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Abstract

Nonalcoholic steatohepatitis (NASH) is a patho-
logical condition characterized by macrovesicu-
lar steatosis, necroinflammation, loss of hepa-
tocytes and fibrosis. NASH is often associated
with type 2 diabetes mellitus, hypertension,
hyperlipoproteinemia and obesity. Recent stud-
ies emphasize the role of insulin resistance, oxi-
dative stress and subsequent lipid peroxidation,
proinflammatory cytokines, adipokines and
mitochondrial dysfunction in the development
and progression of NASH. In this article, we
will review the role of insulin resistance, oxida-
tive stress and subsequent lipid peroxidation,
mitochondrial dysfunction, proinflammatory
cytokines, adipokines such as resistin, leptin,
adiponectin and PPAR-a, apoptosis, NF kappa
B, SREBP-1¢, endotoxaemia, and iron overload
in the pathogenesis of NASH. The pathogenesis
of NASH is thought to be related mainly with
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insulin resistance and oxidative stress and sub-
sequent lipid peroxidation. Adipocytokines also
play an important role in the pathogenesis of
NASH through complex and interactive para-
crine and endocrine mechanisms. Understand-
ing of the mechanisms responsible for the patho-
genesis of NASH has important implications for
the treatment of NASH.

Key Words: Nonalcoholic steatohepatitis; Pathogen-
esis; Advance
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A B NASH) & 5 5 5 =P UREE 2 B2 DA OC B ZROSHVEL X A F-x B(nuclear fac-

SREBP-1c.

PPAR-o. NF-

kB

NASH

(R RAT AR I, A Ay Sl v i 7 I A el
JHF 7 A I — B BEEY B, WL TR . 22
BEPRIPE e B I S5 AR 2 B R U a4
Kk, BB NTAEACE B & RS B4 1 i ek
AR UL 20 ) FH 55 DR 28 5, NASHITF) R ik %
SEAE TS i BB RE R ) LE I 2,
NASH 4R8I B Ak ia 34 NASH
(1) 355 0 A7 A0 R A IR L 42 s 110 2 22 K] 3%
2 15%-20%FINASH 7 10-204E Py il 1
J& g A4 4. N A SHIF & 993 B i A+ 43 1
fify, detAE Sy PR 5 2 oA 3L AR AR R AT
e =R ko M. B AT, xR AL
(RVRIE Lk T R A, N 15 A 0% FE A

1 NASHEVES

NASH 2 BATG ik T 01 s (B RS $ N 12<20 g/d)
DA KT 40 i Ji 7 A8 vk . AORRAE AR L OO I/
48 A R/ o bk s 5 ) L e
TS Ay BERAREAE (¥ 1 JEF AT 26 0 .

2 NASHEVA R

2.1 EWNA GRSV R A
PIRIGUEE A ) 2 18] 1 — Fh B 2 R AR S, 24
K 03 7 AU IR 28 Ak 1 e M AR A ) B AR
AR F G KRR 8 5 AR 40 i P 1R
I i A e H A ) A T B AR R R AR
PRSP I, [ A AP (reactive oxygen
species, ROS)&5MIE J5 = A= B A 22 P i
SRR R, A B IR ATH,0,%.
IS BCLE i 0 U R T 2L 4R b (5 25 16 5, ROS
NASH AR R B2 B UIAH DG, ROSS -4 I (1 1%
& W MBS Ak (Fas. TNF-o 32K 5K i5) M S 1
LA ARG TR (USFA) LA A% B 25 i ) =
Jig it S Ak S N, A TNF-aoBe i, et [ i3
A A SR I, SR AR R TR I 2 R 3
PESE, SR a2, FT. tksh, ROSIHELE
TEA PRI R, ] /N I P GEE 4R R
JETHEARET. A RO 23 6 iR (free fatty
acid, FEA)IT 2 B7E 28 R4 Py S AL B R AL R B4
23N, AMLFFAREAG 8 H i = B (triglycer-
ide, TG)W E1%, CYP2El. CYP4AZJE it
A AL 0 95 Pt 2 1, LIRS,
FFA )i S A0 A B AR A FIARORE AR o S8 B
FERBE/EH. XM ENR N EH,0,. off
AR P SR S AL ) 25 KR AR .l

tor kappa B, NF-«xB), MMk -k 4 i #a b
FK upfferdl Jfd 53 K ETNF-o, &5 &40
JHLIRD 98 1 S I S AT AR i T B, i Tt 4R 4k
PG 2 N R ZERIARDN A, AR CRE 1
T, dE— kiR, I 5SROSAHHAEH
TEHCEIEIRIR. BEAh, ROSHIRE £ 1 i i 484k
YIIHFEA N PR R S, FEBTEAY
JRk =, W0 I E ORI, NASHIG A 14
PRI G sk 240 7= T % (malondialdehyde,
MDA). 4-F& THl 555 8 B a™, MDA
Al URACER, JE M allory/MATT 75 & H £
G5 SNV 4-F2 T A e 1 Hefa Ak o R4 i
SR FAE N, AN, MDA 54-F8 TR ] 75 K
Apo-BIKfi#, 1T G i B A% % B2 NG 8 1 4 th i
Mg, HBHAS 3 A S A IR Gk, k> ik Jif
TR BEH AR B INTNF-a5 | A& JTF 40 L3R 58 Je 21
Yk,

2.2 (insulin resistance, IR) IRJ& 7 /i
B 3R R 28 BRI A ZO0 IR I 25 AR A N ) I
IS M AR ARG BT 2R 1717 7 A 1R — Tl s PR BEDIR A,
BT 8 A B2 Y B B 3R AN B R 4 L T R A 2
SN, DAY 5 I v JE B 2% IR, LR AR ML
T W PSR S DA 5 KT IR e B
JBE B FAT 5 A i 52 P sl ek 59 4 5 SUR 1) 3= 2R
NP o, B ARIENLEE 39 (phosphatidylino-
sitol 3-kinase, P13-K)Ji 4% 2 FH TR 5 2215 5 4%
T R R R P I-3K D
IR™. B i 35 15 5 40 Mo 2 1T 1) 9 5 3 32 M4k (in-
sulin receptor, InSR)&4 45 I LB~V 3 [ 1% 2
I 55 134 (protein tyrosine kinase, PTK), PTK
PHBEIR A0 JBE B 22 52 A8 i) (insulin receptor sub-
strates, IRSs)HE [ 11 i I 2 IR Hk 2, WAL 1)
IRSsHE L & SH2Z /IR A5 570 14 &, NI
14t A5 5 i T h R OCEHE I 247 1,
HPI3-K AS/RAF/MAPKI&FE, FRAEHI+ R
o, LA AR A, el T4
J A SR S50 A2 T G &8 BN A SHIE J Mt )
SERES. TREUFA1 M A TG & B A SENASHIY)
S0 R 2 TR 8 I ok e g 7 o0 R A
B It 2R I X 2 M g 4 5 U D7 76 4 A 1)
AL o, JHE R F e AR A R R Y
FeE I R, ReAA REMHIAE T 2 fif, PG
B FEAARJE, TRAT S EUAN IR i 73 5 n A
THPFFASE 22, JH-4H B0 I U5 R 1) S8 N\ 15 254
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2R b R B, N EE AN I N FFAR R
MFFAAR G X B A4 ek, v i FCYP2ELE
1, (RAETORL A SN, TEARORLAA N 1) TG 07 I 43
FALEL SRR, A A e BE I L CoA R
T HEC o AT 38 IIAT 41 HL6) “ —IRAT 7 (1 5 Ik
PEL AN, 1 2 FFAE 1] LAZEInSREGSZ A4 )
IRV R AAE Y, AT (i 22 Rt otR A ) e 5 4 i
AR R vl i 5 S, BUE IR . X ]
AEZIRZENASHI AR 2 —. =, &
Ry 3% 0L SO e At o 3k v A i 7 R Fod 22,
P B A 25 82 T i 1 AN A2 B A3 W R 1
HTGE R T HF4n i 2.

2.3 FFA FFAZETPERRII 150 fift = 4). FFARS %
HIRZ AR AH G, 2 5 8URM E 27
PRIE B PP 2 KON AS HEE 37 JIT 20 40 )% 1t 35 A
FFATT B W E ML KRR &gk &1
FFASIASE Z | IR VAR 0T 7 i R I FFA S
%« T4 M 28 b Ak T I e B AR AN 92D 38 A 4 T
JE AL S T FFARY 2131 FRA HLA 598 1 41 i
BEPE, RSO A M 2 b A b K 0 57 e

JREAH AR P . SRAE B Hh PR A g, sk ]
B EE A REREAS . BT R, FFABIHepG2
2 1t 350 P 5T P9 AR SR B DUAR, [ A3 T TN F-a1
(¥ 20 2R 2 B A /2 S 9 vz o AT, dROR
FFA ] 5 3500 Bl A 300 25 12 194 s R 240 R 07 1 % 34
. FFA R i i 4 A 453 47 1 1) B O JH-40
M, SRR R B C-0, 51T c-jun K i
FARE-151RS-1MIIRS-245 4, BB 41 s i (5 5
TS AR T, FRATT {3t AT LR 40 ot 5 vy
INERFEF4EALS. BEAh, ZEIRIY, USFARE il il ik
AL Kupfferdi itd N [N F-ic BEUE Kupfferd Jitd 73
WK ETNF-o ) 5| KR FFAR 225518 s 4
PRLFFI 405 T P AT .

2.4 SR A I T 40 M Py e B
R0 M As 2 —, A B AR R 00 P B
R AR A B TR AL I A R KT I IR AR A Bl A
R, SRR TR A R 2 Y
BTt NA S HAR 4 (1) LR 1 45 4 I D e
NASH G4 P I 177 18 1) 45 35 386 22 45 2 bt 1k Y
(A A B R AL A FHAR R I 38 I, 5 1 R 40l it AR
Wt % 10 Z8E-Co A, 4 = RIRIGIR 7 1 KR
NADHAIFADH2""™, F i ik I W 4 il A 2R (1)
AR R KR OS. 1 AE RO S X
bR B G AR, AN L A 1) 7 ik 45 ) 5
i DNAZ D, 1 A HDNARwE S
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ATPARIIE AR T I IV VIEPE R
BEAR, AT S S50 R A4 Py TR % 1) e B A, AT P
B IEE S RN Ak, ROSAUAE 2 ki ADNA
Ak, I eSS LR 1 TR A N, D P
HEHE TR, PR ThAe, PR Z
IROS, MM Ak 5 2 (i o e B2 7, 5
Kupfferdll fii N 5 £ [ TNF-o 3 ", Shi S5
I, TNF-ouds v 18 ok 45 5 1 DL AR Zebr 44t
BELAS L IhRERY, btk S ST SO A R, 40 i A
T-(cytokine, CK)FIROSTE L Hi 44 (1) Th RE B b
B EAE . W9 o, I ik S A R B
WS 5% YR au(peroxisome proliferator-activated re-
ceptor o, PPAR-o) 5 & FIfi# {8 B £ A (uncoupling
protein, UCP)-21EH, FFAREAT IE H FAL 1 B
IR 552 HE 2R AA 0 5T AN AT P B384 111 125 i
Ei A ENEIEE Y R S N W EEN ATTR I AT
KAy [ J5- 25 R R3S £ I 28010 A T i 2, Jm]
BB A 2 R4 T B B 1) S — AL

2.5 (CK) CKJE: H 2 Tl 480 i 53 W 1) BE
TR N FIERETIRE. S5 %
i SN (1) — 2Ny T 2 k. CKAENASHIF K Ji#
R EEERY. 2 5NASHIICKIRZ,
FETNF-a. IL-6. IL-8. IL-12. IL-15. IL-18
A Horh, TNF-afI B0 /ERIUN B3, AN S
b5 R N, I S IR I A LR, e AR D AR
AL E AR Y, TNF-ott IR 85 (IR
FHIVEH], KA TNE-o0 ] b 41 5 G G 20 2273
fifp, FFALIEFFAH LA R TG, TNF-oudl i 15 5 T
AU CP-2F PRI ik, 4l SoRi ik i (AT P
8, (AT 4 ML R SR ZERY, It JE ik P 13-K
TPk PR 2B 02 T-(glucose transporter,
GLUT)4 3 K 23 11 15 R IR, TNF-ouidk m] i it
TNHPPAR-o. JIRIEZE . IRS-14545 5 b I 254
JEVERY. JEAL, TNF-oifs A (TL-6tH T Jn IR, IR
JrE B8R A 17 3L 22 ORI, I (P Kup ffer 4 1
AE2r il K [ TNF-a, fl§ 2 #fi(lipopolysaccharide,
LPS) Al 34 1T N F-ouhf fTF- 40 1 453 5 F) S g v ),
LPSiE n]if5 7 H,0, K f 7 AE, FFom i 40U s
JXFNF-xB, J5# 0l _LIKupfferdi g - CK 12
RIZRIA, TN 8452, LPS X &Kupffer
HRLFFIS R, 3 AT L0 WA BE 2 (HICK, 3
HUTF A3 (P BMEE IR, IL-6 MY 2 5 4O0E, &2
JR 7 4 L BT, A i AR S A v R R
TEFPY. NASHE# (i3 KT 2 HIL-6 mRNA
TR IO TL-6RE T 25 40 B 5 2 A )

L RCP Sl

Polyzos et a/

NASH

NASH
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Al # A E AKTEGT, BREFNHIIRS-1, GLUT4MIPI3-KfH3 Rl Ath— e AH Se 884 PR 2= RERH 1 40 fr o v 5+ HL
NASH

NF-kB. SREBP-
lc,

NASH

NASH

i, IR R 5 R 2 S 5 S 3 T, 9IRIRPY.
TL-638 R )3 8 7 DX 1) S5 D1 A S5 AN R 22 2 A
TS HURY. GRS RN, NASHEHZTL-63E M
JE B F-5 T2 pi (1 C 837 5 R A 6 Wl 25 4 e .
NASHEHFIL-8/K - W m, HA5 0 0™
LB 5, TL-838 3ok o) v s 40 e A
AR A A FH S S0 40 M 1 9808 SN, BT 40 g
VA T 0 R Rl LRI L-8 10 77 4, I EENASH
() % 42 TL-15 A BEL 1N 4H AR 7k 1 T4 it
AT, SEUAN K ERNKA M ACDS(+) T i
B MIL-12 IL-18 AW NKA o>k, Sl
INKCAH AR 0, AT A2 oK o 1) 48 35 (inter-
feron, IFN)*". TEN W] B4 35 TNF-oi P 1M i1 FLLPS
o TR M 0. e Ak, CKGA TS TAH A 311
G SN, T 5 | R T 4N AR 6 P e A,

2.6 A A T A R DR e an
Mg gt i 2L A T S NASH
BERAR, HIH TR S NASHI) ™ H A %)
KFR, NASHEZ A7 KR4 M T %1,
WFFR I, NASH I JH 41 f 2 s 1) s R 45
TN NS R R NS (A7 i Nt s ST TP
TEALN T BEBLZ", BN ASHAZ AR B4 R
(AN R T, 40 i 3 Bl A T %7 A Fasig
LR AR AR 5 A T FERY. FasfENASH
SR IR AN i S ROk, AR AR SR TS
FIFil I caspase-8ZLMEBid B ki (4151105 Fas™%
R 5 Fashic R 454 J5 RIS Zh 8 1245 5 5 S AL
FasZ AR A &4 —> “IETk” 9o, 5
Fasfic i 2s & J5 75 Feaspase-8l R4 AL T 155
5159 & & 18(death-inducing signaling complex,
DISC), 540 f i 15, NASHEE 17 A L i 1k
IRERERT, BUTROSHE 2, 538 REIS 4R A5
TRIBENEG AR, BRAR L b A I F A, (e ki g ¢
FZCRIRE M. 41t ORI BT I
T MLEEDN AW R Gps3 s, i 51k
Bel-2 5 i (fBaxdh N4 b A, i 28 4 S i
TR/ NFL, (30 4N i € B C IR Y, kA,
Bel-2 K5 1 7 — BUABid A 3 T Sk tA 4
i €6 22 CH R 9 IR, 1 A caspase-81E
Y, BidFEAb§tBid) Al A Lk i, 140
Mt RCRIME M. At R CH T E g
IR F-1. dATP Jecaspase-9Ri A 4s A i T2/
AL DISCHl R £ b Ak K i T/ MA 5 e T
SPAF S W N, M0 SO A0 TR R

I PI-3K/AK THLH i 4n i s 5, 5 WIPI-3K
FR3GE MHLAE AT fEPHLE T4 iusE T 15 5, I
FiE— 2T Lh i NASHE.
2.7 PPAR-o. PPAR-ou2 HH G4 B0 R 1% 7 s [
¥, TR ST I 34 S AR AR 8 A0 0] IR i IR
HEAT Y.

