2 mgiy . 4 mg® FOb a2 ) -
RYNMRE S WOGIA )R AR,

1.2.4 HBIG% 4 DNFB AR T & 547 BT
12 mg . 4 mgiE A bR AT R T —F
FR250 pL, 3 AINATEE /K 2500 uL, £
AR R #2380 mgfic B A, E4°C 1 hj5
4000 gUIE, 2 mgE . 4 mg B I A bRASITTE.
U 1400 pL, & IIATGE F7K1100 uL, X
HEAE LI PR AR, LAUV-2408 R AN Ot JE
T TE A 340 I3 LIRIRE J7 3% 1 B IR 06 BEUE? 1 3
400 uLILE5%, 43 A W AR FEDNFB 0.2 mg, 0.5
mg, 1.0 mg, 1.5 mg, 2.0 mgii2), F-HkH K%
WAL PRI A, TN 5 A A K B FEEAEA 5,
bR i 2%

mia £BHE
Lu et al X AW
A FE R EM
(DNFBEFITC)#
ot B A% Ty A M
TG B T, TR
AT 6RNRAAM
P, 2R R
MG %A AR, I
HEIT RN
FIIB S 9%, 7T
b7 B A A 98 49 A
Rk,
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mzREE
R EHRE G (R
R TR A F R
DNFB % %% ¥ & WRE
TR & 1:0 1:1 1:2 1:4 1:8 1: 732 1:64 1:128 1:256 1:512 1:1024
P A S 09 — Fb : : : : : : : ‘ : : ‘ :
R BAK. 2mg® 1.732 1.820 2083 1989 1.887 1.788 1.638 1.239 0563 0.341 0.151 0.089
4mgE 1.759 2.144 1.859 1.910 2009 1.620 1.403 0.828 0.397 0.219 0.107 0.058
WHR4H 1.606 2.186 1.737 1.885 2.045 1.745 1.279 1.021 0607 0341 0.154 0.079
1 2 3
2 mg# ,W iy SRS 1 1
+ mefl |E S 1 3 -
i, s

Xtz |

b =i

TP BlAsT6

B 1 ELSAENE 2 RERAEBNHSLR MARSEE.
1-2: PHETHIR; 3—4: BAMEXTHE; 5—6: 25 A% HA.

251 —— 2 mg?l
20 —m— 4mgil
’ —A— A
15
2
=101
0.5+
0 Ly T W
1 2 3 4 5 6 7 8 9 1011 12
SPERRRIREL (1L - 051]1024)
B 2 =BRIFRSHERLEENLER.

St F A 3 AL & 12RO [
e FE T L, SR XK 25 07 22 0 M (Two-way
ANOVA) Feghr . T $ K HISPSS10.0%
AT 53 HT.

2 BR

2.1 ELISAZN Z ZA R X R @ik & XA
FE NN gk B, AR LR (FL =
1.43, P1 = 0.262>0.05), $&/~ 0 & 2 5, M 12Fh
ke I LB (F2 = 117.38, P2<0.0001), $&/~A
JEH W 2 (KL, E1-2).

2.2 HBIGZ4DNFB AWML MBS TDNFB
(IHBIG 5 A VR4 DNFBFHBI GV 10 A%
FRECDTIE I SN, PR gs & e sk e, JfF
Bt — AR TE (K13).

2.3 FI K E LA E FH5H DNFBAM
HI(NH,),S O, b i i 52 AR W e KO3 e
340 nm. {EHLFI(NH,),SO,UIIEHBIG)S, LLFFE
JEFIE R B3GR 2 AINAN R 9 2
DNFB, 5 FTAH I HH 1A 50 fE 1 b v 1t 22 (1)
4). 12 mg¥ . 4 mgiy FiETEA 070 1) °40.026 52

v

B 3 4mgE. 2 mgEFINRBRERAMBRETEERE (L
JEEIRE, DNFBEEER). 1: 4 mgis; 2: 2 mgh; 3: WHHE.

0.14
0.12-
0.10 -
0.08 -
0.06
0.04
0.02 -
0.00 : : ‘
0 1 ) 2
DNFB3l&E (mg)

4 RS IEDNFBFIE 54, EEBEXNNE.

0.062. 2 mg’& . 4 mg® FIEDNFBR &4 VA
0.26 mg}0.91 mg. LLHTH, 2 mgH . 4 mgi
FFHBIG/ 454 7 0.67 mg. 0.86 mgf)DNFB.

3 111E
DADNF B R R AT Ky e 9 s, ] F -1
Priid 2y 2. IR bl DA 5 vE )
VIRIAR S N KA LLR, 4 38 02 4 g i),
JRHZDNFBZIER| T, 5K EAL S
AR ME SO, ITTS TR R PR T 40 H e U
(DTH)™ . {ADNFB/E N L H i 45 & &R (Ui A,
X% AR I D REAE TR A 5 22 4 R LA,

HBIG A HBsA g% NS 73 25 1) G s Bk
F, 4iEmiE99%LL F, AHBsAgZ A M %
SEREPUARER L, B TVE TR T 5, B Sk
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PE SRR, U UBAER, AT BEREAL ROLER, R L IR AR, A A

YE W H AR, A1 A2, 4. 8 mgff3FiA
[AFEFDNFB, 2| & A PBSHM 4500 pL
17513 mg HBIGHI3% 1, K H AR INDNFBF)
[ FEHBIGHERT I, B HILUTIE I8 mgE4b,
HAR3E LUy FIiiAE 225 /N > FDNFB, Hit
VEML S G RGN AR, AELISAII & 271
JH R R PR, a5 R XA FET7 % 5
(Two-way ANOVA), 3ECARLAL ] L, #-41]
JG k¥ 22 5(P>0.05), #£7"sDNFB4i & HBIG/,
XF I e B A AT 2. v fEZDNFBSHBIG
IFF NI R K B A A, TN B 4y R T &
B U S KB DG, 145 2L b 1 2B R 5 (i)
Fig, 5 A0 35 22 7:(P<0.01). 8 mg® YT
VE, PRNIXFEI G50 T A — E L N A 2 BOL,
(7] IR, 158 2 Bt s 5 B A TB) A7 A AH AR R,
AMDNFBAE IS A, n i AHBIGH K 1) F €
PE, HIRVESOTITGE, 15 BT AR E 1 oK
DNFB4; 5 HBs A g AL &1 LRI 2
B WO E 2 SR B 43 - T AT I 3 4 ) DNF B
SR, A YU SEIL T S HBIGH
ght . A DL RIBR BR H v DT iE HBIG, A
WS kL, LLUV-2405 58418y e v e & oy
HTIESE, 2 mgfs A4 mgis 53 1450.67 mgf0.86
mgfIDNFBSLHL T 5DNFB4E 4, - T'DNFB
S R 5 TR o 0.0011625, FEE I
YE, XPFFEQR. 4 mg)H Y T2 7% HBIG
3454 T0.104 mg £ 0.132 mgft) 2§ JfiDNFB,
R/ NHBIG(Z 5 1450 R IE IR IR L) 707l 45 &5
788.72 % 113.484"DNFB, £ HEFm kL1
6.12%F17.86%.

EBE 2 b, DU b 2L i 3 SR
(DNCB) A B R4 HE W Kby 50 O
20-304F [y ). A48 SCHRIN Y, DNCBAME
kGBI n] 5  N R A 4G, A1 wkiU R AR g
XIS IDTH R M. 9 5% er al F7E201H 2080
AR ADN CBAME 2 B DA 1 R IR 25 1 9,
HARIE0% ™. B T AN A IEAh, TH H T
€ MUAR I AR S R 40 B S s D e, s TR 9T
BEFS. HI6HE e al™ L4710 mgfDNCB A i %
WO PSR YT /N RO GRS MR, 97 30 B, /D
Bl 75 iy S 2R B Al T A 2, ) A 4 i A
809.2%, 128.5%, JLT- Uikl 2k %5 fir. Berd"”
PIDNFB 5 [ 48 45 5 7 A2 [ DNP( A A 19y)
IR B A8, VR B IR T e A
BITR, A RRIEA5%, A A I BT 3 b
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BTN R RN, AN TS AL B2, T
WL R, I = er alHFIT KB &
/N1 mgHIDNCBIL/K S EEH R N BT
T b 2 PR 3R /N R, IR R AR i
96.73%(XPBSH) 94.06% (X} To/K ZEE) K1I7
2, BIRRERIE 1 molN, ¥ 2805 & To /K RS v S
IR 1645 2 () H 1S3 98 F 43 ) 24 0.13, 2.19
g), Fi5liEvon et al™™ JzHerrmann et a/'" 5 J& A
DNCBAMEMIRLE, 205l i @ 7%k Rt
R EMEMerkel FCIRE & 141, I M358 K BT
Jo G, R FAR /N R 1R PR AR —
FERE B RATW S 52, T huAk g & F 40
JRDNFBJG A S m Hpu ARG 1, AR FH 255240
5P BT AT AT S i AT Y, T R 4N
J i, 0F bR R 08 v SR e ) 7 VA T R B AR
NP -8

HARCEPURDNFBSS & 8 AR C &
T BT, R A5 A R T A AR
TIARAE 2. Bl FRA TR IDNFBLS & &
JRBEAT R AN RS A SR S ik RS
B R, AT U B AR 45 G e W kAT
K, 55 & Aleksic et all' W45 G IR N
T, MINEPUR I E &, 5 F B /R T
FUGAAL, Sebr B E LS &, Xk e it
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Abstract
AIM: To investigate the effect and mechanism of
aspirin on proliferation of enterocytes.

METHODS: After co-culture of aspirin solution
with Caco-2 cells for 24 h and 48 h, the prolifera-
tion of Caco-2 cells in each group was examined
using MTT. Caco-2 monolayer cells model was
established. After treatment with different concen-
trations of aspirin , Transepithelial resistance (TER)
of cells was measured by EVOM voltohmmeter.

RESULTS: After 24 h, the cell survival rates
were 96.67% + 1.13%, 84.32% + 1.29%, 62.33% +
2.02% and 42.99% £ 2.09% in groups with aspirin
of 0, 0.1, 1, 10 mmol/L, respectively; after 48 h,
the cell survival rates were respectively 96.45%
+1.21%, 76.89% + 2.28%, 50.28% + 0.98% and
32.66% +1.99%. The TER in the group with aspi-
rin of 10 mmol/L was reduced to 50.1% after 72
h. Multiple factors chi square test showed that
the influence of aspirin on the proliferation of
Caco-2 cells and the epithelial barrier was dose-
dependent and time-dependent.

CONCLUSION: Aspirin could inhibit the prolifer-
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ation of enterocyte and affect the epithelial barrier,
in a dose-dependent and time-dependent manner.

Key Words: Aspirin; Tight junction; Transepithelial
resistance; Caco-2 cells
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T &) I ARIR R 422 5, FIEVOM %, & &, R4S
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R ERFBREGFEEMARO. 0.1, 1.
10 mmol/L)YE A F, 24 hta /5 7& 53 A
96.67%+1.13%. 84.32%+1.29%. 62.33%=*
2.02%F242.99% +2.09%; 48 hém it 7 i& % 5 3
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FHAE ) £ B =] DT BRI PR FH T Tt 917 L IULBE B
BIK AL« 20 K FE B A 460 1L R . 4
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TIADMSO 150 pL, =iECHEIR LRI

B 24 h 48 h
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FI A (mmol/L)
0.1 84.32 +1.29% 76.89 + 2.28°
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Abstract
AIM: To investigate the therapeutic effect
of esomeprazole and mosapride on aged
hypotensive type LES esophageal motility
dysfunction.

METHODS: A total of 57 aged hypotensive
type LES esophageal motility dysfunction pa-
tients were divided into treatment group (n
= 29) and control group (n = 28). Patients in
treatment group were given esomeprazole 20
mg per day and mosapride 5 mg three times
daily for 1 mo while patients in control group
were given mosapride 5 mg three times daily
for 1 mo. After medication treatment, the clini-
cal symptoms, lower esophageal sphincter
(LES) pressure and esophageal motility were
observed.

RESULTS: Fifty seven cases of patients complet-

www. wjgnet.com

ed the study. The total effective rate of treatment
group was 86.2%, which was significantly higher
than that of control group (60.7%). LES pressure
was improved significantly in both groups (1.82
+0.36 vs 1.09 £ 0.18, P < 0.001; 1.91 £ 0.45 vs 1.06
+ 0.17, P < 0.001, respectively). Esophageal mo-
tility became better in both groups, but no statis-
tical difference was observed between them after
treatment(48.3% vs 53.6%, P = 0.193).

CONCLUSION: Esomeprazole and mosapride
are effective for aged hypotensive type LES
esophageal motility dysfunction.

Key Words: Esophageal motility dysfunction; Aged
hypotensive; Esomeprazole; Mosapride

Yu Y, Yao JF, Xia J, Zhao SM, Yu XF. Effect of
esomeprazole and mosapride on the esophageal motility
dysfunction in elderly patients with hypotensive LES: an
analysis of 29 cases. Shijie Huaren Xiaohua Zazhi 2009;
17(13): 1359-1362
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Abstract

AIM: To evaluate the efficacy of combined
treatment of modified Sengstaken-Blakemore
tube inserted by guide wire and EIS for patients
with severe esophagogastric variceal bleeding.