LG SEWORH AT 5 AH N AR 45 5 S5 B
k. PPAR-oulll i ) i 7 I AU A0 R DR TA 1) T %2,
70 R 00 e 7 A i 2 Ak e Ak A7 eis MMl
i A Pl AR T, PPAR-oMYAER T
SRR L T A A T A R TOR AR S A Bl A T
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Abstract

AIM: To observe the effects of microinjection of
5-hydroxytryptamine (5-HT) and its blocking
agents into the paraventricular nucleus
(PVN) and nucleus raphe magnus (RM) and
microelectric stimulation of the PVN on gastric
electrical activity (GEA) in rabbits, and explore
the central role of the PVN in controlling
gastrointestinal movement.

METHODS: The stereopositioning of the PVN

www.wjgnet.com

and RM was performed using a stereo posi-
tioner (model SN-2). Microinjection of 5-HT
and its blocking agents ondansetron and cypro-
heptadine into the PVN and RM and electrical
stimulation of the PVN were then performed.
GEA was measured using four bipolar serosal
electrodes (gastric body I-III and gastric antrum)
in a rabbit. The parameters of GEA detected in-
cluded average frequency, phase difference, the
ratio of negative phase, amplitude, etc.

RESULTS: Paraventricular injection of 2 pg of
5-HT accelerated the electric frequencies of gas-
tric body I-II and gastric antrum, and the change
in the electric frequency of gastric body Il was
statistically significant (4.44 + 0.09 vs 4.24 + 0.09,
P = 0.034). Subsequent microinjection of 5 pg of
ondansetron slowed down the frequencies of
gastric body I-III and gastric antrum, and the
changes in the frequencies of gastric body II-1II
were statistically significant (P = 0.032 and 0.043,
respectively). Microinjection of 5 pg of cypro-
heptadine following 5-HT injection accelerated
the electric frequencies of gastric body I-II and
gastric antrum, and the change in the electric fre-
quency of gastric body II was statistically signifi-
cant (P = 0.044). Elelctric stimulation of the PVN
slowed down the frequencies of gastric body I
and III and gastric antrum, and the changes in
the frequencies of gastric body I and III were
statistically significant (P = 0.030 and 0.029, re-
spectively). Microinjection of 10 pg of 5-HT into
the RM significantly slowed down the frequency
of gastric body II (4.13 £ 0.11 vs 4.33 £ 0.09, P =
0.021), while subsequent injection of 10 pg of
cyproheptadine accelerated the frequency of
gastric body II (P = 0.034). Electrical stimulation
of the PVN following microinjection of 10 pg of
5-HT into the RM slowed down the frequencies
of II-III and gastric antrum, and the change in
the frequency of gastric antrum was statistically
significant (3.93 + 0.14 vs 4.46 + 0.14, P = 0.006).

CONCLUSION: Microinjection of 5-HT into
the PVN mainly exerts stimulating effects on
GEA, in which the 5-HT; receptor pathway may
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play an important role. Microinjection of 5-HT
into the RM exerts inhibitory effects on GEA, in
which 5-HT, receptor may play an important
role. There is a synergistic effect between micro-
injection of 5-HT into the RM and microelectric
stimulation of the PVN. These results further
demonstrate the existence of "a descending
inhibitory system and a descending exciting
system" in the central nervous system, both of
which modulate GEA together.

Key Words: 5-hydroxytryptamine; Paraventricular
nucleus; Nucleus raphe magnus; Ondansetron; Cy-
proheptadine
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KZ13-5 mm, W54 B FHENLTT 05 P08 WU
T, PSRN0 0 . ER4%T B A % Ak 21
MP100WSW 1655 5 REN T RS, 5hH)
ARG 2-3 h

1.2.2 o AR S S A S T A R A A
b, BY TR, 7 A A P A S A
PVN(2AF5: AP 0.0 mm, L(R) £0.5 mm, H 13.5
mm)FAIPI(ALFR: AP 9.0 mm, L(R) 0.0 mm , Hf
J&& 2 mmid). FHASR HBS7E T AE N 7 4%, Fr
SAEPVNFIRm(P) % H 247N (S B AN SR
B, Aol ki 8 /0> b 1y A 8 e e AN B A S
G BB SR IE . /N B4 S
oS IV I == 17V, EOW EEE . Tl AL
W), LI EAIN, TT R ER /N, DL SR S

Ji P FR) B E A
123 S K IE R S, PYNT

ANIES A AE 0 EE L, PRAESES-HT, M5
Sk H AR, ES-HT A R AEHI I Rl WP VNTE
SRS G TR UV AL ghiR . 3§
Peme 4RSIl B Ak, )8 ok
HIEH G, PYNFIATER 20 % EH B i, fE

www.wjgnet.com

SRR SR KO EE 0 % B H AR (k. POTH] L.

PVNIf A HAR, FFsh4) H s I 5 il sk
Xof U R, TP VN I8\ IR o 45 5
i S S OB Y S 5 I R B 10
AN, HK200 ms. P 952 ms. [AIFH18 ms.
Bi50 Hz 51)%1-4 pA. FF1A)5 min), ics% B
1K,

PO N VES %, Frah¥) s k& 1E % )5l
SO R, PR S-HTiE S AR L, PN
o S s AR A

M0 3 ML 25 PIBRE R R fuAl
PLEEAE, SEIHE i (G-I, P-P)f.

2 SIS E R imean £ SD3
TN, 25 R R OS5, P<0.05k 72 ¢
EENIE =8

2 R

2.1 ARJG2 WS G 0I5 A A
3.48-3.77 cpm, L5 LAAERISEEGAR . AHAL 223000
IEAH, SR bR I (B, 3R ).

22 PVN

22.15HT PVN : PVNVES2 ug 5-HT)G
AR B b (4.44 £0.09 vs 4.24+0.09, P =
0.034). MHALZ=AZKFERMAZE R AL, 7
AHAL EEA SRR N AR AN 2 (12, 3%2).
222 PVN 5-HT : PVNIE
52 ug S-HTJE FRERS ngtd FHa B, B2, 311
B B Y 1(3.9840.10 vs 4.284+0.09; 4.13+

LRCIE S A

5-HT



3192 ISSN 1009-3079 CN 14-1260/R 2009 11 8 17 31
L i I % A\\ A e 077313&2 B LA AN e N A\ 0.7781(;2
5-HT \/ ig §§Z§§§ 433538
- -0.175781
xf/\/\ﬁ*” VNN ] :3:5:33:§WMWW:3§:§:;§
) o~ -0.142822 N -0.142822
5.HT N, b N r\”; ~ N ~ \ /m /\\ :0214233 e /\ S / N\ 20.214233
e A A A AVAASANAVAE: -~ N N AU VY e
x " \ - PN n . | -0.091756 I -0.091756
5-HT AAANNAAN AN AN NN N N A ‘ i o
: MNP AN N W W \f WA VN s
5 _ H T 5 180 240 us 300 360 600 660 s 720 780
. 2 PUNESIS-HTRIGHEE. A: B

& 3 PVNEEY5-HT, BRI aizRaG

S (mean +SD, n =19)

R AENIZE(S) AL DS RINVES
Bl =) 8l =) Bl =) Bl =]
1 3.95+ 0.08 3.74+ 0.10 - - - - 0.84+ 0.02 0.85+ 0.02
2 428+ 0.09 3.98+ 0.10° 1.85+ 0.56 2.61+ 0.57 0.34+ 0.04 0.31+ 0.04 0.76+ 0.02 0.78+ 0.02
3 4.38+ 0.08 4.13+ 0.09° 1.54+ 0.47 250+ 0.65° 0.40+ 0.03 0.35+ 0.04 0.79+ 0.02 0.80+ 0.02
427+ 0.09 4.16+ 0.10 1.19+ 051 2.47+ 053" 0.41+ 0.04 0.33+ 0.03* 0.77+ 0.02 0.78+ 0.02
°P<0.05, °P<0.01 vs
A [ N A 0.7597(;/5) B . . \ | \ 0.7697(;15)
A A R VA A A et I e VAt VAVAN S

) ’ -1.539510

-1.539510

’ \ A

| \/V \ ~
-0.102539 -0.102539
-0.205078 -0.205078
-0.307617 -0.307617
-0.410156 -0.410156

-0.171916 -0.171916
N ANV f/\H\M\ -0.257874 /\ /—\/\/\/\ \ /\ f s \/\/“ -0.257874
-0.343831 \ -0.343831
-0.429789 -0.429789
. 0355428 0.355428
N 0000000 [\ N ~ /| 0.000000
N ‘/\/\’\\/\ﬂ/\f\/ V/\/\/\ el M 0355428 | |/ ~ /N | -0.355428
v 0710856 | ) : -0.710856

8760 8820 8380 8940 9180 9240 9300 9360

t/s ts

B 3 PVNEST5S-HT, BFsiRATIRaIGE

B8 A | B:

R 4 PYNZESTS-HT, B ESIEREEIERIG

S8 (mean +SD, 1 = 20)

ek BNIZE(S) TABfIth = PEEZSIVES
Al =] Al =] Al =] Al =]
1 4.01+ 0.11 4.09+ 0.11 - - - - 0.88+ 0.03  0.88+ 0.02
2 4.32+ 0.08 4.50+ 0.07° 0.46+ 0.39 0.12+ 0.44 0.46+ 0.04 0.47+ 0.04 0.77+ 0.02 0.76+ 0.02
3 4.39+ 0.07 4.37+0.08 011+ 0.35 0.26+ 0.34 0.45+ 0.04 050+ 0.04 0.77+ 0.03 0.74+ 0.02
412+ 011 4.26x 0.11 051+ 0.39 0.13+ 0.36 0.38+ 0.03 0.47+ 0.03* 0.73+ 0.03 0.74+ 0.02

%p<0.05, "P<0.01 vs

0.09 vs 4.38+0.08, 7 = 0.032, 0.043). & 143(2.50
+0.65 vs 1.541+0.47, P = 0.049). H5E(2.47+
0.53 s ws 1.1940.51 s, = 0.001) {7 Z= 5 K. 11t
AAAE 2]y, 5% 2 7 . 35(0.33+0.03 vs 0.41
+0.04, P=0.025)(3, %£3).

2.2.3 PVN 5-HT s PVNA B
2 pg 5-HTJG PSS pngdepine, B A2 miizm

SINPL(4.50+0.07 vs 4.32+0.08, P = 0.044), &
S G LR B 2 T 55(0.4740.03 vs 0.38+
0.03, P = 0.037). FHAL 25 S TR N AR AL AN
(K4, %4).
2.2.4 PVN . 5-HT

: PN S-HT 5 RS VG0 b R 4l i,
AR AT 22 . SR L 6 R il S N R 38 T8

www.wjgnet.com



, 5-HT 3193
) () 7:
A S . A\ S e 1285197 B/\ T P s . 1.285197 u @53
NS \/ NIV SN AL N S T N 00000 SN NN\ A~ N S NN | 0000000
AV NV AV N Y| assier |/ o \/ o VoY N 1285197
> 2570394 2 2570394
-0.101217 -0.101217
-0.202433 -0.202433
-0.303650 -0.303650
-0.404867 -0.404867
-0.093180 - -0.093180
/\va/\/\/‘/ U\W/\M/\ D181 aavay, \/\/ v\ /\/\ /~\/\\ /\fw\ -D196361 ,
0273721 % -0.273721
" 0.378825 0.378825
0000000 \ _ o . 0.000000
/ ,\/\/R//\M\—J /\/\\’VN\\/ g / /\// N o3 N\ N A= e NN AT 0708
-0.757650 -0.757650
480 540 600 660 1020 1080 1140 1200
ts t/s

4 PVNESIS-HT, BESIERERIERIERE. A:

&= 5 PVNEERIHBIGEE (mean +SD, 7 = 20)

;. B:

DS ABnIE) gt U VS
Bl B Bl =] Bl B Bl I}
1 4.10+ 0.11 3.81+ 0.12° - - - - 0.82+ 0.04 0.86+ 0.04
2 4.15+ 0.09 4.24+ 0.08 1.10+ 0.36 0.40+ 0.35 0.39+ 0.03 0.44+ 0.04 0.73+£ 0.05 0.70+ 0.04
3 4.27+ 0.07 4.06+ 0.07° 0.38+ 0.32 0.55+ 0.35 0.45+ 0.03 0.45+ 0.03 0.73+ 0.03 0.75+ 0.05
419+ 0.11 4.03+ 0.07 0.73£ 0.35 0.75f 0.40 0.47+ 0.03 0.47+ 0.04 0.74%f 0.02 0.73% 0.02
°P<0.05 vs
A . PN L M\ M 1520050 B al A~ o~ N\ Ls2sen
AN W s e N T\
\ ’ -3.049723 -3.049723
AW/ AN AW AT A N SV
-0.777588 -0.777588
5300700 306700
iy 0.000000 0.000000
A\ N BN
e N NN
““““““““ ANANNANAA N R AW S WA
13020 13080 13140 13200 13440 13500 13560 13620
t/s t/s

5 PVNEBRIHBIGBE. A: . B:

& 6 RMFEHI5-HTRIGBE (mean +SD, 7 = 20)

LS FBNIZE(S) TABAItE R PEE S IVES
Al =) Al =) Al =) Al B
1 3.88+ 0.08 3.90+ 0.07 - - - - 0.86+ 0.02  0.89+ 0.02
2 433+ 0.09 4.13+0.11° 0.1+ 023 0.32+ 0.32 0.52+ 0.02 0.47+ 0.04 0.78+ 0.02 0.75% 0.02
3 4.20+ 0.08 4.06+ 0.07 0.60+ 0.34 0.59+ 0.33 0.44+ 0.04 0.42+ 0.04 0.73+ 0.02 0.73% 0.02
412+ 012 4.01* 009 0.71+ 0.32  0.71x 0.37 0.41* 0.04 0.40+ 0.04 0.72+ 0.03 0.76x 0.02

°P<0.05 vs

AR Ak U DG 3 6 S-H TR BH
W /e AN il

2.2.5 PVN s PVNUE A R K ),
B AL 25 SRR B Rl 6 B AR A
P NI

22.6PVN : PVNJi U, M 141(3.81£0.12
vs 4.100.11, 2= 0.030)F1 5 1£3(4.06 0.07 vs 4.27

www.wjgnet.com

+0.07, P = 0029 A W] B ydde. AHA 2. A
R ECHE R T ) N AR A AN ] Bl (15, 35).

2.3 Rm

2.3.1 5-HT Rm : RmyES10 pg 5-HTJA,
B AR ] R (4.13+0.11 ws 4.3340.09, P
= 0.021). AHL7 25 SFOAHGT L2 Sk TE R B 32 A7
A (&6, 6).