METHODS: Modified Sengstaken-Blakemore
tube inserted by guide wire was performed on
89 patients with severe esophagogastric variceal
bleeding, and 5min after the insertion, 35 mL
on average EIS of 5% sodium morrhuate were
injected into patients with esophagogastric vari-
ces. Fasting for 24 h was advised to the patients,
and blood pressure, respiratory rate, heart rate
and bleeding recurrence were also observed.
Besides, intravenous drop infusion of H2A, PPI

www. wjgnet.com

and antibiotics were given to the patients.

RESULTS: The successful rate of modified
Sengstaken-Blakemore tube insertion in patients
with severe esophagogastric variceal bleeding
was up to 100%. Bleeding site was confirmed in
88 patients in the first surgery. Severe esopha-
gogastric variceal bleeding was alleviated in 87
patients by EIS administration (97.7%), of which,
17 were relieved with repeated EIS, and com-
plications occurred in 7 cases (7.86%) and 1 case
died in the study (1.1%).

CONCLUSION: Combined treatment of modi-
fied Sengstaken-Blakemore tube inserted by
guide wire and EIS shows relatively safe and
effective performance for patients with severe
esophagogastric variceal bleeding.

Key Words: Esophagogastric variceal bleeding;
Endoscopic injection sclerotherapy; Modified Seng-
staken-Blakemore tube; Guide wire insertion

Chen BF, Shen YZ, Wang LZ, Wang Y, Sun KW, Zhou
YC, Qin Y. Combined treatment of modified Sengstaken-
Blakemore tube inserted by guide wire and EIS for 89
patients with severe esophagogastric variceal bleeding.
Shijie Huaren Xiaohua Zazhi 2009; 17(13): 1363-1365
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Pk 5K H I, 52 e A B LR, ki 3k
MIHIET o R =, Bl o h 9 3, 8y 2 — 1%
B Sk, o R = AN ), [R5
T RS EISHT PR £ 45 9 52 i 00 BT FOAE 4k v 5 1
BfE. BATHY R FLBMALR = EENEF
EIEA, BT SE MR, A RKIE100%,
Mg T BFE R, WEH EAAAT 22N
R SR R A K H Il B RG24 s
BEim AT ALIE N, PR N B, SRR O R A
WA T2 R N B AL R K3 = T
HANE.

B = N AR 2 4R R S A
N =S, B 2R, g Ha B R T
DX, LA BELIT 98 ) B 5 i FO 11 M0 002 81 8 B o I
[F I 2 TEAR S, SR T Re, 425 5 B N
JCTE AN MR HA I, NS AT 2 A7 b, EISHRAE
ARGy A8 5E R MR R 5 gk i K v S
Jo, B E BB AES], FHATBE /N R R 5 AN
WO — BEISAR R A K H ifn, 777 B FEks
Pz, RN IR RAR L T 224 30
ESETEpi 0

THESFF R AR A R AR (R s, B
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BT R K T52-5 cmiu A i ik sk 2
(PR S AT, I 04 G B A 3 S 1D 58—, B
70 R LA 15K K PR T T, K A R R e ol
N KK P, BT Do ik ). A
R, AL ML PR LAR TE i, R K,
IR F MR WA REAfE AL I, T AEBE
I VB AN )P T8I, SR # k p DRadid 4, [RIRE T
KB .

T SRR FIR O ot ) SRevA it AR R T
T T K A K P B RORE A T S ARG
MR R H ot FRATT R AL 2 H afi Ak v S 0
P T e R =i O N o S @ S
A 20 2R Ko G 3l O HE I Fg ot T A 3
1R R, ARG SE R, MR = 4ES]
FRUZEILS, XS 1L Z1497.9%. MR —
fei AR )G, I T BRI, BHB T am
B IR 1) I B Nk it E R, HLE A
MRS WA RN, AT SU2EISH
PP T, AR 5. AEa 7 ), a] B iy
A=, L HRAT o HARE B A
AR = N H ot B 22 45 AR
/BN EE S 25| FATRZEIS KR & T
1 H K KB RO i 202 kiR, B A 6
i e AR KU AL JUHE SR AR
JEBEBEAE) T .
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Abstract

AIM: To assess the accuracy of INNO-LiPA
HBV DR v2 for detecting hepatitis B virus (HBV)
drug resistance.

METHODS: Sera from 237 chronic hepatitis B
patients undergoing lamivudine or adefovir
treatment were detected using INNO-LiPA and
direct sequencing of the reverse transcriptase re-
gion of the HBV Polymerase gene.

RESULTS: Sequencing results were observed
for 179/235 samples (76.1%) and 1293 /1410 ami-
no acid positions (91.7%). It showed high con-
cordance with directing antiviral drug-resistance
mutations, particularly for the sensitive detec-
tion of mixed drug-resistance mutations.

CONCLUSION: The INNO-LiPA HBV DR v2
appears to be useful for the rapid antiviral drug-

resistance mutations assay of HBV.

Key Words: Hepatitis B virus; Line Probe Assay;
Nucleic acid hybridization; Sequence analysis

Tian JH, Zhao H, Cong X, Yan ], Du SC, Wei L. Evaluation
of INNO-LiPA in detection of HBV drug resistance
mutation. Shijie Huaren Xiaohua Zazhi 2009; 17(13):
1366-1369

Fih
B#: 3 INNO-LiPA HBV DR v2if ZAUF X
J%-#r(hepatitis B virus, HBV)ft 25 A4 & /2 4 14

ik RB237H 1 EHBV AL S 25K &
5 Fa ()T 1248 F B 6 R 08 IT, BN fn,
K AINNO-LiPAFe 58 6B 2 B &t 25 ) 5> o 47
M F HBV it 25 P& .

ZER: INNO-LiPA HBV DR V2@ 2 547k 5
A A B R 7 9 A7 i 70 w25 A ) 48 R
VLB, AR RS A F A 179/235(76.1%), R BR
AL F A5 411293/1410(91.7%). 5 HAEM
J ik A AR 0 — B, R A R A w2
RBEBRABEMNFEG.

2518 INNO-LiPA &2 —HPdg R 409 Pe i 4o
MHBV 25 R 63X 36 77 k.

XA CRFIORE, RERETR, BREZ;
R 5153 i

e, &I M8, EIAN, A8, 22K, INNO-LiPA HBV DR
V2N & BUFF IR B M AL FHW. BRENBURE
2009; 17(13): 1366—1369
http://www.wjgnet.com/1009-3079/17/1366.asp

0 5l

18P R 88 PO R A T LR R Ok AR
BE M 24 4% 5 2 BRI AZ 1 (R ) R AL 25 )R 97 1)
— A FEpEAY HERITEENEK, hk
J5E(lamivudine, LAM). Bl {45575 (adefovir
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dipivoxil, ADV)35X EEg51 5 25 25 )70 7 1 8 &
AT AR AR, T A AR TR B 22 SR, 5L
YT R, —LL 3 R AR i 27 S LU UE S
AT LG R LA 2440 1) A8 S 2, 3K st BR 1 17
SR R SR O Ry, e T
rh RLTAG I Y X AR S, XYL RS
a7 AR B DAY i 24 P S 00 %o Y27 A
IE S5 5 AR 3R BT 24 IR IBCHT B VR T 7 e A% A =
3,

5 L FRIAGL I 274 i 98 B0 75 24 D it 2474
S TR BT R A R BN - R
R BKEZ &M T AR (restriction fragment
length polymorphism analysis, PCR-RFLP)F
] 2828 2k PERET F R (reverse hybridization line
probe, LiPA)%5. PCRY™ 1 Ji5 (1) HH£0 7 4% Ak
T I X B 250V T TR 2 AR B R T v AR
M, R 244 5 pE T HBVE R (quasispecies
pool)ff120% LA b B0 e A e RS . PCR-
RFLPHILIPATJS 42 BN R, w] A 2195 2
PR 5 % 1A AR S R0 AHIX 88 T vk ) B A7
LGk i PCR-RFLP X GEAG I EAA7 148 5, %Y
P20 B30 24528 S 7 . AN 2K Ry — b g 45 7
%, ARREAT 2 PR (1) 8 BL 4 1) AR 4% [n] A0
HB Vi 2548 5747 i A AT H B, 3205 3208 Ak LA
JEEATS, LiPAR I A 1) il £ of 397 HH R 1) A S
IRR A TR R= Wl B NS SR % s &7 NS B
TR A TR P51 BB AN ],
A TR AN U R 4 T 2 AR
KA. AHIFFT HL e 4 5 R 125 S INNO -
LiPA BN HB VI 25738 SR 0l (168 ).

1 #ERA

1.1 A4 2006475 B R VG T7 K BT i1 Pk
S 5 B 23 741, Hoh 514611, L9141, 4F
1%23-65%, AEBFA20005E 51T 1) s PEIT
RETETTE) S WibsrE. Hrp15of) R85z
LAM 100 mg/d¥fy7 15E LA, ~FEPF IR, JF
FEE IR RN 2512 Wi bnvte: IEHBY DNASSRH 5
M BIHBY DNAJRBEZE1X 10° copy/LLL L HE
BRLAMYRYT R F b S A ZE 1 5 HE FHBV
DNA S 8k HE BRI A )5 B8] 5 1 1 74 S I 22 g
(ALT)Jhim. 537847 S 4 B2 LAMAI(E)ADV
BT, BT RE R R AR #E A S8 INNO-LiPA
HBV DR v2ik5# & (LL F) i Innogenetics 24 /), PR
il W DIEEcoR 1 ()W FAINEB); T4 DNA Ligase-
pEASY-T1Cloning vector. £. coli IM109/%5% 2%

www. wjgnet.com

A 1AL e XS AV H ARG R A . DNA
ZIREEH. 441571 H Geneaid 2 7). Qiagenlt)
HotStar Taq DNAZE 4.

12 ik

1.2.1 DNA#® B HGeneaidfJViral Nucleic
Acid Extraction KitIT{5 1100 pL i $2H
HBV DNA.

1.2.2 HBV DNA A 4zm Ftenl: 2B KHBV
DNA#EAT X PCRY Y. 5 uL DNABLH N2
PCRJX W AK R 10X ZZ ik, 0.4 pL 10 mmol/L
dNTP, 5|%)4-10 pmol, 1 UHJTaqf(Invitrogen)
3630 uL. MIEHBVE B X P 5 B 514.
PCR_Li#514): SPRIA, 5-GTTCAGGAACAGT
AAGCCC-3'; Fif514): SPRIB, 5'-GAAAGGC
CTTGTAAGTTGGCG-3""; PCR™#)K:1049 bp.
“HPCRGIYBSA, 5~AGGACCCCTGCTCGT
GTTAC-3'; WS4, 5'-ACATACTTTCCAATCAAT
AG-3', PCR™#1K:730 bp(514)H1db 5 =13z &
EYBARA BRI A TG, W& 94°C
30's, 55°C 30 s, (3B2%°450°C 30 s), 72°C 45 s,
35S, B 72 CHEAHT min. § 8~ H 20
/LB IR RH U 1 F Uk A DU J B 42 36 0 e sl gk AT
alifh, ok,

1.2.3 INNO-LiPA HBV DR v2#5 i & 4% 34
FEINNO-LiPA HBV DR v2ik 7 & it WP #eAE.
514 nt 255 to 278(5'-CGTGGTGGACTT
CTCTCAATTTTC-3"); Fif5/4#HBV nt 1121
to 1099(5~AGAAAGGCCTTGTAAGTTGGC
GA-3"); Qiagen HotStar Taq DNAK A HF(5000
kU/L); Qiagen 10X PCRZE##(Tris-HCI, KCI,
(NH,),S0,), 15 mmol/L MgCl,, pH8.7); ANTP(25
mmol/L). ¥ #E44F: 94°C 30, 55C 30, 72°C
40 s, SOMIEIR, 5 72°CZE{H7 min. PCRY 1
AR AEY E L HBY DNASRSTEX 1.
B K867 bp. TG =Y H20 o/ LI NEHEEEK
FLUKE . TIEFTHBYV DNAJ] Auto-LiPA4:
B2 &N AGIATARYE . 29A8 . Pk, W, 4
AT AR S A FAH DY, 1) SE A% FF R AR T 47 B S B0
Hgi .