3194 ISSN 1009-3079 CN 14-1260/R 2009 11 8 17 31

) V)
VAN Y\ AN i SN NN Y TS\ 2000
\/ VA ) \/ \/ - VJ i¥ o ¥ At

-3.595174 - -7.263387

-0.525513

0.000000
|
-0.636393
0.197347 | - p
A/w\/\\/\/\/\ /f\/\A/\ /\_\/\JUV\ \_ 7 / 0236410
-0.592041 J’ -0.709229
\ A 0.000000
AN ~ / r S\ e \ N\ I, A
y NG W G OV \/—»’\«/\/\/ 0.173645 \/ \ S~ ~ S N \ /"
\ -0.497233
-0.520935
9360 9420 9480 9540 9660 9720 9780 9840
ts ts

6 RMTEIS-HTRIGES®. A: . B:

& 7 RmEST5-HT, ByESUZREEIERIG B (mean = SD, 77 = 20)

L BOIE(S) AL vl DS IVES
Al =] Al =] Al =] Al =]
1 3.91% 0.09 3.92+ 0.08 - - - - 0.87+ 0.02 0.86+ 0.02

2 419+ 0.11 4.41+ 0.09° 0.29+ 0.31 0.16+ 0.32 0.46+ 0.04 0.50+ 0.04 0.74+ 0.02 0.78+ 0.02
3 4.12+ 0.07 4.17+ 0.06 0.71+ 0.28 0.64+ 0.28 0.42+ 0.03 0.43% 0.03 0.72+ 0.03 0.76+ 0.02
4.11+ 0.07 4.08+ 0.08 0.45+ 0.26 0.45+ 0.30 0.45+ 0.03 0.46+ 0.02 0.74+ 0.02 0.74+ 0.03

°P<0.05 vs
() W
A -~ N B . e A &y 7N N
A S N N \ Ve N A VA VATV A NPV AN L
= /O - /
-1.929321 v - 2140910
/\/N\/’\//\/ /\‘/\’M /N/\Jw\—”/\ OOODDDOW\WWW 0.000000
-0.771077 -1.019287
0.000000 N A\
) A A~ N\ R N\ A~ | 0.000000
- b = g \ / ~ \ \
TER R ’,/ e~ S /\ N\ AN o T\ \\ \/ N BN AVAN
e . Ve Y \// \J -0.584717 ™ -0.599365
S A N s AP AN A~ /u\, N
VA s VAV AV S ey \ YV \/’ \/ / N\ \/ /\ v -0.861816
\/ "\
-1.104329
3060 3120 3180 3240 3300 3360 3420 3480
t/s t/s
= = ==] . . .
7 RmiEEY5-HT, BESIEERIERIEEE. A: ;B

& 8 RmiESY5-HT, BPVNEBRIBREIG B (mean + SD, /7 = 10)

LS BHIEE(S) TABRIEEER PSS IVES
Al =] Al =] Al =] Al =]
1 3.75: 0.17 3.82+ 0.17 - - - - 0.89+ 0.02 0.87+ 0.03

2 428+ 0.12 4.04+ 0.11 0.69+ 0.36 1.13+ 0.41 0.37+ 0.05 0.34+ 0.05 0.74+ 0.02 0.77+ 0.02
3 443+ 0.10 4.28+ 0.16 0.01+ 0.25 0.20+ 0.54 0.49+ 0.05 0.47+ 0.06 0.77+ 0.02 0.75+ 0.04
4.46+ 0.14 3.93+ 0.14*° 0.04+ 0.46 0.10+ 0.45 0.48+ 0.04 0.51+ 0.05 0.72+ 0.03 0.71% 0.04

°P<0.05 vs

232 Rm 5-HT CRmiES10 SR AN ZE SRR LEE . JTB 6N AR,
ng S-HTJG FRESS 10 pedkpine, HAMxnlE  ANE.

TR (4.41£0.09 vs 4.1940.11, P = 0.034), fck  2.3.4 Rm : RmiF S AR H LK S, A0

S S-HTH B2 E migm. A2 Sl S ML ZE . FUMAT LR S TE R N 2R 40 1)

7 Bl i TERE Y 2R AR AN 2 (17, 3R7). NS

2.3.3 Rm 5-HT 2.3.5 PVN Rm  5-HT : RmyE
: Rmid: 4 5- HTFﬁﬁﬁfmfﬂ L PGP R], BES-HTJE AP VN, B S0 ] Wi 12(3.93

www.wjgnet.com



3195

A i )

S PR S N ] 0000000
A e TR N

-1.236369

\/\/\/ ’\//\/\/"\/V\// V\/\fw\N\/M \/ﬂ\/ 0.000000

-1.684163

~.| 0.236410

- N/ ~ SN ALANNN
e L /NS NS ¥ N/
‘as / -0.354614

1.179810

o/
~| -1.179810

6360 6420 6480 6540
B (]
~—~ N AN ~ ]/ SN~ N\ /A | 0.000000

-0.856323

1.243896

-1.243896

P P Y 0223083
A 2N IR M Ny oo N N

-0.371806

1.177165

Zo- g ‘\« 5. Pt Y PNl N o~
vy \ -1.177165
6900 6960 7020 7080
Cc V)
S e [N e | 0000000
-2.564494
f\
- M\ A | -0-200000
T S U \/_/ \v’—‘\/\\/‘vx / \
\/ v -0.300000
v ~ | 0232442
M\ / ~ AN AW N \ N
/| \/ / - 7 JAAVARY
b \4/ \V o -0.325419
. 1.210022
AV W VAN WA A AV EP
7320 7380 7440 7500

t/s

B 8 RmE&I5-HT, BPVNEBRIHEIGEE. A:Rm  ;B:
. C:

+0.14 vs 4.46+0.14, P = 0.006). FIf7 2. HiAfl
A7 LG8 S i T I 22 35 G Bt A4k (B8, 38).

3 19iE

SEYG PR IE B TR 93.48-3.77 cpm, 5L
TSI 56 25 AR [, 6 W) A B A AR BURK AR i
SRR IR TR TR, AL ZE R R K
B AR @ AN AR FR bR, 45 RN
ok AR D S CE R B2, B3 RE
SR H, QS o TR P RUE RO B
AL ZE, VU AL @)%, MR ZE
B TE U0 W AL S ) IR BREHSY et al
AR E Wk 2 fUH S IR M e e ss, H g
FABHEATAE B W BEZ TS A RS
(- Pl R 4 1 A 2 R 2 B AR Ay 220,
F et al™'fE “JEHE R )5 X (area postrema, AP)”

PIBIF S0 UE S, AP &) J 4 2R T8 1 v A ) 44
SE N R AT, HAEH GRS Y
B FAEILIN. VP2 SLR AR I WAL S ()
PRz Ak Bk RE . B R REEUIKBE M & T R AT
PRI N AT DA B R BB ST er al
K W~V LA Y 2 - 20 T ) S U, 4

B 18 5 i 8h AT A AN T AR AR T, L
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Abstract

AIM: To investigate the efficacy of celecoxib in
the treatment of severe acute pancreatitis (SAP) in
rats and explore potential mechanisms involved.

METHODS: A total of 135 Sprague-Dawley rats
were used in this study, of which 75 were ran-
domly and equally divided into three groups
(SAP model control group, low-dose and high-
dose celecoxib treatment groups) to investigate
the survival rate, and 60 were randomly and
equally divided into four groups (sham op-
eration group, SAP model control group and
low-dose and high-dose celecoxib treatment
groups) to detect pancreatic histopathological
changes, serum tumor necrosis factor-a (TNF-a),
interleukin-1p (IL-18) and interleukin-6 (IL-6)

www.wjgnet.com

levels, and pancreatic expression of cyclooxy-
genase-2 (COX-2). SAP was induced in rats by
retrograde injection of sodium taurocholate into
the biliopancreatic duct. The histopathological
changes in the pancreas of rats were evaluated
using a semi-quantitative scoring method. The
changes in serum TNF-g, IL-1B and IL-6 levels at
different time points were measured by enzyme-
linked immunosorbent assay (ELISA). The ex-
pression of COX-2 mRNA in the pancreas was
detected by reverse transcription-polymerase
chain reaction (RT-PCR).

RESULTS: Celecoxib ameliorated pancreatic
pathological damage in SAP rats. High-dose ce-
lecoxib could significantly mitigate edema at 24
hours (2.28 £ 0.30 vs 2.73 + 0.22, P < 0.05), acinar
necrosis at 12 and 24 hours (2.03 £ 0.15 vs 2.48
0.24 and 2.09 = 0.10 vs 2.65 * 0.25, respectively;
both P < 0.05), and inflammatory cell infiltra-
tion at 12 and 24 hours (1.80 + 0.22 vs 2.51 £ 0.17
and 1.57 * 0.26 vs 2.20 £ 0.22, respectively; both
P < 0.05). The levels of serum TNF-q, IL-13 and
IL-6 in SAP rats were significantly higher than
those in normal control mice at all time points.
After celecoxib treatment, the levels of serum
TNF-a, IL-1B and IL-6 significantly decreased in
SAP rats, especially prominent in the high-dose
group (P < 0.05). Celecoxib treatment could also
improve the survival rate of SAP rats (16% vs
52%, P < 0.05).

CONCLUSION: Celecoxib can ameliorate
pathological damage in the pancreas of SAP rats
possibly by inhibiting the production of serum
TNF-q, IL-1B and IL-6 and the expression of
COX-2 in the pancreas.

Key Words: Severe acute pancreatitis; Cytokine;
Inflammation; Cyclooxygenase-2; Celecoxib

Xue CH, Gao ZJ, Li QP, Xu YP, Zhou CS, Yao J, Fu BQ.
Efficacy of celecoxib in the treatment of severe acute
pancreatitis in rats. Shijie Huaren Xiaohua Zazhi 2009;
17(31): 3197-3202
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HAE APEBIR & (severe acute pancreatitis, SAP)
MR E. BEEP. FRIEZ . TR
DX ) 9 AN RESORE™, BRI 0 1 B 3 A RN
IR TR R I A2 e ol It 4 9 B2 A4 3 2% T L (1) 20
TR, TR 4% R I EE R AR Se 1 R ek
55 9 1 40 B DR 1) ok B R — S R g
K, mdi . wiziisE. s 0=/,

N O R il /MR 3 1 PR 25 2 DI AH B0, i ) i
WU R o S IR 98 e 1) LR R IR
HU H1) I 25 2 DAL 1 2 7 2 2 e B IR 4% AH OC ik
M EFL N EERN R, iR BEA RN
I8 By B A RE R e B AR BT SRR A
fitf(cyclooxygenase, COX)t Hi At 2E DU IR 75 %,

B A 25 00 DG B SR TG, H A O 0 20 Y
COX-1)m &5 B, 722 P2t R RIL,
SCARAL = 1 B2 2 5 o 40 T 45 ) 11 e 2
COX-2J@ AN, IEHW AL PR DKL, 7%
oo 8] 25 dn g8 PR R SR PE R R, RIA R
. COX-22&SAPHE L EUHR I 1, AT
S COX-24M 7747 T R sk 7 1y F JB R 2% 1)
BT IR0, ZEk AT (Celecoxib) & B — 1LY
JEE ARG, PTEBEVEMHICOX-21fT BHLIT %8
PEPGsZM T A, IS BIBTA . BUR SOR
YER. AT B AEAR I R A K1 FICOX-24E K Bl
SAPRIFHLEITT IEH, g IR E AT SAP
K R F JBE s B 22 L B A7 R4S T AR AL
KA RCOX-24MHIFIAES APYR YT T AT RE (VR YT
YEH.

1 SRIASEA

1.1 & SDRE135 K, 1At H230-280 g, &
WY, WA T ERFER U s T, Hor
75303 3 AT HEAR FR L, HAR60H 4 R4
YURHAT S A0 DA 1~ 9 B2 S COX-248 M. Jip
KR E T W PR R R SR, [J oK, A
TOGIERA12 W12 h, iR EEA21°C £2.0C, WA
55% 2%, M1 wkig AT 5258, A A R A |
I LG Z A0 F SigmaZd 7 . COX-24i 7 2&

B AT MR 2] $24E). TNF-a. IL-1pMIL-6
o AT £ HR&D A H].

12

1.2.1 SO AREORAEIK 12 h, 10 g/LE L

NV I BRI . AR R Al D, IE
J9G, T I N, TER I H A )
PR YR S 5% 2 R IH BR BNV, 775 1 mL/kg,
0.2 mL/min, & 3510 min/5i#k%, RGE T
TESH A FE R 7K (2 mL/100 g), A B oK,
AR BAAETIEA. 1097 405 FE K5 A i 12
mLAEBE 7K, FEAE AR S RIE 0 4. SAPALI
Xof R i S5 AR B R K

1.2.2 s 5 HORUBEHL24 57 S AP
41, SAP+IER B ACHIE (10 g/L)iAyT 4l
SAP+ZE R A (30 @/L)VAIT 4, M %224 h,
6 WL ZE 1K,

1.2.3 BB R &
A AL P HEGe(, it B e i
MEEY) P, R L 8 5 4r 2 B S chmidt
et al" 1A )51k

1.2.4 TNF-a. IL-13 IL-6 1 60

www.wjgnet.com



3

199

R 1 KESAPRIESRS (7 = 5, mean = SD)

KA BROBI3E faul| EAEAIRRE
SAP
6h 2.55+ 0.23 2.15+ 0.25 0.32+ 0.07 2.83+ 0.31
12 h 3.08+ 0.27 2.48+ 0.24 0.39+ 0.07 2,51+ 0.17
24 h 2.73+ 0.22 2.65+ 0.25 0.50+ 0.03 2.20+ 0.22
SAP+
6 h 2.39+ 0.14 2.04+ 0.18 0.34+ 0.06 2.26+ 0.16°
12 h 2.77+ 0.16 2.29+ 0.06 0.35+ 0.06 2.08+ 0.26°
24 h 2.59+ 0.23 2.54+ 0.31 0.46+ 0.05 1.87+ 0.19°
SAP+
6h 2.26+ 0.22 1.94+ 0.11 0.35+ 0.05 2.15+ 0.17°
12h 2.61+ 0.12 2.03+ 0.15° 0.35+ 0.06 1.80+ 0.22°
24 h 2.28+ 0.30° 2.09+ 0.10° 0.42+ 0.03 1.57+ 0.26°

°P<0.05 vs SAP .

SUR B34 53 0 A (R FAR4H). SAP
4. SAPHIER B AL I HMSAP+IERK
AT E AT AL, o TRE6. 124 24 hay
HEALFE B, SRR AR AR BES K. B i A DU
MEMETNF-a« IL-1p. IL-6RHELISAT; %
R, 0 IH P BESRBRAE . [R] i D e
HL-70°CHRAE, ATRT-PCRIGIN; HAHLUE T
4% PR ] 5 , AT TR A 2305 B2 VP 4
1.2.5 RT-PCR: FITRIzol#% i W] 15 EERFLEN 41 LR
MRNA, 17RT-PCR, LAGAPDH A NS ], 547
H|: COX-2 Ll h5-GTTGAAAGCCCTCTACC
ATGACA-3'"; Fiii 45 -TTGAGGCAGTGTTGAT
GATCCT-3'; GADPH i 45'-GGTGAAGGTCG
GTGTGAACGGA-3', Miif 45 -TGTTAGTGGG
GTCTCGCTCCTG-3"; 5|¥H bilgA T4 . ¥
P E20 o/LEEEREHLIK, SRAMT T ULER, &
B3 it R4 .

S 45 8 D mean + SDE R, F
HISASS6.1288 Tt #4173 i, KA ANOVA LK %
Ji 253 BT, LAP<0.05 4 25 524 Ge it 24 i L.

2 FR

2.1 M %24 h, SAPH AL H16%,
SAPHIEHI I FER A2 424%, S SAPLAIAHILTE
S ZEFRP = 0.505); SAP+E AR LA A
52%, HSAPAAHLL Z 5 S & PEP = 0.009, [E1).
2.2 Je8 N WS APAR T 4]
R R 2 2 ) 5 S K R, 5 B (B . /)
W ) 2 v ) B o, A sk sn i, I
NS 31517 N7 0 § O N o 5 s
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B 1 EREWES KESAPHEGTR DT

EZNNIEE7 N7 Ar - A = RN N e E
S B ARER, TR TR) 5T v DL K S B A A Rz 4
JH032 3. FER AR (10 g/L)¥R Y7 41 98 P4
JE e P R S AP AL 4 0 2 ke, ZE SR A =y
FHELVRTT AR GUK M . SRAER R M 41 iR
THFE LS AP 41 1) (B3 %, JULL12 hfi24
hog WS, (B o R 3L AH EE G I AR Ak (R 1,

£12).
2.3 SAP TNF-a. IL-1pB
IL-6 SAPA ML, TNF-a.. IL-1B

JIL-67KF- 100 FRAL (T AR A1) W S 3 v, 7
24 b B I ) KA S8 T e 4, N 2R A
YAI7 G, TNF-a~ TL-1B&IL-67K 14 . 3 FA#IK,
FERA AT HR EIR YT ARG W (3R 2).