1.2.4 B ey By Rk PCRY B =W H
20 g/LIg IR kA, A UNIQ-1041 5
PCR™”WIHGAGH & R DN A F Bt, 277
UL IEHT. SPCRELIAF & 4lifk J5 PCR
P 5pEASY-T1 Cloning vectori# 2 44 LE.
coli IM109/EAZ AN ML, WS 11 97k BH P ve be, =
)ik HHEcoR 1« Hind TIIXEFY), JEH 10 g/L

A7 B A 5

INNO-LiPA 7 i
ERSCHEER
bl 7 ol
HBV# 25 % 7%, T
M B AT AR T
FAHE R, EAKR
A S A AEARIE

Wi £ B8
Degertekin et a/
RATREINNO-
LiPA X 7] & #F
JRAINNO-LiPA
HBV DR v3T#
M ELIELAM .
ADV. ETV %S
LATH A % It
Hir s, HET
HBV % & 8 &
B i 4 B X 2k
IIANZEATIEE
(80. 173. 180.
181. 184, 194.
202, 204. 233.
236, 250).
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./gv];frﬁ_s O —ANMTNON WWOO—NMT LN ONONNO =AM
i ;. L HANMTNMON 00O HeHrArrAAd A-NANNNAN ANNNOAOOO®O

KA P H A
sanzans THIIDRDD DR RRRDDODND DRRRORDD RRRONNENN
B E AR V990000 MMM =Heddddd—— TSI OOOOWYWYWYWOWO W
& HEER A %, CEEE2OOPDODDOD NN 00WOWOWOVOVOHO 00000000 MMMMMMMMM 0=
N 3 =22 10> — = o ANANANANNAN AN NNNNNNNNNi(
& JAINNO-LiPA 566 S04 SEEs<E> =s>>-F-0n ZzZzZzZHEERE E
HARE5 %A ;_:.; IRBI23% 92
BB ERATT =5¢ JOOd5s5s =

©

f. AFINNO-
LiPAXRA T A
LRSS

[ PR E A
INNO-LiPA% 2
— 4R R A6 B
A MHBV & 24
A oK B 7y ik

B 1 INNO-LIPA HBV DR v2iftffIg&. 1-34: =5l LB IGLE; L80—T236: FHMH TS T conj. control: L54 HTLE;
amp. control: AT, WILD TYPE: BPAERE; MUTANT: 2550k

. pTES
LiPA
WT(129) WT+mutant(21) Mutant(85)
WT(99) 90 2 7
WT+mutant(53) 34 15 4
Mutant(83) 5! 4 74

WT: Wild typeBFA#k; Mutant: ZES4K; T+mutant: S2EkK; 10
HEZNTERTSIRA.

TR B e LUK S . BRIV .

1.2.5 HBVA HE 53 69 2 Z 447 PCRI“W) K&
o A PR % b = I AR B AR R ST A
] % Sanger XU AU A% Wi A% R B R i 26 113k
AT e I 45 B8 I BioEdit 7.0% 2364743 BT
1.2.6 INNO-LiPA 5 Ml 525 R b xf: Wiy 5
INNO-LiPA&E A3 0 B A= bR el 3y 0 A48 Sk el sy
TRARR, WA A &5 AT, A — A
S R AR R 3 S A A B AR,
NN TSI 25 ANFE. 45 BRFF bR A AT 7
B 7 LA A SR AR A PRI SAS T b

2 B8

2.1 # R F)3: LIPAIRGI 5% B &340 Wik, H
FHAN R 2 132 NHBV 4452k, BEMS [H] ISR
e SRR R G REEE R EE80R . 17347
18047 18147+ 20447 F1236% 05 T 1) By A= 704 A%
i 25 2 5%, LB 25 SR AR G ] ., (Rt A7
FE T 3R 4 130 4307 8 1) S C R ANV 4
B A R — L.

2.2 LiPAL | 5 45 R a9 Ax A AT & AWEFCIEXT
23743 bR A TR I BEAT T LiPA 5 1 7 [P CR Y™ 1
RIIU. LiPAY 34 b A7 240 br A 19 i 4% 2k (amp.
control) A H, $E/RY YR 45 LLIPA 5 Iy 45
IR A TE BT B NT6.1%(179/235). FL4738
AFRAR(16.2%)LiPAKT I AR A B, 174
IRECh AR SR B Y AR MR (R D).

2.3 LiPASM B ERGERTHEE A

BEF  LpAt it
Mutant  WT  BEFHEER%

rt80 Mutant 36 0 95.7
WT 10 189

rt173 Mutant 4 6 97.4
WT 0 225

rt180 Mutant 79 17 88.9
WT 9 130

rt181 Mutant 1 2 94.5
WT 11 221

rt204 Mutant 95 & 74.5
WT 27 80

rt236 Mutant 4 1 99.1
WT 1 229

WT: Wild typeEPA-#E; Mutant: Z53#kK.

HEREM TR, B2 efa®h
91.7%(1293/1410). % 52164 2 FE IR % 0 17
80, 173, 180, 181. 23647 & Wi Jj 4
BRI N5. 7% 97.4%. 88.9%. 94.5%.
99.1%, K353 (5/6)45 FFF o FAMAE88% LA I,
1M 20447 2 F55 P8 2% 0 1~ 4 & 30 22 30K, X2
T AErt204407 B A VAIIP AR S A] KA AR
SEREA AL rtM204V , rtM2041, rtM204V+1.
LIPARII TP 7Ert204407 & EAH 10 A s 4
rtM204VAE 7, 23 MFR A TR R rtM204178 5, AH
[ AR AT 5 370 4 B AR RR; LiPAST 27 AR A i
N OB AR, LR A 2 1A I S et M204 T4 St
HOMNIRA K rtM204VAE 55 A 9MNFRA IR A
rtM204V+I(2).

2.4 mlEM FEAERAH A S R AT bR
AR FH O B AR, 45 R34 LiPAII K AR S
T3 487 Oy B AR PR b AR e [ e T 7 1)
PR HA R

3 e
AERBTHB VY, A 8 1 A AR AR,
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C LT RAYAHLAM. ADV. B#
= (entecavir, ETV) %% Lk 7% 5 (telbivudine, LdT).
ERZ T 28 2 W AFAE S Pt 25 S 28 S 24, 4 2y
JES R AR IR HBV R AE i 2572
ST AH N R 2 SR, R R TR T B
T M VR T #E IR L3R T X, Il ik
— 35 BRYT AT B T B — P L (RS
TF-BORPGH . HHE. HER U IIHB Vil 2575 5
i .

PCR/™ W) E 420 7 — R w] YRR I P HB V
W SRREA-EX, 42 K549 bp. Al — k5L,
AL 4% T %0 A0 AT BE (T 24548 S A7 . HAZ S
P RBER 2, A 28 SRR A7 b i
HB VAR 20% I8 A fegoasin 20, iy 5 B 7R
PEABEAR R AE, AN BEART I 55 2 AR 10 A8
PE. INNO-LiPA J5 £ 1R [ 4 TR HE RN FH T Il R A
TN, %3 R AU, AR R R T HB VHE
Tl 5%-10% 48 S bk, ik BAT R B K,
H ST i A

ARSI RN L, BUE T LiPALS I L
AR P HLFF A5 Z(91.7%), JUFH AR A B 254
AR (RS HA . 306) M A6 4 Y HB VAE R it v
SR RERE, MR R 2577 %, ST 2 X
RK.