2.4 SAP COX-2 mRNA )
IR ZH K BB IR AH 21 COX-2 T 461k, SAPHIT 4 B
BRIk, HIEREAGRITE, COX-2 mRNAKIA
i 35 PR (P<0.05, [43).

3 e
COXJEAL AL VA TR AC T L R P W 2 I 225 1k

LRCIE S A

COX-2
SAP

COX-2
SAP

COX-2
SAP
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"2 RAEE 2 KERSAPRRARZA LRI
BALIM(HE x 200). A: SAP
cox-2 B: SAP+
; C: SAP+
SAP
SAP

R 2 ABIENF-a. IL-1BRZIL-63RE (ng/L, mean + SD)

4548 RIS
6h 12h 24 h
TNF-a 11.28+ 3.27 12.54+ 3.93 11.83+ 2.85
IL-1B 1.58+ 0.35 2.06x 0.56 1.89+ 0.44
IL-6 38.42+ 6.54 50.80+ 11.20 45.63+ 9.78
SAP
TNF-a 98.65+ 15.49 156.78+ 22.3 178.86+ 23.12
IL-1pB 45.82+ 7.87 58.60+ 9.06 62.91+ 8.31
IL-6 134.69+ 18.52 142.54+ 21.97 160.47+ 23.86
SAP+
TNF-a 89.54+ 13.93 122.65+ 22.3° 133.27+ 23.12°
IL-1pB 27.80+ 5.84" 33.5+ 11.04° 38.58+ 9.74%
IL-6 119.33+ 24.56 121.70+ 35.31° 152.53+ 31.69°
SAP+
TNF-a 54.65+ 8.62° 87.56+ 10.59" 86.65+ 7.76"
IL-1B 11.83+ 2.63° 13.42+ 3.59% 18.50+ 5.03
IL-6 64.52+ 13.72° 67.80+ 20.07° 68.02+ 18.55"

°P<0.05 vs SAP .

(VPR TE I, H A e s L A D A7 e R A,
COX-1JE 45 M R, 712 P21 2 RIA,

FCAR AL = 1 W B2 2 5 o R 40 0 45 4 1) e B
COX-2J@ 15 SN, IEH AL PR DFRIL, 7%
o) 35 K1 25 40 P BT, 9% T DA AR g
SRR, FIEHGH. COX-2 [ 5 52 51k 48 i Al
TV, JAESAPR A R JE Hh (¥ BT 1
FUOI 2R AT R BN, COX-27E M 4 To
ik, (H{ESAP4L6 hEIHT B B3k, $#/RCOX-24
nHEZ 5 T SAPIIAKRE. HETIANSAPSE T b
0 160 D51 B 98 P A K R TS0 I 7 R ) 4
5 R RNV EFAAE. TR KRR, &
PRI P77 3 B0 B JONE S N R A
Y FH, SAP R (1) 2 s W AH A2 3 il STRS A
MOD S 3= 25 [HP JERE [N f 48 3 4
DAL~ FHAT 9 R P4 40 M DR -, 9% 12 40 i IR

Marker 6 h 12 h 24 h

SAP
SAP+

SAP+

GADPH

B 3 SAPKFRRARBLICOX-2 MRNATRIA.

FETNF-aiv IL-1B+ IL-6. IL/NRIEALIN 745, it
FMEAN M AL S TGF-BAIIL-10%5"2), ZE AR
FEH ORI, K6 h, TNF-o. IL-1B. IL-6%5%
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S T 0 R B S 9 n, B B ) S B — 2
B, 5P AH— 3, UFSETNF-o. IL-
1B+ IL-655 RIEMAM M T2 5 T R 5 K &
L.

eSS A2 % Zj(non-steroid anti-
inflammation drugs, NSAIDs)/&—2%) 72 W
T W2, FEOR R RV R
SN, JE I I R 2 AL, (RN D A O
NI ANSAIDs 5 SR JHR 28 i %, HER
ZRATIR A AT RGN, ZEk
A5 ST JBR R 98 1) AT B A A T I A
NSAIDsZy4™. Hii 51 i AR K 56 R Ok
WFICE™, A7 Le i 1 B 2 AT AT S R 48
R LA SRR, AN F 9 98 SR 90 i A 8
Ji BT S R 2 TC A, X DB B R
ST 2897 [ B T COX-1MCOX-2 21k fr
B, XIS E SR R R I COX -2k Fif,
MCOX-1RIAH T BARLE, kA D &
FEAEIEFENEC O X290 R 2 1) ¥R 97 vh K
PR, A5 38 AR R A IS Y C O X -2 il 77148 mf
P4 5 I RAE I & AT A ROk B
COX- 27 v 4151 e A 2 2R 7K e B IR 22,
EIRAT R A B FH C O X =231 7510 %o Jili i 41 4%
K B SR8 TE W B S T, XA R e S 2
LI ) A — 8 R R, AEARWFFT
RN, FEREARAITRE0 g/L)IAIT 4R LA
TR R P e SAPAR R 21 (5 ke, K AT v 71
FVRIT AU IR L SUK I SRZERJ P 4 o v 1)
PR REIS APRA R A 1) & 2 8, JULA12 hHli24 h
SRR, E i RR R 34 AR LI I B ARk, S
b R I ZE SR AT VR T AT B R AR, 1R
JIN FE R A AE I 24 50 I n) 20 S AP JR v
RN TG, SEg P se, kAT m
I A I TN -0 IL-1B A IL-611) 772,
TE Jy S A T 98 0 A M FR YR, AT i T 4
S R RIER TR .

BN, ANBFFUUE 5K, PRI COX-24M il 71 2k
F A AE— 5 A I R 0 S AP JR) s BE AR I,
FEARAET R, A T RE R SAPRIAHBhR YT 25%).

4 SEXB
1 , , , , .
64
2007; 15: 3545-3548

2 , , , , .

28 . 2007; 15:

2747-2749

3 Papachristou GI. Prediction of severe acute

pancreatitis: current knowledge and novel insights.
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Abstract

AIM: To investigate the effects of tanshinone
IIA (an active component of traditional Chinese
medicine salvia miltiorrhiza) on angiogenesis in
subcutaneous colorectal cancer xenografts in mice.

METHODS: An ectopic mouse model of colorectal
cancer was established by subcutaneously inocu-
lating colon carcinoma C26 cells into the armpit of
mice. The mice were then randomly divided into 5
groups: model control group, low-dose tanshinone
IIA group [0.5 mg/(kged)], mid-dose tanshinone
IIA group [1 mg/(kged)], high-dose tanshinone
ITA group [2 mg/(kged)], and 5-fluorouracil

www.wjgnet.com

(5-FU) group [1 mg/(kged)]. Normal saline
(model control group), tanshinone IIA of differ-
ent doses and 5-FU were injected via the vena
caudalis once daily for one week, respectively.
Seven days later, the eyeballs were removed
to collect blood samples, and the tumors were
peeled off to measure tumor size and weight.
The microvessel density (MVD) was tested by
immunohistochemistry. Tumor necrosis was de-
tected by hematoxylin and eosin staining. Serum
VEGEF level was assayed by enzyme-linked im-
munosorbent assay (ELISA).

RESULTS: Compared with the model control
group, tumor weight decreased by 45.8%, 60.3%
and 84.5% in the low-, mid- and high-dose tan-
shinone IIA groups, respectively. Correspond-
ing tumor size decreased by 50.5%, 60.7% and
84.2%, respectively. Tumor necrosis was mild in
the model control group and low-dose tanshi-
none IIA group, but moderate to severe in the
mid- and high-dose tanshinone IIA groups. The
MVD was higher in the model control group
and low-dose tanshinone IIA group than in the
mid- and high-dose tanshinone IIA groups (86.5
+14.6and 73.5£19.8 vs 48.6 £15.2 and 19.4 £ 6.6,
respectively). Serum VEGF level was significant-
ly higher in the model control group than in the
normal control group. Compared to the model
control group, serum VEGF levels decreased by
15.8%, 34.2% and 74.8% in the low-, mid- and
high-dose tanshinone IIA groups, respectively.

CONCLUSION: Tanshinone IIA can inhibit tu-
mor angiogenesis and growth of colorectal can-
cer xenografts in mice perhaps via inhibition of
VEGF and MVD.

Key Words: Tanshinone IIA; Angiogenesis; Mouse;
Colorectal cancer; Vascular endothelial growth factor
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, MVD

48.6115.2 19.4+6.6; VEGF

, Tan A .

VEGF 1 15.8%+ 34.2%
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> 0ol JipoRE B A BB . 45 R R, Tan [T ARG
L L P 30 60 i s A A T i JRe ot A B AR A
0 r 8 ¢ o & f_ Wt 245 2 )6 1 I K AT s 1 P A S, LR
VER S F PRI 2IVEGFRIA R O, HAWHIE
6 SLHNRIMBEVEGHRERZMINEIR. A: ; B ARTRRKAE.
;C:5-FU ;D: Tan A E:Tan A
F:Tan A .*P<0.05, "P<0.01 5 . 4 ZEXE
1 s .
BB E K, ORI ‘2006; 11: 881-886
J798. MV DA A A 0 W Ry 3k i R e RS 98 CD24
R bR, R B AR FUR I ES o e A
HIPEOY R 055 T8 oK 2 28 fo s 21 24 25 T If MG-63
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Abstract

AIM: To construct the human FUT3 (a 1,
3-fucosyltransferase) eukaryotic expression
vector and analyze its expression in human
breast adenocarcinoma MDA-MB-231 cells.

METHODS: The full-length FUT3 cDNA was ob-
tained by reverse transcription-polymerase chain
reaction (RT-PCR) and cloned into pMD18-T sim-
ple vector for sequence analysis. Then the FUT3
gene was subcloned into pEGFP-C1 plasmid. The
resulting recombinant vector pEGFP-C1-FUT3
was identified by digestion with restriction en-
donucleases and transfected into MDA-MB-231
cells. A stably transfected cell line was established
using G418 selection. The expression of FUT3 was

observed under a fluorescence microscope and
examined by semi-quantitative RT-PCR.

RESULTS: The full-length human FUT3 ¢cDNA
was successfully obtained, and the recombinant
plasmid pEGFP-C1-FUT3 was successfully con-
structed. After transfection into MDA-MB-231
cells, green fluorescence (green fluorescent
protein) was observed. Semi-quantitative RT-
PCR analysis showed that FUT3 was highly ex-
pressed in MDA-MB-231 cells.

CONCLUSION: The FUT3 eukaryotic expression
vector pEGFP-C1-FUT3 that can express FUT3
in MDA-MB-231 cells is constructed successfully
and can be used to study the biological functions
of the FUT3 gene.

Key Words: o 1, 3-fucosyltransferase III; Enhanced
green fluorescent protein; Gene cloning
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iR 2 e A% S TR R AT R B R N, SRR
BB R e B I BN L 2 —. Lewis
SEREHURUE A R TR S PIORE B L IR A
R SRR P BB A 4y, L R L AE £ B Ry
WA SR N, SR . R
e A 43 393 B T i 4 D) AR ). Sopl L B RS T
(fucosyltransferase, FUT) &2 54 il Lewis FEFEPT
JEUI SR, {#AX.GDP-FuclfFuc’ #% 2 Bl 4 1 N-
LR EIE TR IEON- B 2 L 250 1, I LA
al, 2. al, 3/4flal, 655 BREF AR, aFUT
AN AL, Horp LA oaFUT3 W LLE fal, 3L
Jeal, 4%, WOFR A al, 3/1, 4 FUT3, BEAT
HraliLeX. LeY MsLeX, X n[fLeA. LeBMX
sLeAP. A7 i oy iy 18 NFUT3FE R B A% R 1
HAAPEGFP-C1-FUT3, JFAARSM U N FL MR 41 i
RKMDA-MB-231, it FTFUT3 M H 74
Lewis70 5 122 125 R 42 32 fit sz Sk,

1 MRRTSE

1.1 N FLIRE 4 iR KM D A-MB-23 1l H
R RGN M K AT WD HS ol 2 A 4l
o A S AR A7 BE Btk (lipofectamine™ 2000) 5
TRIzol A Invitrogen’ 7 72 i; pEGFP-C 1SR H
Biosciences Clontech/A fl; ifiZFIfLi% . Leibovitz's
L-1535 97 306 H Gibeo A ] ML B RNATRHA
PR e RANS - AR L= &7 G i N 3 T e
A G HOmega s 7] BREINENDIEEECOR T <
Xho 1 . T4 DNAEH: . pMDI18-T Simple. RT-
PCRIX A& TaKaRaZy vl ™ ih, 514 i A: T
A TREROAR MR S5 B 2 7 . HoA k71344

[ 7= A&,
1.2
1.2.1 FUT3 RT-PCR R

GenBank FUT33E:FORF/F41)i it Primer 5.0%%
R PRSI 15 -cegetegag TTCGCAA
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CCCATACAGTGAA-3', Fiif5"-ccggaattcCAGG
CAGATGAGGTTCCC-3', 43yl {E5" N _tXho 1

PRI ) P Ak 5 5 M AR S B RN AL LU
RNA N4, {f i TaKaRa cDNA Kiti#kf 71 4% 5%
SV, 3R1FcDNA. PCRYBEFUTIHEA, J A4 5
UL, SN AT A 95 CHiAEPES min, 95°C
AR50 s, 62.8°CiE K1 min, 72°C ZE{#11.5 min, 35
AR B T72°CLEMI10 min, 3 B JE N
1172 bp. PCRY =4 FH 1.0% AR Bl I 11 Hi vk
HATHE.
1.22T : DNAGER [R5
w AP CR™ ), K H W )7 B 5pMDI18-T
BWAR16°C I Rk HE. BUE 7 W AL D HS ok
A KRB, W BE IR 3% BRECH 1 v B ik AT
Invitrogen /A i Ml 7> 45 5 .
1.2.3 pEGFP-C1-FUT3 :
MXho 1 . EcoR 1 73 5 WY B ZHpMD18-T-
FUT3 iUk S pEGFP-C1 75 3044, kR HL vk [Pl I f
alifh H (R 3E R B, T4 DNAEBBE R, o
. RH, EEF AL DHS aJf 5% A KT,
Omega/NENORAF G HIEE JRIDNA, A V)i
Xho 1 FlEcoR 1 XY 4.
12.4 pEGFP-C1-FUT3
MDA-MB-231: % 44724 hf4b T A
K N FUIR S 41 EM D A-MB-23 1] ki 1k,
4 X 10° 41 /AL 1 ik B B Fp T 6 FLAL Y, 37°C
15 9% 48 40 . 25 FEE R 80%-90% i e JE 1 7% T XUt
Leibovitz's L-1555 7% 4, HI /i i fklipofectamine™
2000755 A 5 25 UKL K T4 ORL A JeMD A -
MB-23 141 i, Fci570 00 B BT HAE. #5424 h
Ji, P54 GA18(800 mg/L)HIL-158: FR M AT
ik, 2 wkJF G418 400 mg/LYEHE7 i k.
Sr B PIGALSI I ve b, AR5 T4 RIG 7%, 19
BRI 4 M T B, Ot BB T S
SR 26, ¢ Yo 8 [l (enhanced green fluorescent
protein, EGFP)[#)Z 1A 1% 40
1.2.5 RT-PCR  FUT3 MDA-MB-231
AR AR E B YL F U T3 5 A
M FLAREMDA-MB-23 141 ffd, FHTRIzol4EH 41
MIRRNA, BT, Llp-actinh A S, 2
JEEPCREEFUT3H . FUT3SIHFHh: |
J#5-GAAGCTGTGGAGGAACGC-3', Fif5'-
TGAACCAAGCCGCTATGC3-3', §# Jr B Ay
308 bp; B-actin | #F41h: Eif5'-GTGGACAT
CCGCAAAGAC-3', TMi5-GAAAGGGTGTAA

LRCEE -3
FUT3

MDA-MB-231
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"% A 2E 1 FUT3E® 4 WHBHE
PCRE¥BVIZRERE W25 L pEGFP-
FUT3 Bg3X. 1: DL-2000 C1-FUT3BYMDA-
PEGFP- DNA Marker; 2-3: MB-2314BH( x 200).
CI-FUT3, bp FUT3 PCR
1000 bp
MDA - 1172
MB-231, 2000
FUT3
FUT3

B 2 pMDI8-T-
FUT3 GRAIEBLIGIR
ISk SRR EERE. 1:

bp pMD18-T-FUTS3; 2:
bp 1000  pMD18-T-FUT3/
1172 2000 Xho +FcoR
2692 4000 3: DL-10000 DNA
Marker.

bp

1000 bp
1172

2000

3000 4731

4000

3 FE4AFRRIPEGFP-CI-FUT3XEGLDLTE. 1: DL10 000
DNA Marker; 2: pEGFP-C1-FUT3; 3: pEGFP-C1-FUT3/
Xho +EcoR ;4 pEGFP-CI1.

CGCAACT-3", ¥4 /v Bt 303 bp. 1.5%35 /I5kE
T L B A IPCR 7 4.

2 BR
2.1 FUT3 PCR LA R 11 5 41

JOFR RN A AR, 1% 5% & icDNA, PCR
I =481 0% S IR ERR F Uk iT L1172 bph
A1 4, 5O R —E(E).
22T H 3L 5 TR )T,
pMDIS-T-FUT3 EA A% Xho 1 S5EcoR 1 XU
PIJe 72422692 bpipMD18-T# 44 F BER11172 bp
FUT3ER B AN 4417, & WpMDI18-T-FUT3
JORLAE S B D) (112). BRI 7 45 R s AT
HARMIT 55 GenBank 1 8 5 ) AFUT3HE K 4
fih X (CDS)H 18 J7 471 56 42— 3.
2.3 pEGFP-CI1-FUT3

F A TR pEGFP-C1-FUT3 2 [ 1k 4 1) Wiy
Xho 1 MEcoR 1 MEFVI G, 835 5 b5k H Ik

FUT3

-actin
P 303

5 BEEZ/AMIBFUTSERAIMRNAKIE. 1: DL 2000
DNA Marker; 2: ;3 pEGFP-C1 ;
4 pEGFP-C1-FUT3

SLoRAE4731 bpAI1172 bphb a2/ B, 209
pEGFP-C1# & L& FUT3 H 3 KK /h—5L, 1iF
HHFUT3 O 48 D08 i Bl pEGFP-C 14 4 Hh (1413).
2.4 FUT3 MDA-MB-231
I AR S A 8 G B R 4 201 R
pEGFP-C1-FUT3 55 S 8 AR iUkipEGFP-C 1 G A
MDA-MB-23 141 i, {55 586 A N s3]
Y EGFP-C1-FU T34 i 4 A ik (1 4 (4 56 s,
EGFP-FUT3 75 85 [ 5 e A /e 40 s (Bl 4).
2.4 FUT3 MDA-MB-231
mRNA 308 bpib AT H ML KIA, # JpEG-
FP-C1-FUT34LIM 4N IWFUT3E R R IA 5 AR He gl
J S AR AN b, 0K A WA W, TR
YLof| 5 B AR FU T3 B B (5).

31718

0 0 g A s R b R R AR R A A ) S, R
B IR M= 2855 H I Al M A AT A A S R e
PR 1) 5 4 OB RE AT OGP, S BB R S 2 40 e
RIMSEPERE R EEER 2 —, 7S50 %
T LR I IR RE S, WL ewisPUE vl
fH(LeA. LeX. sLeAMsLeX)HIRy . 4% %
M 9% 0 2% T AT L e X% LA S 45 4 1) v B
1%, sLeX5sLe A7 LES YKy Jigg vh 4 2y i g
FrRi&W), 5 EE AR AR A
PEFIE BTG R ARE T, Le X &5 My iR ik s T
al, 3/AFUT, LeXPuJa &b G —». %
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FERgmigofhal, 3/4FUTs KKK R (FUT3-75
FUT9)™”. FUT3(Lewisli ) L= HAR7E .
B, Fybpt EME e Kal, 35al, 4B92
BERIFUT, BERES Mitfal, 3-FucfJLeX. LeY.
sLeX, MAeME—4A liral, 4-FuclfJLeA. LeBM
sLeA. WFov LM FUT3EN HFUT6HR: N 5
SR I sLeX 45 FAH 5. Kazuhiro er a5
TE1SHR b Rz 40 s 40 il &R P AT 140K 1A sLe X &5
¥, 8Kk IEsLeA, Horf 4Rk 40 M & b REAS I 21
FUT3/mRNA, 55sLeX7E 4 I 2 1M i R IA M —
£ Kimura et al'"™ "R Fi S e 21 Z3A0 24 e R I 1 E
WA A FUTIRIAAR D, i fE 45 1 s 21
Zirh, FUT3 2 LK s 0 (1) 20k, Bk, Bl
oy, PRk, g —AN A AR I RE I FUT3 8
HRIE RS, XRAFFCFUT3H A2 D) fe
SFHURA S o mEER.

h T WA R 5 B 1 R FP FU T3 (R i 47
ML, A SZ86 70 % TFUT3E K 47 471, Fah
A T LAEGF P oA R 5 JE D] (1) B A% 3R 0K TR
pEGFP-C1-FUTS3, it it Jlf Fi 42000 8 Ll i A8
R4 M D A-MB-231, 926K A2 RT-PCR
IESZFUT3/EMDA-MB-23 141 i v A5 3k ik, %
IR AR IR R L AR 40 B TORL BB IN— AN E A S
¥, 58T 1 U H 1 A 0 Y b
DAL, FH T R AN KW AT 1 1) 52 RS A, T
HATAZIE 8+, B DLERIA AR EE vl 75 K AT
B S AR R4 I k. A I pEGFP-C
FKIEFAR T SHEGFP, %3R5 H L R IE#
TE 6 8 1, v LLEEAT 40 B 7K~ ) sk g
SN 4l R % R N E AT I S vy € S T A
H LR 2k,

M, AW TEGFP AR 5 2 A
(1) A% K IL B AKpEGFP-CI-FUT3, IR WIS
FU T3P BT A 5 0 18 728 S FU T3 XS e 41
1T 02 F R SR 4L T FEAR (R 34k, RIS R —
S I EE 2 ORS00 B9 0E T SR
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Abstract

AIM: To investigate the infection rate of

human papillomavirus 16 (HPV16) in Uygur
patients with esophageal squamous cell
carcinoma in Xinjiang.

METHODS: Eighty-two paraffin-embedded
specimens of esophageal carcinoma and 80
tumor-adjacent specimens were used in the
study. The presence of HPV16 in these speci-
mens was detected by high-sensitivity poly-
merase chain reaction (PCR) using the type-
specific E6 primers.

RESULTS: The infection rates of HPV16 in
esophageal squamous cell carcinoma and tumor-
adjacent tissue were 31.7% (26/82) and 12.5%
(10/80), respectively, showing significant differ-
ence between the two groups. HPV16 infection
was not correlated with patient’s age and sex as
well as pathological differentiation and clinical
stage of the carcinoma (x* = 0.301, 0.149, 2.876
and 0.105, respectively; all P > 0.05).

CONCLUSION: HPV 16 infection is possibly
correlated with esophageal squamous cell car-
cinoma in Uygur population in Xinjiang but
showed no correlation with patient’s age and sex
as well as pathological differentiation and clini-
cal stage of the carcinoma.

Key Words: Human papillomavirus 16; Esopha-
geal squamous cell carcinoma; Polymerase chain
reaction

Zhou SM, llyar SH, Yang T, Zhang LW, Ayxiam H, Lu XM,
Medinyet N, Liu T. Relationship between humanpapilloma
virus 16 and esophageal squamous cell carcinoma in
Uygur population in Xinjiang Uygur Autonomous Region.
Shijie Huaren Xiaohua Zazhi 2009; 17(31): 3214-3217
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#R: , YA bR 180, I RG], Q2 B wAI# AR
HPVI16 31.7%(26/82), FRASZ 3 BEIZ W35 hy e (B v v 23 A 8 3 0441,
12.5%(10/80) O = o pumiantil, (50 (LI 1061). S0 Eris i (PCR)
8.643, P<0.05); R, 55601, 126, FEIER HSTHY, Fi

A B ARG AR ATAT BT Fkyr .
HPV16 ,
(x*=0.301. 0.149, 2.876. 0.105, P>0.05). 1.2 HPVI6

1.2.1 DNA : 78 E Qiagen A ] A1 i 4 21
#it: HPV16 DNAFHUR A S il BB R ALUEAT  upvie

XA 16

. HPV16
. 2009; 17(31): 3214-3217
http://www.wjgnet.com/1009-3079/17/3214.asp

0315

NE ISR Wi 7 (human papilloma virus,
HPV) & —FIDNAMRIG 5, 5 2 Fhis & EH
= St TR R e SR G T =y g
HPV(16 )G 25 n AL LR ™~ Y)E6. ETH A,
A AT AT TP S R Wips3 . RbAE LR 25 0E
ifig. ITAEK, BEBHPV 5 NS s 156 &
FHENIETY, 3 KHPVE &8 I iy K
HIRIE. Lu er a/' BT INNO-LiPA HPVHE K]
43 BB AR A W 67181 37 GG % v e £ 5 g s
IHPV, K H 2 h30%. HAL XL E et al?HEH
HP V0] G2 B 30 5 88 i 2 I8 (1) 3 7] 35
WK 25, L TRALTE er alWEST R I 5 IR R
L EHURHP VIR R 2 51894%. T &
5B A ML IR -, HHPV S {228 Ak
BRI, FAT T4 H PV g e 5 B g8 4k 5 R iR
TR AR R R, R, AWK E
it % 52 I3 (P C R)BE A S i 4 5 /% e 7 Bk e
g 55 1E BB R AR A I HP V168K 4Lk
BUREAT AT I AN 23 A7, WIZTRITHP V16K G 5 4
F R G B R R AR AR e, D AR X 4
IR B B A SR IRAT G 2% Bk T TR T S it
G/ E )

1 #RRITSA

1.1 eSS RN (VS
BRI 45 R e R A 8241, JHXA]
A% BRI o T AR br AR08 (L v A i Y

www.wjgnet.com

DNA.
1.2.2 : 5| TaKaRa Biotechnology
A (Dalian)f B, i 5 3] SCHR[41EFE 514,
I AR5 H R B, WLk 1.
123 PCR  HPVI16 E6: [T kA kb5 e
HEATHPV PCR J7 VA0 2 1, Y647 B-actin PCR
FE A PR, K IDN AT TR 5. 5B B-actin
PCREA kS5 FHE bR A, SR A 5 EER 1)
FrA, 7THPV16 E6 PCREYII. PCRI NV AL Ny
10 X PCRZEM2.5 pl, 0.2 umol/LII 51 #I(HPV
16 E6 For. HPV16 E6 Rev, 200 pmol/L) [¥] 4% F
dNTP F10.5 U Taq DNA 458, INAEZEK %20
ul. RN ZAF: 95 CTiAPE4 min, 94°CAEE4S s,
52.4°CHVEAS s, 72°CHEMIA5 s, T35 AMFER, SR
Ja72°CHEEAHT min. FHPEXTHECh SiHaZl JlIDNA
B = Rk K 27 Al B 2 ot 52 560 25 ) C HP V-
16BHPE), BIPEX B PEP CRY 14 K WLAEF = H (1)
B B AR, A5 ot B LUK R BSEAR. HX
10 pL PCRY™ 74 22 2% Bt it e Hi k(P
120 V), 30 min/i5 7E 22 Bl AR A T S 45
St
1.2.4 : PCRy“W i g AR i) AT PR A )
alifl .

K HSPSS16.04 - H:, K
BTG A

2 4
2.1

HPVI16 a4l /R & 5 i 41 21
HPVI6H R S5X BAM L, R B IR
X (= 8.643; P<0.05, [€1-2, #2).
2.2 HPV16
FIAEWS . PR R B GFRE . TNMZ %
B e R B B D I HP V16 I SR Dk
T #r, A R W3, R LG E X
(x*=10.301, 0.149, 2.876, 0.105; $J>0.05).
2.3 HPV16 E6-PCR 5]
GenBanki M FIFRHE T HI(F 415 : AF534061)Lk
X, [R1JE 21498 %(14]3).
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HPV

xR 1 BBVEREHPVI6E6 K ASERB-actindy3 |¥E5!

& 3 HPVI6EEREBEEPRIRRZIRT 1(%)

S|YIEFR Bk =YK E bp) n HPV+ HPV- B PE
HPV16E6 ()
For TCA AAA GCC ACT GTG TCC TG 120 <50 19  7(36.8) 12(63.2) 0.301 0.583
Rev CGT GTT CTT GAT GAT CTG CA 120 > 50 63  19(30.2) 44(69.8)
B-actin
For TCA CCC ACA CTG TGC CCA TCT 106 56  17(30.4) 39(69.6) 0.149 0.700

Rev GTG AGG ATC TTC ATG AGG TAG TCA GTC 106

&R 2 FAHIEASXIRLEHPVI6 BRI (%)

B PE
8.643 0.003

D4 n HPV-+ HPV-
82  26(31.7) 56(68.3)
80 10(12.5) 70(87.5)

bp
2000

250

100 106 bp

B 1 p-actin PCRYIELEBIKE. M: 100-2000 bp Marker; 1-6:
DNA p-actin PCR 106 bp.

B 2 HPV16 E6 PCRYIZERSRE. M: 100-600 bp Marker;
1-6: HPV16 E6 PCR
120 bp.

3 111E

R R TS b a5 WLk s 2 —, LR
FAE M GG N AR W S ) sl 2 S T —
52 1 RO 2 5 8, R A X 5 ) st A 5
JEME, PR AR IB AT 505 R R 35
(R4S R R R B AR . H7E1982
fESyrjanen e al” iRl 412 22 WL R DL £ e
AHPVIEGL LK, A KCHPVS £ 4 Wi 1R i
%2, JURPRAEAFE K. AR R F—
MR 7 SRR R, K HE R AE0%-69%, i Rl iX 4 72
S P D5 DRI T R 5 03 401 0 AR L A5 e R 5%
LR G IR 3T AN A U, AR e
572, HPV16. 18t /2 & E i 1 B m /e

26 9(34.6) 17(65.4)

30 10(33.3) 20(66.7) 0.061 0.970
42 13(31.0) 29(69.0)
10 3(30.0) 7(70.0)

(TNM)
T, 30 10(33.3) 20(66.7) 0.105 0.991
T, 12 4(333) 8(66.7)
T, 30  9(30.0) 21(70.0)
T, 10 3(30.0) 7(70.0)

B 3 HPV16 E6-PCRY IZF=MIER S AMENBLER. A:
; B:

AU e e e o LIHPVI6HD 2.

Hrame — A2 KRR, Wk e
Pt R IX 22—, FLR 2 LAMS % b W gt ey, FLIR
AT IR AN DU, B e AR ST ARk, A
i DXAFF TN DR BT R 5 T £ P S HP VI
KRHAT TR, 5% et al"iE 2 HPCR
BRI T 150451 05 5% v 16 £ 4595, HP V16U
R 438.7%. A et al' K HIPCRELAY 1
W% 70 S B R HP V16 E6JEIN, BHIEZH N
44.4%, FERT AT T i B A e A o0 i, 45
UESE THP V16K Gy 550 g ms 5% v ik 6 79 1 K
A B DI O, AR R R ZRAN IR T W 6% o e 1)
Y IR I S HP VAR S PRI T R WL W
UEISER

AU o P CRYZ A8 7~ 71 58 4 5 /R iR 1
AR AR 2 R 5 1R S RIEATHPV 16 1
YR AT, 4300 R 31.7%H112.5%, 58 i
P AR 0 U S v T 0% IE B AL, P E
L Z2 52 Gk 27 = L(P<0.05), IX#E/"HPV16
IR 5 B W 0 R AR B G R AT
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Abstract

AIM: To explore the significance of death-
associated protein kinase (DAPK) expression
in esophageal squamous cell carcinoma (ESCC)
derived from a high-incidence area in Henan
Province.

METHODS: Fifty ESCC samples, 17 tumor-adja-
cent samples and 20 normal esophageal mucosa
samples were used in the study. The expression
of DAPK mRNA and protein was detected by in
situ hybridization and immunohistochemistry,
respectively. The correlations of DAPK expres-

sion with clinicopathological features were ana-
lyzed.