S5 rh N e I SR R IEL 1 PA S50,
PR oA H, ANRESE A I H B V ik ) B 5K
T, 25 BAIE N SR R ME. 8 I 82 T4 vh B4 e
I B A 38 R T R S RH B VI 75 i 4% 25 700 e o
[ ZTSE LA, 53 N B BT 0 A A 5 45 i DR F b
SR BN R BE U5 B0 UF 45 . S5 Y H Auto-LiPA 4 H
Bl I AR bR AR JEAT 4 A s b AR R L AT .
MYk B, KR E T ERAE bR AR L
Je SR A R H WA, Ao AR IR AL
Z oty IR, T RESAEAE N D IR 2= A
I A AR BEAT 45 5 A B A, AHAE A
INNO-LiPA [ # /5 5 Jin 5¢ 35 .

INNO-LiPA [Pl fist: (1)LiPA R GRS H
A IRAT T8 5. 68T P #9097 2k

www. wjgnet.com

A TR B A e i BB OB R AR, BRI IX
T 5 A I L T, ()RR A X ek 22 A bk
Al RS A 45 R I A . (3) RIS Z X Y. 1)
TREL, ZEARA RS R A BB 14 710

B2, 5P IriEMEE, INNO-LiPA T
A By, o EAEH Auto-LiPA
A A B VA ERERRHEAL, (AL TE A TR
T AR I AT 24 A8 0.
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Abstract

AIM: The observe the effect of regional high-
frequency hyperthermia combined with hepatic
arterial chemoembolization (TACE) in patients
with hepatocellular carcinoma.

METHODS: From April 2007 to July 2008, a total
of 56 hepatocellular carcinoma patients were as-
signed to combined treatment group and control
group. Thirty patients were in regional high-
frequency hyperthermia combined with TACE
group; 26 patients were in TACE alone control
group. TACE involved Seldinger’s puncture in
the study. For patients in combined treatment
group, regional high-frequency hyperthermia
therapy was given 3-5 d after TACE and lasted
50-60 min each time.

RESULTS: According to WHO solid tumor

evaluation standard, effective rate in combined
treatment group was 51.7%, and it was 36% in
control group. There was statistic difference
between the two groups (P < 0.05). One-year
survival rate was 58.8% in combined treatment
group, and 47.35% in control group, and there
was statistic difference between the two groups
(P < 0.05). Meantime, pain relief was up to 75%
in combined treatment group, and merely 28.6%
in control group (P < 0.05).

CONCLUSION: Regional high-frequency hyper-
thermia combined with TACE is effective, safe,
not invasive and is recommended for wide use
in clinical practice.

Key Words: Hepatic arterial chemoembolization;
High-frequency hyperthermia; Hepatocellular carci-
noma
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B AR I & 90 #97 BB T 3 Bk 77
# % K(hepatic arterial chemoembolization,
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Tk B aAhRI G AT RS
TACE(B441)30%), ¥4 TACE4(TACE
28)26%). TACEZ % & JA Seldinger's X, % #|
%, I B IR AT — M AETACEARE #3-5K
J& AT, 74 77 B 18 % 50-60 min, A1) B & -F
B HITSR.

R WHO E K8 I77 ZO0F AR, B4
A2 FEH51.7%, TACELLA L& 436.0%, &
LA LE A it £ F(P<0.05). BRA4F A
1 %:58.8%, TACEZ A 47.35%, FLAILER £ 7
H Geit 5 & SL(P<0.05), BA-LA 69 198 A 2 &
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P<0.05).
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W, R T FARKHL. 48T B ZEA
(transcatheter arterial chemoembolization, TACE)AH
XA, AN RET AR ) B I e G T s 1
HIERIT, HAMRFARGE IR KB L TACE
AN — R AR YA 1 1) AT AR 58 . F b g |k
(10 Bkt AN 7 e 4 24 W) AR 7 ITHG-2000 4441
BT AL F AR 413.56 MHzIF FLfig i, 7~
A P AR B R e AR 3 R N, R FH R 4 2R
5 0EH A 2R 2 BG4 b e 40 1 5 i,
BhS. AT VR 7 A R, RT3 INTA CEYT 4%,
P50 PR 0 2 R A, [ I LA B SO IR
IVE . Fe Bt 12007-04/2008-07 3 44 4b i 4
PITIRSTACERIT 3041, XJ HEZH b s a
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foil, Horp 552641, Leafhl, fFiE36-77%, HALAERE
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il PRALIG IR TR MEE3 mobh by XL AT ik
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7 AR Z 18] 95 %,
B, ARAES
IS A b R A
AT, LR P ird
BFHikia s, 4
IR A AR,
il 2 s
W ERHA TR
R, T AR
EF MR FH R
£, AL R I 4a e
e 7 A5 T B 4R
LRZH.

pax’:] n CR PR MR SD PD RR(% pax’:] 6 mo 12 mo
&8 29 0 15 2 6 6 517 &8 92.6(25/27) 58.80(10/17)
TACEH 25 O 9 2 9 6 36.0° TACEAR 75.0(18/24) 47.35(9/19)°

°P<0.06 vs BXSH, ZERRZE(RRILICR+PRATT.

® 2 FEESNARINERERLLR 1)

DB n TRER PEER BEER TR BRE%
Ex67H 8 3 3 2 0 75.0(6/8)
TACELR 7 1 1 3 2 28.6(2/7)7°

°P<0.05 vs Bx&4E.

IR SR RRAR e Y WRALYR T X IR B AR R
LR WA 1. BRA 4R A2 9% 3% 84, TACE
MR EETE, hI7 e, TACEABAA
5 TA CEALX I I8 9% i 2% fift A 3% 2 i) LR
P<0.05(32).