RESULTS: There were significant differences
in the relative contents of DAPK mRNA and
protein among normal mucosa tissue, tumor-
adjacent tissue and cancer tissue (y* = 14.655 and
7.998, respectively; both P < 0.05). The relative
contents of DAPK mRNA and protein were sig-
nificantly correlated with TNM stage and lymph
node metastasis (both P < 0.05). In addition, a
positive correlation was also noted in the expres-
sion of DAPK mRNA and protein in esophageal
squamous cell carcinoma (y = 0.743, P = 0.000).

CONCLUSION: The expression of DAPK
mRNA and protein is downregulated in ESCC,
suggesting that DAPK may be related to the on-
cogenesis of ESCC. Combined detection of the
expression of DAPK mRNA and protein may be
used for early diagnosis and prognosis of ESCC.

Key Words: Death-associated protein kinase; Es-
ophageal squamous cell carcinoma; In situ hybridi-
zation; Immunohistochemistry
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(y=0.743, P = 0.000).

g DAPK mRNA

; DAPK mRNA

KE1a):

. DAPK mRNA
2009; 17(31):
3218-3222
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YET AH KB (1B (death associated protein
kinase, DAPK)!" 2 AE R4 3148 3 sh 40 i v
T V1R 5 SR ) e e 5 AT IR A LK) — R (2 9 1
|H. WL, DAPKZ S T 2 441115
5 IEAT, T AN MG B A T TR
AR, AR R, g AR R T K
SO iR AR AR SR 28 B g
M LU 220 7 VR A R 1 A e e R X ]
A8 22 BT 1 B o S T R U Rk ) e 2H 28
DAPK mRNAME (&GO, SRR DK
IWDAPKAE & B AR A K R AR R, S 4kAr il
EE IR EY) R bR,

1 MRRTSE

1.1 T AT b A 23 B B e R DX T R
A2 T IR R e, T 49 RTS8 TE AT
BT R g ity . e 5374, 134, AR
41-72(°F¥59.3+8.1) 4.

12

1.2.1 : S0BARA
A3 R TEIRBERE A . 553 em LN St i 1
R U EHB YA L, FE 7l 1761E
R EE R DL AN B A AR R ), 2640 g/LE
TR, RN, A, L), Y
FIRJE4-6 pm, 73 THE. e U K&
JEAE RAT Y. SOMBIIIAI 28 2 L2 UE 512k iR 40 i
S FCrR LR g T 174, T 1141, TTT2%22
fl; FFIbk T 455678 8 18491, TC ik EL4h #3324
AR RN 2SR NLZ E 1961, 2R VL s s
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JBE 238 31451 TNMAF (3% 1997 UICCIH TNM
A330): 1 -11 169, -1V 334450, Safii N2 7e
PUARD APKI [ i 8 L4 20 =], SPAss 2 21
ez & A AL s 2 S R ER I R A
w). SKHISP:, DAPKERGUMRE, #ikefir 534
1:150, DABR O, JRARZEE G, Qe DM %
F B AT, LAPBSWBAR R — Uk A B 1 5
W AL A T A A . SA-Bio-AP. BCIP/
NBT#E A B -8 A BR AT PR A . J5
R ZRAZ 5 A bRl ERAUB RS b
I RBHVEYEAA RA B4 . DAPKIREN 741
CAGCTCGCCACCTGCAACGA. bpARZprit
TC H) PR RS, B FEE VPR I K S, P 9 3 s 1)
f0.5% H,O, = # AL HE30 min, LLKIE AR TERE
AN, 3% AT A5 IR BT EETC 1 2% (1 5§(0.01 g/L),
37°C, 10 min, {HLARADNAGE & 8 (; BRI B
W20 pLAS G EREF PR AS H(42°C), THAAZ4
hy IS ERET (1 ng/L) ARSI, 42 CHREL N 2458
12 h; 0.1 X ARvEF IR £R(SSC)42 C ), INSA-
Bio-AP 37°C, 10 min; V3% )5 IBCIP/NBT, &
B 2-4 he DI EERER (bR AAE B P .
1.2.2 :
DAPKH [ BHPEAS 5 vk st R AR s (iR, {7
T4 M5 ; mRNAPBH A 5 AR (L SURAT:
Wi, WAL AR, mfr e R BEALIE RS A
PR (5 AN F 3 WL 5¢ 4 5 AS 2> 172004, 4% B
PRGN AT b7 o L B (R R AT 45 SR e e
K FHO VP43l 2 HEOBH 1 41 i e 45 < 10% 4 1
4%, 10%-50% K255, >50% K353 gL ta 5855 [
PEROS: RO R B 148 v BE s (IR (1
Gt 20y, BRBCRIE) (R0 37). RIG 1R
“RHPEE AR gy X G B RS AS 7 Ry, A
Ir<3MYIE, B =34 BT

I FHSPSS13.048 248k, 4T
R FISpearmantH ¢ R T, Krg /Kt =
0.05.

2 BR
2.1 DAPK mRNA .
mRNA

DAPK mRNAE N T-40 i fitd i, s
TR, 0 AT bR A G MRS 5 BoR (R, ).
DAPKE FIER T4l 5T, kst i
ORURE. X AT AR A JE BRI AS 5 oR(GR L, K12).
2.2 DAPK mRNA

e R P DAPK

u A7 5 A 0
DAPK

DAPK
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LRCIE S A X 1 DAPKEIEFRIOIRLAN., FE55REREUSA IR0 K B E SR/ 4AhE R KmRNABYZRIA
DAPKZEH DAPK mRNA
DAPK payi:|
5o n BEIEN(%) V1B PE FEI%A(%) V1B PE
.17 20 17(85.0) 14(70.0)
17 11(64.7) 14.655 0.001 9(52.9) 7.998 0.018
20 50 19(38.0) 17(34.0)
DAPK

R 2 DAPKEBEMRNARIASREBMEIRKENZTN

, DAPKZEH DAPK mRNA
TRIBHHIE > 3
n PRt (%) v\ PE BB (%) v\ PE

17 7(41.2) 0.714 0.700 4(23.5)
11 3(27.0) 5(45.5) 1.554 0.460
22 9(40.9) 8(36.4)
19 5(26.3) 1.066 0.302 4(21.1) 1.453 0.228
31 14(45.2) 13(41.9)
32 16(50.0) 4.110 0.043 15(46.9) 5.069 0.024
18 3(16.7) 2(11.2)

TNM
16 11(68.8) 7.621 0.006 10(62.5) 6.752 0.009
34 8(23.5) 7(20.6)

&R 3 DAPKEHBRMRNAER EBEIIRIARAERME

DAPK DAPK mRNAZRIX

ESSESI
+ 19 15 4
- 31 2 29

A PE

L =

0.743 0.000

HE MmRNARIE S G e S . 4
W ALy O ORIEIR G R (P>0.05), itk
EL 45545 S TNMAy 47 % (31P<0.05, #22).
2.3 DAPK mRNA

DAPKZ 4 K mRNATE & & BHE
ML I RIE B IFAHKR KR, fEDAPKA 144
BEE B 1995 451 b, Him RN A TE B A v 15491,
IMAEDAPK AL (AR LB I3 15451, JimRNA
FEIEBIPER 2961 = 0.743, P = 0.000, #3).

3 iTie

DAPKE N, T- ARG f£9q34.1, AHXS 7 i &=
160 kDa'". & — 5 &5 -1 /45 1 25 11 1 1T (1 22 2
1%/ 95 AT B IR, LA 0 4 M ) A A7 AR
T KA e i /6 F 0. D APKAE 2 B8 41

JELFTZH 23 e H IR 0 2k, it HLi R Ak il S Al
HHCpGI H Ak 2 % V)AL DAPKI 45
P AL FE — MO O X . 5 3 /8 R A
SiAIX . HIEAELZ AKX P-IR, 4 4L
SGEAIXL FETIIXRIE 1 22 SRR K R TN 4
A% /o U5 Bl DX 68 125 /4 R B 1 45 B X 5N -
Ui Z ), 1A 22/ 95 IR A R A R, 51—
AMRSF IR R TR 3L, %R SATPINS: &
K, #5RA A (KA2WHKA2A) 2 5T T 1
FH AR R0,

T DAPKE AL 40 Mo g v F0 il 48 g
RM L F0HIg0 BT R A, DR AR IR ) R
LRI RIEEEAERTY DAPK
FLR R 31 AL G, RIKFRAC, $0H 40 g
R E P8 T A FH B B 2, NI 5% i e
TR LRI . KRR, AR
{160 240 i HH (5% it A BT AS R DL AR 1 A
25 B, DAPKIERRITE IE W 41,
Jos 55 AN BRI AR 20 23 R e A A rh B R A, R
TEJ A 2 rh ) 2RI K T B3 PR AIG, FERIA 22 7
HYE R . DA PKAR K & (1 s 2 A7
SR 1R 2208 ). BF9U 4 RIE WoR, DAPKJEA
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A. Identification of a novel serine/threonine kinase
DL, N 2 A Y SN Y AN
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- 1995; 9: 15-
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fie— A i, B 2D oMl g5 5, FeAr] Grimminger P, Ling F, Neiss S, Bollschweiler E,
N e . e " NN Schneider PM, Holscher AH, Metzger R. Death-
7. AT P ) (u} 22 D
AR AL SR G e L R T i associated protein kinase (DAPK) promoter
MDAPK mRNA 58 A4 &8 2P B methylation and response to neoadjuvant
N L \ . diochemotherapy in esophageal cancer. Ann Surg
FIE 5, DAPKH 1334 F 7% 5 DAPK r
’ Oncol 2009; 16: 1378-1383
mRNAMFRIALE R 2 8] R IFMEP<0.01), fH 3  Tong A, Lynn G, Ngo V, Wong D, Moseley
DAPK mRNAZE s 2k mDAPK ST G b T o of
fi%, X AT HE LS S50 A2 I m RN AR 350 75 [ At Caenorhabditis elegans epidermal damage
fi2%, MDAPK mRNAL S ik st o o e oo B
m % fé‘j 5 E/‘] ﬁE E 2H é/l:l ’fJC #’ /f ﬁ {]M @' 'A_é'? EEE 21 2/':{ 4 Li H, Ray G, Yoo BH, Erdogan M, Rosen KV. Down-
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DAPK[FJmRNAZK-. of malignant epithelial cells. | Biol Chem 2009; 284:
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Abstract

In recent years, non-invasive methods for assess-
ment of liver fibrosis have attracted worldwide
attention. However, although many biochemical
markers and imaging examinations have been
used for evaluation of liver fibrosis, their sensitivi-
ty and specificity are low. Fibroscan (transient elas-
tography) is a new non-invasive technology to as-
sess the degree of liver fibrosis by measuring liver
stiffness. Although Fibroscan has been extensively
used to evaluate chronic hepatitis C and its com-
plications in other countries, its use is uncommon
in China. In this article, we will review its working
principle, diagnostic value, and application status.

Key Words: Fibroscan; Liver fibrosis; Diagnostic value
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Abstract

Abdominal pain is a major clinical symptom in
patients with chronic pancreatitis. Alleviation
of abdominal pain is important in the treatment
of chronic pancreatitis. More and more studies
show that the pain in chronic pancreatitis is sim-
ilar to neuropathic pain. In this article, we will
review the role of neuropathic pain mechanisms
in the pathogenesis of pain in chronic pancreati-
tis by describing the clinical features of the pain,
peripheral sensitization, central sensitization
and changes in electroencephalogram. Under-
standing of the mechanisms responsible for pain
in chronic pancreatitis may have important im-
plications for the treatment of the disease.

Key Words: Chronicity; Pancreatitis; Pain; Mecha-
nism
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Abstract

Natural killer group 2D (NKG2D) is a C-type
lectin-like activating receptors on natural killer
(NK) cells. The ligands for NKG2D are frequently
expressed on the surface of inflammatory cells
and tumor cells, but are rarely detected in healthy
cells and tissues. In recent years, some studies
have proved that there is decreased expression of
NKG2D but increased expression of its ligands
in tumor cells. NKG2D-mediated antitumor
response plays an important role in innate im-
munity. More and more researchers believe that
NKG2D and its ligands have great value for early
identification, diagnosis and treatment of tumors.
In this article, we will review recent discoveries
concerning the role of NKG2D and its ligands in
signal transduction and tumor immunity, espe-
cially in digestive system tumors.

Key Words: NKG2D; Digestive system tumors; Im-
mune surveillance; Immune escape
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Abstract

AIM: To investigate the effects of interferon o-2a
(IFNa-2a) on bcl-2 gene expression in the fibrotic
liver of rats and explore potential mechanisms
involved.

METHODS: Hepatic fibrosis was induced in rats
by subcutaneous injection of carbon tetrachlo-
ride (CCl,). Sprague-Dawley rats were randomly
divided into normal control group, fibrosis mod-

www.wjgnet.com

el group and IFNa-2a intervention group. The
expression of bcl-2 gene in the liver was detected
by reverse transcription-polymerase chain reac-
tion (RT-PCR). Liver tissue samples were taken
for conventional hematoxylin and eosin (HE)
staining and reticular fiber staining to observe
histological changes.

RESULTS: A rat model of liver fibrosis was
successfully established. IFNa-2a treatment
significantly ameliorated liver fibrosis and fatty
degeneration, but showed no impact on hepatic
inflammation in fibrotic rats. The expression
level of bcl-2 mRNA in the IFNa-2a intervention
group was significantly lower than that in the
fibrosis model group (P < 0.01), but higher than
that in the normal control group (P < 0.01).

CONCLUSION: IFNo-2a can effectively amelio-
rate CCl-induced hepatic fibrosis and liver fatty
degeneration possibly via a mechanism associ-
ated with downregulating bcl-2 gene expression
and controlling apoptosis of HSC.

Key Words: Hepatic fibrosis; Interferon o-2a; bc/-2
gene
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IFNa ' bel2 HSC ST AEA BT () [ B LA S TF N o-2a 6
. MMP ’ ’ X 10" U/(kged), 7£8 wk. fESLIG 45N, SIL8 L
KRIET:, A4S, CA3H. R KR

X583 s a-2a  bel-2 FI12 hAR 24K, FH10% 8% 0 LG 2 bR K R
1.2.2 R TG B A F R R B 1)
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03I
JH 2T YAl 72 — DDA 1 I8 00 L [R] J 2E O Al
LS ot 2Rk A8 S L IR 41 A i 5
(extracellular matrix, ECM)& il FE-SHTRA
S T 5 RS A R R LRI (hepatic
stellate cell, HSC)/&: 5 5 JH 41 44k ik B (1) 2241
JHa, At () 95 A 35 B A A A A0 R AR LR T A0
T, MHIHS CHYGE, 75 ST 2 Per 4t
IS H S

o- T & (interferon o, IFNa)fE B3]
ECMIE K, Xt LB 2T AL, fEECMERfi#
DU T A I L SEmE ™, TFN o n] 4 i 2 i
47 )& H 1 M (matrix metalloproteinase, MMP)i%
P, JEREECMBEAE™. TFN o i L3252 MM P
S 2R 4 B A R (tissue inhibitor of
metalloproteinase, TIMP)] LG 3, M2 IE R I
(RIBEAR, A AT 4T 4 Ab 205, (HIFN o 75 g JE ot
11 B T i FELIRT I £ 44k, H AiaE 2D .