2.3 ARG 7 st A A R0 Hea G304,
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1790 53, AEAE 100, TACEZH 11911 5, A7
9, WAL 2 e B Gevt 27 5 L (P<0.05, &
3), MEA L6 molIAHELHRBIATE AL, FEVS
(e A 411719 AT A CEZL 19451 3 46 1 AR 43 101
e At 5w AR A7 ) R 26 E O 3 e

3 1He
i R e P A Lt o DAL )R R, B et
20 HH: 200 3 A8 1 A7 Jm 1B 25 g 8 T A 1
247, 104K ILAE T R —H & EIHEHR. Ak
ST TR R R R DX BRI I, 70 A v JFF i R i 2
B2 ETHES. SRR K TACEYST R8T, AA4)
TR RS DU SN RE— U AR YA 1R 1) . 3%
AR FH ARSI i 33T BR 5 TACEYR YT Hh e 30T
Jirr, IR 3G I e 2R, el 52k .
AT A AR AN NI, WA s
I AT A A G BB VR T T B, LR B
Shy i TR S A B AR LB A A i A s
AP A PSS g 5 57 B R, FIHIDNAL RNA
R R K, T B0 AT, A 4n b
VB ATETE T, 5 BOE SO R % in T 5 ke

°P<0.05 vs BXS4A.
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B, JE R AN A0 T S n] LUK ey R ik
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SRR, AREIUIRIE, AT TR T L R
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FORY, B2 o m ARG BB e B T
SIS FERE . LA 19854E 56 [FFD A B E i 54
ST AFARL BUT AT SR A FUORIRYT
B, WITLA R 0T AR T R A
SEERBNIRYY, WETTAE AR SE T MY A Bl
kAT K FEARTETT T A B U (1T 7 24

WEFCE R R, AEPUMR VR IT U7 1, 42 WHO
SEARIRETT VR E B E, TG AL AT A CR+PR
H51.7%, HSTACEALIN36% 2 (A7 1 3 2 5
(P<0.05). A 2112 mo A7 % 458 8% TACE
41147.35% A P n(P<0.05), ¥GI7 XFAFP
B RN, BEAYRIT IS, AFPRHYE N
35.71%(10/28); TACEZH }350%(13/26), PALIHTT
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I E IR TR Lk 7 T AR, BRG AR ARk
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I7 AR AT R ATIA75% Y, TACE4L BRI
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RERE A BN R A, BH G 78]
e, (A AHE) R .
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Abstract

AIM: To explore the therapeutic effect of
pancreatic clearance pills (Qingyi pian) on
severe acute pancreatitis.

METHODS: From January 1997 to December
2007, 272 cases of severe acute pancreatitis were
randomly divided into traditional Chinese medi-
cine group and control group. Their recurrence
and nutritional status were recorded.

RESULTS: The 1-year AP recurrence rate after
discharge was 46.3% (126/272). The 1-year AP
recurrence rate of the Chinese medicine group
was significantly lower than that of the control
group (39.9% vs 53.0%, P < 0.05). Nutritional

damage score at 6 and 12 mo after discharge was
significantly lower in Chinese herb group than
in the control group (t = 2.23, 2.77, P < 0.05 or
0.01).

CONCLUSION: Use of pancreatic clearance pills
within the first 3 months after discharge reduces
long-term AP recurrence rate and improves nu-
tritional status for SAP patients.

Key Words: Severe acute pancreatitis; Recurrence;
Chinese herb; Nutrition
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BEY: Wit AR A R &R ER K (severe
acute pancreatitis, SAP)& & Wk 5 B 6974 77
1A

FiE: £451997-01/2007-12 5% [ 55 A tA A AR
VB GG SAPHARE BB 2944, %k iF BB 224, A
#egm ) F127245], REALS g o 2h L0 Fm 3t BE 4, WL
4 2o B K (acute pancreatitis, AP) &
BERIRE.

ZER: SAPEFHIRI2 moNAPE L F A
46.3%(126/272). P HAHTE12 moNAPH
B R FEITBURE T H(39.9% vs 53.0 %,
P<0.05). PHMERE6. 12 moBHRKEZL
PR ¥ o R 4L R AK(r = 2.23, 2.77,
P<0.0530.01).

L HRE3 moN LR P AR A B
I7 T VAR Y SAPY I AR 02 HAAPHY B & 5T T
HELTRRES.

R ERESWBIRAE, HE; B BER
B, TR THE, D, B¢, T, ABRATESAPIRE D
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035 Ko ERIBRERLOIH. APERIGE  wakAs
TN B (severe acute pancreatitis, SAP)  FRHE: th i FHACHILERERE IR (BTN, % 1o 4 5 00

Sl R ) — R EUE, RS, BERER,
Toi 1 DX, LT R A] R A A B SO0 Y LR
fiE(systemic inflammatory response syndrome,
SIRS). Z#+ ' U 2i &5 1F(multiple organ
dysfunction syndrome, MODS), ¥ E % =ik
20%-30%"". th T E, BEESBIE 2 B
G TR A5 I RO 10 2 H AT o,
SAPYE A H e B A7 AE— ME R E S, 7
SRR AR PR R B R R AL SEE TRA
RGO, SR FOCRAERIR S, BRAR T B FH A
TR, AT, BT SUE N, e A
RIE FRARAS, D IR 58 ¥ 52k e B
JYHE AL TENER A N AR T, RS
MoK, BRVG T g AN, SRR, Jek BN
7 0. FR R LN T T SR R R R T
CAIT30F 1 Iy s, w8 Pl R 2 R 47
J7 R0 AR S R B AL I AR 56 (4 T VAR5
T2 B AES AP R VK ST VR YT AL

1 MRRTSA
1.1 A4
L1 IAARE: FF O AR e S o A 7 23 IR
I 95955 2% 2 161 5 TR1 S A P2 IR b vAE RIS DA 2
SUEBRIR RS W CREAR . ARAE o R R B T
i AR ARRR); [ fF 5 Ransondit br3 10
APACHE- Il 143843 LA _I, Balthazar CT 2% 54t
EDZ LA b IF BB ia T Ja SAPIE R SAEIR
RVARKEN 2, (L PRUERS B S IE, SoAbib s
FEbR W B T D) BT R 5 IR B I
AR - AR & CANIE [ N 1 FLAS A i e
B . RS, MBS KRB e T NG
I7IRI5% B8 AR K2 A e AR
1.1.2 3895 Zha: WM (29 it i 2 v 7
19872341) /& S B4 AT KB, Wi
ST A L Al 2R, B AR R, Tl
BICR, AT, &2 s,
1.2 7%
1.2.1 3897 B M5 1997-01/2007-123 B8 45 4 4
NFRTETS APy i H Bt B 5 294491, BEALS o vh
YL RN IR, PG dL gy TS T 40 (8703
o), tid, 25N B3 mo. XL TCIRYT .
PR 2 TR T I — 3

AT AWV BE VG, 43 B . H B
1. 3. 6+ 12 moWf5ANBH T . BV N WAPE
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L7 35 K7 T 0 P 8 e = TE (R PBR3 M, AR
PR IBEIRAT BTG A U, HE R A
1.2.2 B R&FM: ARIE20024F R 1 41
W 97 % 23 (ESPEN)HE R 7 37 KU i A 1
HAt 8 FRR A2 0P 2 YIVR Al S AP B 1
BIPRE: 04, IEHEFRE; 147, 3 moN ik
i > 5% BB ) RN i LG E R T 2 ik
125%-50%; 257, — M DL ZE B2 mo N A T
R K>5%, YN R LG IE R T R >
25%-50%; 343, SR ETEE(body mass index,
BMI)<18.5, H—Ml&i %, 58l moN A& iE %
5>5%(E3 mofk i F[%15%), BLH AT wkEr
PR LG IE H 75 22> 75%-100%.