ARG B 78 M EETF N a-2a%) K T 4141
bel-2BENATE I, DARIFTFN a-2a%) T £T 4
AT FH AL,

1 MRIR755A

1.1 SDAH, &, HABiiE250+20 g, HF¥
B E B SR R AL, BRNATREGR
AR A 7], WM, PCRIKHI( L
#HPromegan ), SIMIHS % R[], 151
Pubmed Nucleotide3 KB H AIFER 4= 741, 36iE 2
ZSCHERE ). PCRE W i i HEsR A=) TR PR
Al . TFNo-2a B AR SE R 29k Il 3 A

BN w77,
1.2
1.2.1 s SEEG R R BENL A K34 24

WAL (AL, n = 15): 4%0.3 mL/100 gz R4+

50-100 gfiTMEJRARMZHER, N TC W25 6, BY ik
fEde, FCHPBSHMIE2-31K, Pl ARNAstore
W, 20 CAIMAEERNA . 4 T F412UH 100
/LR e, AP TR H . HEZ A
28100 /L REH] i, A7 i A0 D) Fr b 33 1 pled
um/EELLY) ek, VI A emX 1 cm, ¥
FUHEGL (0, Rk gt AR 4 Ge .
1.2.3 bcl-2 mRNA  : KJIRT-PCRILAR, %
HR-actin y WX, SIYFH: B-actin: L
Wi: 5-TCAGGTCATCACTATCGGCAAT
-3, N 5'-AAAGAAAGGGTGTAAAA
CGCA-3'(¥#¥=¥) Jy462 bp); bel-2: L
5-CGGGAGAACAGGGTATGA-3'; Fil#5-CA
GGCTGGAAGGAGAAGAT-3'({1" B4 74 41 149
bp). PCRX N ZH: 94°C TiAZPES min, 94°C AR
35's, 52°CIE K35 s, 72°CHEfHi35 s, 307fFF; 72°C
FEAH7 min.
1.2.4 : ¥RT-PCR/™WTE15 g/LIEfIRHE
Bl EiEAT HYk, FIBANDLEAD R4 &Y
B SATREPEAE, LAbcel-2/B-actinlf) ELAE 73 ) 7R
bel- 21 AIRIKA:, FFREATGEvt 27 Ab PR,

A febnt Himean = SDFR R,
K HISPSS16.04¢ v A 3E47 J5 7253 Hr, P<0.052%
R EE L

2 R

2.1 LR U AR T 2 I AL R AT AL R
FERH 2, RILN 40 Mo &5/ 2580, Tz IF 40 i g
AR 1, PRBE B i/ it (1 21 4 1] B T2 i, H R 21
FOERE (EI1A, E2A); TFNa-2a 1 7 2H 20
JIE I A P e H T A AT S A TR ) R 4 3
B2, AR RN AR, A2 T 2
Z 2 (KB, KE2B); % A AT WL AR EA Y],
WD E R A 4T (B 1C, E20).

2.2 Bel-2 CTYEAL BT 2 . ) 4
IFNo-2a T iZlbcl-2/p-actinf xF W o 5 oAl
4399 50.98+0.03. 0.86+0.03. 0.96+0.02.
IFNo-2a T Tidlbel-2 55 F R 1 3R IA8 B K T4
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Abstract

AIM: To investigate the inhibitory effects of
sirolimus on cell proliferation and mammalian
target of rapamycin (mTOR) and hypoxia
inducible factor-1a. (HIF-1c) expression in human
hepatic carcionoma HepG2 cells, and explore the
potential mechanisms involved in the therapeutic
effects of sirolimus against hepatic carcinoma.

METHODS: HepG2 cells were cultured under
hypoxic conditions. Different concentrations
of sirolimus (0.1-1000 nmol/L) were incubated

www.wjgnet.com

with HepG2 cells for 24 hours. Cell proliferation
was measured by methyl thiazolyl tetrazolium
(MTT) assay. The expression of mTOR and HIF-
1o proteins was determined by Western blot.

RESULTS: Sirolimus could significantly inhibit
the proliferation of HepG2 cells in a concentra-
tion-dependent manner (all P < 0.05). The expres-
sion levels of mTOR and HIF-1a proteins were
significantly lower in sirolimus-treated HepG2
cells than in untreated cells (both P < 0.05).

CONCLUSION: Sirolimus exerts anticancer
activity possibly by downregulating HIF-1a
expression and inducing apoptosis in HepG2
cells under hypoxia conditions via a mechanim
dependent on the mTOR signaling pathway.

Key Words: Sirolimus; Hepatic carcinooma; Mamma-
lian target of rapamycin; hypoxia inducible factor-1o

Wang Y, Xiong ], Cheng HH, Zhou S, Zhao Q. Sirolimus
inhibits cell proliferation and downregulates mTOR and
HIF-1a expression in human hepatic carcinoma HepG2
cells. Shijie Huaren Xiaohua Zazhi 2009; 17(31): 3241-3243
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LR ¥ it , mTOR [, A FLIAE. gk 9724 hig, LIMMTT
HepG2 HIF-loo 20 uL, 4 hf5 5+ bid, &FLIMDMSO 150 uL, ¥
) ) 10 min, 492 nmll & &AL SGIEAME). #E LR
AXTHEIHIZ: HI2 (%) = (-804 44
mTOR. HIF-“f seaig (B0 BT 1A M) X 100%
mTOR ; 1o 1.2.4 Western blot mTOR. HIF-
la PRI AN S AR, W B Y
. L HepG2 . RALSDS-PAGEH K/ &, HEEENCHH L,
mTOR  HIF-1a 2009 50 /LIS WIRY3TC R B2 h. 23 B SRSTN
17(31): 3241-3243 . . .
http://www.wjgnet.com/1009-3079/17/3241.asp mTOR-Ji(1 : 200)s HHLAHIF-ToFi(1 : 200)
AR PLAB-actin—i(1 : 1004 CHEF LR, TBST
PE3UK, 1 1 3000J1 AHRPHRICEHT ARl GElF-ht
05I5 flleG, 37°CHEE 1 h, ECLEL(A, K It PE/
T P30 W) 5 WA A% 2 & ] (mammalian target of AT SER S mean £ SD, B
rapamyecin, mTOR)E i LR SF (A EUI, B Spss13 046 - 44T 5 40T, 241 LU
A EEBOE BT PE, V2 NIRRT RR g7 224007, P2EI] LSRRI S-N-K R .
ik, SRR AR R, T A0 1 g A
TRCL R S i R AR K s DA o, i s E], 2 B
SEmTORFEF PR, YA —FI2 BB 2.1 SW1990 MTT
PUHE 0 B A e e AR ATk, AREIUR 45 R SR, AN R 08 B R 44 B A R
DAl ELAT R UF I U R G . AW FRPUIE I Hep G241 Mu iy, H.HAMH1 22 1t 24 vk i (1 1
JH-EHepG2A1 iU &, MEEANFR LV B 5nx i EJF. #80.1. 1. 104 100 1000 nmol/LZ44)
Hep G241 I 458 X m TORMHIF-1a 5 IFIL I BRE, 41 A=K FIHI% 4351 439.35% 4 3.47%-
oM, BRI AmTORAHE Sy 7 I AT PE . 43.47%+4.25%. 51.12%+2.31%. 60.23%+
Iy TLEM R A 1.76%- 69.52%+2.60%. Bl 25 4E K (1) 184
K, A AE KA B 5 TR $A4P<0.05).
1 MRADA 22 mTOR. HIF-lq
L1 NITHEHep G2ANEPR HASTURAE. PU% Western blotsh Bt 75 (€11), mTORH [ 78 i bt
SR B AR R 2L, ST AmTORZ SEMEDT it 4 o o Py (1423 15243 11 0 B LA L TG W (5 22
0 F1Santa Cruz, SUHTAHIF-1o mAbI FIRND. 5. %1 (7 560 18 41 40 0 P HLTF-1 025 1 (0 9635 0 59,
1.2 AN BT HIF- 1ot 71 1 ERE W) o, 241 10)
1.2.1 DRI AIRET3TCL 50 fpgE B ME XS R (P<0.05). 1EOR [ 24k i 4L,
mL/L CO,MEIBCOB M A H IR, BT g % 5w 24 7] 0 AN Hep G241 il A mTOR
MHET37C. 10 mL/L O,v 50 mL/L CO,v HIF-1048 (110235, I FLsop /6 H 5 254
940 mL/L N, 1) ="TH R4 h B 9% VE I % %5 DI AH G (38.P<0.05).
1.2.2 A BB L A4 (1)H S8 A,
REIEAT 259, Q)BERTRAL, AFInEfzy 3 1iE
W, GYEFHEZ020.(10 nmol/Liy B 5 w]); (4)ir P % 5w (sirolimus), JEFKTE %5 £ (rapamycin),
F 2520 (1000 nmol/LG % 5L w]). 45k 2 AyerstBlF 7Tt MKV i Easter & T 45 FF 5t 1 43
7724 hJa, a3 44Nt B T A S SR T IR N ERE PR R RYIE N M E e
A FR24 h. A HTHE R 1R800 280 i R0 S BE I 7, 30T 4 SR AT 5
"EREE 1.2.3 MTT HepG2 RBUALIE BLAT RLAF BOHT RS . 78 B SR AR
mTOR s BONBUE KA A0 B R e e L AN i N R U2 mTOR, Al N 4 g

B, FEAREFLL X 10PN R Rl b 96 FLAR 1,
EEEFR24 WG, AN L 450.1. 1. 10,

100, 1000 nmol/LIJ P4 ¥ 5L ], RER L 4N
FU, DS 76 2 5 5] 15 9% 55 00 4 B A A B vk 5

JESFKBPI24i 15, JBRl—Fl “DIfieskfart” &2
& ¥)-rapamycin/FKBP12, 3 ZIFIHImTOR
1 IS AR AT e, A 2 0 HL T i R A 1 TR AL
ATV k39 B R H AT, 7 2SR X
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SR (R A R RS S DA S, HIF-
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Abstract

AIM: To compare the preventive effects of
different drugs on diclofenac sodium-induced
intestinal injury in rats.

METHODS: Forty-eight male Sprague-Dawley
rats were randomly and equally divided into six
groups: normal control group, receiving distilled
water 1 mL/(100 ged) for 5 days; model control
group, receiving diclofenac sodium 7.8 mg/ (kge
d) for 5 days; and five treatment groups, receiv-
ing teprenone 15.63 mg/(kged), esomeprazole
4.17 mg/(kged), gefarnate 31.25 mg/(kged)
and metronidazole 156.25 mg/ (kged) for six
days, respectively, beginning from the day be-
fore dclofenac sodium was given as the model
control group. Intestinal mucosal samples were
taken 24 hours after the last drug administration
to observe and compare morphological and his-
tological changes.

RESULTS: Compared with the normal control
group, the morphological and histological scores
increased significantly in the model control
group (4.38 £ 1.41 and 4.00 + 1.85 vs 0, respec-
tively; both P < 0.05). The morphological scores
were much lower in all treatment groups than
in the model control group (2.38 + 1.69, 2.00 £
2.27,1.13 £ 1.36 and 2.00 = 1.60 vs 4.38 + 1.41,
respectively; all P < 0.05). The histological scores
were also significantly lower in the esomepra-
zole treatment group, gefarnate treatment group
and metronidazole treatment group than in the
model control group (1.88 +1.25, 1.75 £ 0.71 and
2.00 £1.07 vs 4.00 + 1.85, respectively; all P < 0.05).
There was no significant differences in the mor-
phological and histological scores among each
treatment group (all P > 0.05).

CONCLUSION: Teprenone, esomeprazole,
gefarnate and metronidazole can exert protec-
tive effects on intestinal injury induced by non-
steroidal anti-inflammatory drugs in rats.

Key Words: Different drugs; Intestinal damage;
Non-steroidal anti-inflammatory drug
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Abstract

AIM: To explore etiological differences among
erosive esophagitis (EE), non-erosive reflux
disease (NERD) and Barrett’s esophagus (BE) by
comparing their reflux characteristics.

METHODS: A total of 105 gastroesophageal
reflux disease (GERD) patients, including 35
EE patients, 34 BE patients and 36 NERD pa-
tients, and 30 healthy controls were enrolled in
the study. All subjects underwent esophageal
manometery, 24-hour ambulatory esophageal
pH monitoring using the Synectics Digitrapper
MKIII and bilirubin measurement using the Bil-
itec 2000.

RESULTS: The lower esophageal sphincter
pressure (LESP) in all GERD patients, especially
EE patients, was lower than that of healthy con-
trols (P < 0.05). No statistical significance was

www.wjgnet.com

observed in the LESP among different groups of
GERD patients. The amplitude of distal esopha-
geal body contraction and the percentage of ef-
fective esophageal movements were both lower
in EE and BE patients than in NERD patients
and healthy controls (all P < 0.05). The acid re-
flux index (e.g., DeMeester score) was highest in
EE patients. The bile reflux index (e.g., the per-
centage of total time of bilirubin absorbance lev-
el > 0.14) was highest in BE patients. Only 52.8%
of NERD patients had abnormal reflux. The per-
centages of double reflux (acid and bile) in EE,
BE and NERD patients were 68.57%, 84.38% and
63.15%, respectively.

CONCLUSION: The majority of GERD patients
have abnormal esophageal exposure to both acid
and bile (double reflux), which tend to contrib-
ute to more severe mucosa injuries. Bile reflux
may play an important role in the pathogenesis
of Barrett’s esophagus.

Key Words: Gastroesophageal reflux disease; Bar-
rett’s esophagus; Esophageal manometry; pH
monitoring; Bilitec monitoring
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(EE).
(BE)

73 105 GERD
EE (35 ). BE (34 ) NERD (36

), 30 ) 4
24 h pH
gZER. , GERD LES
, EE (P<0.05).
EE BE
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" *g* *&l’ﬁ’- NERD ( 10541345 24 B B 146 £+2007-01/2009-01 1112
H ! Y ol N RS ~

S £<0.05). DeMeester EE  f{ERi, HARmrEsmm. 1Tk,

GERD - BE - Abs=0.14 BRI S S, 5

0

- NERD 52.8% 534, L5201, U 18-85% (F1457.24£11.32)% .

&3E ! (551541, N A0S IR, 34

BE 68.5TU%EE ). DHESIEAOVICHISH, LIsH A xIAL 59

84.38%(BE ) 63.15%(NERD ).

Zit: GERD
R BE
XEEa): : Barrett's
pH ;
. Barrett's
2009; 17(31):
3249-3254

http://www.wjgnet.com/1009-3079/17/3249.asp

0 51

H &8 it i (gastroesophageal reflux disease,
GERD)JZ 1 B WA B 5 SRR (%)
IF IR B9, e R 438 WL, 1T HL ™ 5% i
NATTIAE NS B i . GERD R 43 BEREPE €4
(erosive esophagitis, EE). JEEERVE & it dpi (non-
erosive reflux disease, NERD)F1Barrett's & &
(Barrett's esophagus, BE)3F2Y, AN[AZEM K
FENBE B BRSO, L RIR AL TR AR VA T Ak
AL AA R EE & 1 S i DR R0 3l s 43 =5
Y% i, NERDAR A ORI Y88 R R
PUE A Sk TBEAE A A2 — T i i A2 th 4552
KA. WK, + 48 () IBEE/EBE
KRR bl mEAEHY, ITEK X TGERD
AN TR R BRI G 3 S R HL I PRI AT 90 45 18 AN
5845 X TEE. NERDSBE—=# &IHHLH
(P &rA LLRCIE FL e /b, (R I AT fid R 4 1)
A 0 B A AT i A R BT 24 A2 1
ANFZEBIGERD &8 S A e 8 I o 1) £ 8 0 s
Je24 WEr i p HAIEY T S [R] 20 Sl A5 A SS Hdls,
Pl &4 21 AR 5 I SO R AR RE R, R AN [ S B
GERD 8 1wl e AR AL

1 MRRSA

1.1 GERD £ Fon FR 20 (fid B G I ) 3135
1. GERD & E NIEAREA E A B 1) R Fihie stk
(PRI B, ELGT RE 3 1R A 3% o o A B A 47
T (R AIE SR, fTfs NIEGERDY ] (St

TG RRAH AN EREAR, TR S A S 2 v
P, OIEFAR S JrA NE 3842 WA
. B 24 hEr S pHAIIHA SR, A
P b SRR AL LY e X, Kz
RAF G50 44 (DEE4L: Wi Al L& i B
BRI = 35) ; (Q)BE4L: WHI WA m B
SR B AR b B BCAR BT A  BRAIE 5k
A = 34); (3)NERDZ: A N AR WL
BRI (0 = 36); (4RI ZH (fa G I
H,n = 30). 4A4LEE AR ML S S
B2 . AR E ARG B ZE 5 it
T, NIk 35 S0t Al .
12
1.2.1 : i fHOlympus EVIS LUCERA
CV-260% HL 1 Py B, H1244 [ PR T . s
NEERNZ W AL IE A5 SR
1.2.2 : ffiH Synectics PC Polygraf% &
AR B SRA S A R B HEE R . 4 AL
FANSE, KM EREhENl a8 N4
JE 77 (LESP) AN I £ 48 44 5005 0 504 L e (R
/K5 mL, [A1FE30 s, TA109K). & A HbG shik
AR DN Re(BLFE B S B s Aa iR B . B A
i Bt P, VAT U B o L),
12324h  pH : X Tl Digitraper Mk
[ITABilitec 2000(%i 4 Medtronic Synectics A @] 2E
PRI, 72 TF S p HAIEY T e 5%, 32k
HR A2 A AR AT d, AR
FIRE W3 12593 d. 254512 h, KA 2 g
B R BRSSP, EREL. 8
Bl1; AR n] e 23 5% IR 45 R 1 R R R R
PR, ORI
KHRHET = 5ES
R i, THECPORER R 7RG BT s
SPSS13.0iE1T43HT, P<0.05 4 e il L.