Bt UF o ORER ALK, TR
BER I K0 8. SR SPSS11.048 v 8 dE 47 XL
XF EEE SN, BT AL A G2 b B, DA
P<0.054 % 5 W & 1k

2 BR

2.1 K Forh AR A E29401 BE VWG, iy K
MR RILEIR IR 25 . BRI E 2201, &
o R 27249, BE T A 92.5%, BE VI R A 14
FE2T20 A5 499, B3 /4 117/155; 488 50.6
+21(16-77)%; KIR IR 5350k REYEE: 1326
(48.71%); WikETE: 52451(19.19%); millgLAE: 49
%1(18.08%); ERCPJ5: 5%1(1.84%); HAth: 334
(12.18%). Ranson: 4.5+1.3(3-6); APACHE II:
10.842.5(8-22); Balthazar CTVF43: 4.440.6(4-6);
SRR R EL: 46+129(19-311) d. ZEREVI NG
12645 FF K AEAP. 5K % H46.3%. 1R K 1126
B, HBE1 mol SR 1473441, 1-3 mofy
325, 3-6 mof728%l, 6-12 moA7 325, BTN
APSLR2UR 2341, 3IR B RIS, 41k 5 1451
22 P A G TR A AR AR
TE138% 23R 97 ik, BEVIIH AT 55015 %,
HrP Bt moNE KB 1741, 1-3 mof 154,
3-6 mof 134, 6-12 moH 104, £E1344%1% 41
o BV A 715 K, B moN BRI
17491, 1-3 moA5 174, 3-6 mof3 1541, 6-12 mofy
2245, fEHBE6-12 molf th 2541 AP e H 0] W iR

X HEAL T B ZERE DT BA N (0-12 mo), FZ4IAPE
R RAD W A R R (R D).

23 PHu 5B AT R AT HIE
ey e AEHBERT AT BERS 1 mofN3 mofy,

TG R Gk
A AT B AT
R s, PR
TR R A
MM K H K 7 @
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L P AR XA xR 1 BZHRTAPE LR n(%)

T LR K
Bk R B R
ZAR A F A3
mo, T VAEAK] 5
J& AP LK F 5
HEBFOHER
KA, ALK
ESAPHR A
EHAEBRE.

payi:| n 0-1mo 1-3 mo 3-6 mo 6-12 mo 1-12 mo
78 138 17(12.32) 15(10.87) 13(9.42) 10(7.24)° 55(39.9)°
IR 134 17(12.68) 17(12.68) 15(11.2) 22(16.42) 71(53)

x> = 3.88, °P<0.05; y* = 4.71, °P<0.05 vs WIBZE.

® 2 PAHASNREBTENEFRSZHNDLER

HiwiE
P} n et =
1mo 3 mo 6 mo 12 mo
hzyH 138 1.78+0.53 1.84+0.71 2.16+0.72 1.86 +0.56° 0.63+0.62°
NIRA 134  1.82+0.66 1.91+0.58 2.23+0.81 2.03+0.69 0.85+0.69

t =2.23,°P<0.05; = 2.77, °P<0.05 vs WIRH.

PR A 2 (A RS E R R E M,
HIBE 6 mofl12 molt, w2420 )78 FRk & 2 i
PP Y86 4 I I (P<0.05, P<0.01, K2).

3 17iE

SAPAE R — MR RS () BUAE, TR &
%, it E H B2, FRAEZ, Hife
ZITIEHH . SAPYK S W1k AEAE B 1) e i i
B, WWAEBINGTT, iR e alfiAEIN A IEH]
B FEAATEFRAR, I T R HS.
TEAMITT, TATBEY T SAP T Pk S 1 Ik
KA APHIE FRRA S 2567 i {H.

A RN IR, Z3220%-30%5H6 848 vk iR
%¢(mild acute pancreatitis, MAP)&H E &, HE
FEH FGYT WA I A, B WIMAP & —Fif
Sh 5 R B, Gullo er ali il ZbE AR 2 10 &
AR 27% 7. ABRS TS AP H i i G I 5 B
WA e e, AT BV Bl R W, viik46.3%
(FIS APYE R 8 PR LAE N X IORIEAP, i
T HATIRERMAPII S K Z. BHISAPEFH
H—MAPTE 5 K.

Yasuda et a/{RIES APTI &= EA7 A ML IR
Ry BPEBARAE . BRI RN R ™. A
BERLR, SAPHIBE G 4R N 2 R AR IR R 332
i, WL RN 2 0 ) BRI R AR, — o
MR N A A A R i 055 45 e i ot
IIUAS LRI PR

AT, fER R 12641 35 4, HBE1 mo
WK 4734451, SAP 5 SHIG RAEARZZ M T A
RN A AL 58 AV AR, JEIEE TS AT DR R

O3 B DR VR SR ZE I R 4L 2R, T B e I TR )
JA PR TR, S APEAR AR i o 45 1k
HIT . AREEIRYT, 755 B R .

FEIE 25— e b, BN AR T A
KA T R IRAEW BVE R 286 BT
AU 2 B S e A I, MR BCR 2
WA 5 MR, WFFE R W, S I B SO Ak
2y LA s IR s A o gl kb ki L (R
HERET T SR Y, R0, SAPEE
Bt i AP 1 mT LAk /> 326 381 (6-12 mo) FFIAPAL
K, e s LR ALEIAE G

Thomson et a/ft 5T BAE SVE B 5 2
HH, Eh T4 B R A B i 2 A R A A T
FESZIR, T BRSBTS 1 ) k59,
ATPH kb, ok defe fie w4 i P Ak
EFRARYL BT SAPIR IR IE ] BARTIZ K
BE, BRI, R AN, T RIS L RE I
A&, S APYE L ALAT AR A o W 2,
BRI 1R A0 43 b AN A 3 Bl R 3 DI IS 28 g s
ERE S BRI UR TR, BRI TN
1 PRI BRI R A o PR 1) 0 43 AL
REAT B ol IR R A Y, 9 w98 ke 2 55 50 Il
AN W FIT 3 F PRI RDIR S, T 1 0 B RN U K
A ) N o2 i i A 2R WY TP 5 B, O
BRI, Cost R 0 R E T A4 k)
T 23 R R B O SAPY B I AR Vi
#(6-12 mo) FRIRZ.

4  SEER
1 BTYE, SriEs, FUSL FHREL, SRR, BRI
KT TEELE A TATT N1 45FHRE . thE PR
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