2 FER

2.1 GERD# 45X}
FRAIMI LG, LESH R R AR A, UIEE
ZHMBEZH & B 1.(P<0.05). K IMLESH K
ZER TG L. BEAUMBEZ (i B fr i
Wi R 43 9 4 (36.80 £ 19.41) mmHgHI(34.97
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&R 1 GERDEZARBELEUARXIREBRER N

BEWYERIE(MmmHg)

paxi:] n LESEER/E(mmHg) FREE EREE IR REBIUNYE (%)
EE 35 11.72+ 4.45% 37.08+ 18.24° 36.80+ 19.41° 49.86+ 8.21°
BE 34 12.47+ 3.17°% 59.74+ 19.56 37.97+ 18.36° 53.41+ 7.02°
NERD 36 15.89+ 5.24 63.51+ 20.13 69.22+ 16.97 78.23+ 8.95
30 16.21+ 5.33 67.32+ 19.25 74.41+ 17.53 90.35+ 9.63
°P<0.05 vs

R 2 GERDEZAEXEEUARXIRABEEpHESN

3 H<48)8 %
4548 " @li:ﬁ‘f - DeMeesteriT4) p i< BEER s )\
BRE KBJIBIRRREL Bta EMZBIE]
EE 35  188.71% 129.38°  19.34+ 12.66°  124.21+ 70.42°  22.34+ 545° 19.56% 15.42°
BE 34 16252+ 120.63°  15.89+ 10.83° 88.63+ 61.12™  19.11+ 2.32° 17.32+ 15.44°
NERD 36  143.35+ 118.66° 8.25+ 5.79 57.25+ 32,34 1851+ 0.62° 10.14+ 6.37
30 39.62+ 29.32 4.81+ 2.04 8.01+ 3.25¢ 2.35+ 1.53  8.69+ 3.45
*P<0.05, "P<0.01 vs ; P<0.05, P<0.01 vs EE .
+18.36) mmHg, W] WAL TNERDAL SO 4] 2.4 GERD 305

(#41P<0.05), EE4LFIBE4L A L4 it 24 % 5+, EE
A R T BB W A R R ] AT T A - A
(P<0.05), BEZ] XNERDZ1 %% M 25 2 L4 vh-2%
B X. EE41 KBEA 4 1 B A R 30 1 7 Le sy
W] ZAK T NERDZL 6] B4 (P<0.05), NERDZ Y
o L I 22 S g2 ().

2.2 24h  pH GERD# 4%
SRS REL . pH<4 L[] P14 . DeMeester
PF 0 S5 R S It 4 b B 6k T 6 BELAL(P<0.05).
GERD 20 W] B2 S Ut A R B B p H<4 S N 1] 7 53
tb 2z ¥ ge it 24 m . EEZARIBEA] K I (] iR
SIRREL K I Ia] . S p H<d M I 8] 7
53 LEW S = TN ER DAL S R 21 (P<0.05), LAEE
Y m(SBEAL ZE LG4 ), NERD4L Y
XA ] 22 S e g v 27 L. EE41DeMeesterit
Iy e, BE4LIXZ, % GERDYL ] 2 A5 4 i 2
X (#2).

23 24 h EEZ Al
BEZIAHTT [ it Mk 8. Abs>0.14 5 I 8] 11 3 b
SRR bR T 4], UABE4L 5. BE4LEL
EEZH Abs>0.14 50 ) 71 43 L3 s G v 3 X
(P<0.05). BEZHXNERDZH AT 5 7 & F6 b7 38 o
ZESEWIH A ST . NERDJHY T S it s 8
S Abs>0.14 50 ] 1 4 B s 100 41 (P<0.05),
FCABARY S AR R0 B AL TE I B 22 e (3R 3).
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REXT 24 hi & pHIR I DeMeester VT4 44
8.0143.25, Abs>0.14 L1 [8] 71 43 L P34 4 1.98
+0.86. LUE I 95% i Hext B 1 R4y [, R
DeMeesterit4) =13.56 49 FLVE IR [ b vE. LA
FARL95% 1 et P H AbsTi [, BIAbs>0.14 1
INFIE) ¥ 2 B =2.23% 0 i P D GERFRHE. 105
BIGERD &, 47194 ok AR KR I BEVE [
MALHNERDZL1741, BEAL241). 86414 %5 2
PER T, AR RO g 141, gl
R EF W TRE R 634, EEA.
BEZIFINER DAL HR A [ it 2 oy 8- 23 #EE:
S NEL T LA 53 501 R 68.57 %« 84.38%
63.15%, Jp3 Bk B Al R S It KB 0 il R 20%
3.1%-+ 37.6%, S FRPE R Al 0 Bt R A 4 oA
11.42% 12.50%. 5.26%(/&1).

3 171E

GERDJ&—Fh 2 K 2 T BRI E W2 HEm, %)
JRALRAE, T AT R, i T
25 AR A AL S A, DRI o H 2652 2
] R AR RAT R R, B R
TR RIS AT A ey A A, NER DIy 5 L,
EER &R & RA . BimA LR M, BEf
RIRER N B . ST GERDIFIR KA
LI FEAR 2, AN FRZEAYGERD &35 I AR AEIR

LRGE 5 ¥
GERD
EE
NERD

s

3
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"2REE % 3 GIRDEZAELBARNRABNESIBTRABR
pH 08 ) = gvi Abs>0.1484/8/ 54t (%)
BIRE BB SRR E Bt ENIVEN]E]
GERD EE 35 112.54+ 98.25° 17.76+ 10.29* 16.04+ 7.25™ 14.25+ 10.01°
BE 34 141.32+ 109.33° 19.32+ 12.34° 23.12+ 15.41° 16.89+ 11.14°
GERD NERD 36 78.54+ 56.41%° 4.83+ 2.29° 9.33+ 4.14° 1.24+ 1.03°
30 12.76+ 6.97° 2.15+ 1.36° 1.98+ 0.86° 0.83+ 0.62"

P<0.05, °P<0.01 vs : °P<0.05, %P<0.01 vs BE .

30
%g OEE
< 15 B BE
18 B NERD
0

1 REZEGERDEE ML BAILLR.

AEARL, AR £ 7 R0 S0 £ BT 40 R S5 VA 7 1R 280 R
AN, P REAE (T A HLEIAS 58 4 AR [ 2.

Z BT BonE) )y 5 2 GERDIW AL, b
B EE THRANMEE ARG, BH
TR A T iR NI B G 4. LESPRE
&S —ub T B A NIFA s (transient lower
esophageal sphincter relaxation, TLESR)/& 321 ¢
TR A R IR KL, AT RO B I B
B it g v R &Y. S B Ao T
WEE RS ARSNGB M P FIE - . &
FUIREE ) AR R T 40 W R AR IR A 3 55 22
DT 25 R 43 LT S S R B A L AT 21 Bl
1E R R AR R, PMNBELL er al“'HiE, GERD
FET IR B E  i U 5T)  E FH AT 280B 4 R A1
THERO R, B S5RRAEEE B A SG, R
£ 3 i R R P A AE SO R AR AL A
WA B R 45 R R, SRR, AR
KR GERDEH BAFAEA L &3 )
FH, R N EERANE LR TR 8%
AT 2t BB AL A I8 R ARG« A 00 20 71 40 B kAR
&) )y e H EEA W] 8, 1 N kil — S
TIAh, RG24 Wi B pH KA S el 45 K
2R, BE4L R BEALA =B AN )R S A IEY
T 7% TR RS2 I TR YN ER DZH A ) 4 I I8 4t
K, M ST, 5 SR L UL B
— 3, PROR241 B TR B b S R e
JIAFAE SRR, R BN B £ 5 R T B JE IR,
WO F) B SR IR £ T S O ) E TINERDZH
BF BAMAFIELESPIS J) 1 e K W) e 57t 5 S

R LB A B ik i B A ks 20 A L
P AN IR, 5 BT B8 ) Wi mT, kTR o R
3PP GERDZE A HRE M EEAINERD &4 55 T
R A SR AL A28 1T G EE X BE
SEE IR B S A S B

EE2GERDIWH WRM, ZHUEH A IR
0 A ROUREIR, LN BE T RIS 47 A B
H AT AW RS B s benG . Rt
WA B E SR O, H(CE R H B O
K+ 35 AT BRI ) & i34
AR E R, A BRI B G
SR EE . R Z R RN b LSk A
Koo LR Z g RS RIS S5 R AL R ILEE
Y4B HLES K& BRI D ek iG] 2 8 T BE4]
NERDA, &1 Ot SN i fabn b B 5 i
THWEE PR EMNERDAL, b s mefr i
1% 2% = 1 DL I 25y T FrDeMeester 23 1H i w3 1
HABGERD 4L, X SEEE A IR AREIR &
WBERIUARTT, SCREEE R 2 B 5 1R =
WK RED), 5 BE R SR B ™,

NERD/ZGERD i W RA, 25k
GERD70%"™. XK EHAT RO KRS I
BGERDIEARF B E IR, NE N L EER
FECARE 45T, LI R IR ™ T AR B S EEAHA,  FLXT
TR R F 257 (proton pump inhibitor,
PPI)%5 (13697 [ N AN ANEE £ 38 FRAR, 25305 i &
H 32 0 $LRNERDAMIEE Al 4745 AN R 1) 5
TIFUESE R SRt T A er al'HIRFTL R,
it A L, BARNERD S REHHLESYRER) 2
#1, {H 5 NERD4 L, RE&EH WLESH: EUEAE
RS2 HUE 2, MINERDMAE M DhRese i, $éR
REFINERDA AN [A] 1) B &8 28 A4k B b Dy fig
fill. AWF0R I AR S FE41 L, NERD. BES
EEALESTfie 432 401, (HEEZH iz #., NERDZH
MG, BAR AT 0 B R AT S L 42,
{AENERDA 3 (& M D pe il e, &
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J5R 1 fE 70 JC W b, A AR B O A R
T AT ANERDEE AN KA N B T 8 R4
FHARW L WoR A R AEIR 36 HINERD &
WA 52. 8% A7 AEJ FLPE S0, 5 [ P AMRIE A A
FIEWFURIN, 1EH TR R INERD 55 0 1 B
PEm T 5 SR . NERD R ISR Ik e
R, AN R BORENY, 8w
LR A O FER A T e S NERD AR AH
M DR W b mT 55 R R TRE R 1) 3
OFEPE. PPIALS. M/ HF RN B, 4524 h
pH AR W D55 7 i S oA B A BEAR O, B
BIRTT AN, SR A5 IR 2 AR 2 LA T AL

EAR W I R A B E R 3 A ik, A
BEJ& T g 22, IR A 0 %0 0.5%,
AR AR 12 1 B EW 11 2L A8 H A 5 B I K
X. BEGKHIH &8 RIRA R, ATETER
P S A2 B Ak AR AR AL, Wl O B
RGN —FEA R, + e NEY .
JIR 3 R T A5 B E I R AL A
A, A 42 S 0 O ) ARG L b R 2 A, AN
T U0 RIS b R v 22 8 R T A 1 5 AT IR
oAk, #E B4 16 52 ok F Hp e B T R Barrett
LR BR - EH A AR 2R N &,
5EERIEEVMK, + 2R E a8 KR
(duodenogastroesophageal reflux, DGER){E H &
IR A P SRR SZ 2 FEAE, HOR IR
I BE B A OGHE. Barrett bz 5 B A=
5 B8 R 3 R S B 3 N 6. Buttar er al''
R, KT e T B EFIHCOX-2
Fik, WPGE2/K VT, FEEFRMRIE. &
E AR N O B, PR AR KR E HIE, nTRE s
BEJE . AR AR FE R S AR I B S5
K. AU Bon RATEIR SRk AL S O T,
A0 LG S$COX-2Mle-mycf)_Eif, e b vEpH
{EIRIE AR,

Hak et a/"'ff1IfE R TF51 % B, NERD. REFI
BE IDGER K A R AK K3 5y, BRFIAHTT ¥V
& A GERD W LB K. s s s
ik et al'" VLI E B K BB RS
SRR, B T IR R R E R R
B, Ja# s o E, IR IR (EBE
R T R vh R P B R R A
skt et al' ST T AN OIS AL A S5 SD K B
B, IR R0k, Cch B E R
+ ZHR MR, TERRYT TR SO B
Xof S5 SDIR BRI B2 A 7 R I JC IR Y
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(A B BUE A R A 1 Th R W Barrett |
Bz B, TG R T R R B A
THRR A S 47 Barrett b Rz HUBE, H#EDBarrett
TR R R AT R IR A R R 4
. AWFFTAT105HIGERD & # (124 hlr b &
EpH ST S I R, 46K 2 U EERIBE &
F YIAFAEIR FEE SO, GERDA4H 11 S i S A v
WLOR A ROt 53, BEAL IR G 7t M i ali
AR St A e, 5 I Y AMIFFUARSE. DL RS
FERMAYT S AEBE S £ e R A i AL v oy
A BT BRI (VR A SO S AT R AR
PE. BRI BER R, MR G IT v L Mg SLAE IR,
35 N FH A R E R R RGP 770 B s )
290 O3 AT HE B, BRI A
I BE & AE FH 1/ ik — P IR KA. st
SEXBEM NG FiRIT A — it EiEd
BT SO B BT RO R O .

A W: EE. BE. NERD 3% A A28
GERD & # YA AEAN R FE B 1) 6055 8 ) B ig A
SRR . BEALIBE B I BERS . R R
TR B ) S U JER
Kt O ZRE T e SNERD A ARG, YT
SAEBER R B o A A R AN
R PR YR 75 S I A GER D R 1R B UL S i 2%
Y, LK £ A R0 R 400 2 A P A R B I v e
HE. N EE AN AR S 3 D g 52
FEBE 73 B R RN E Y s St A7 00 14D 22 vl 3 4
R 3P [AI B GER DI A L. SRR
LNl L HEAT B BOW B ST . 24 hiEEpH
FIR YT B[R]0 Wil rT 4 A R 28 2 GERD &
BRI AR S22 IS W R T S AL B,

4 ZEXM
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TAP2ERE 75K iEfEEZ SHERTE R kR B IEAIfE X

' no ’ Abstract R E
832002 AIM: To evaluate the association between the
: : genetic polymorphisms (Tap2379/Tap2665) of the .
835000 transporter associated with antigen processing 2 ,
" 830002 (TAP2) gene and esophageal cancer (EC) in Kazakh
» No. 30660161 ©75 ), No. population in Xinjiang Uygur Autonomous Region. (C677T).
2005CCA03700 P4502E1
2006 , No. 206167 METHODS: A case-control study was conducted  (CYP2E1)
2007 C?32136 804 » No. using 165 EC patients and 33.0 control patients
; : who were e?doscoplcally diagnosed as non- LMP2/LMP7
; esophageal diseases. Tap2379/Tap2665 genotypes  ,51637
TAP2 ’ were detected by polymerase chain reaction- HLA-DR9
, , 832602, ,  restriction fragment length polymorphism (PCR-
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RFLP). A conditional logistic regression model
was used for data analysis.

RESULTS: Tap2379 genotype frequencies were sig-
nificantly different between EC patients and control
ones (y° = 5.295, P < 0.05, OR = 1.750). Multivariate
conditional logistic regression analysis showed that
history of esophageal or stomach diseases and fam-
ily history of esophageal cancer were significantly
different between EC patients and control ones (=
4.797 and 24.803; P < 0.05 and 0.01; and OR = 2.160
and 3.638, respectively). Individuals with Tap2379
A/A or A/G genotype had a 1.673-fold (95%CI =
1.115-5.511) increased risk for developing EC com-
pared with those with Tap2379G/G genotype after
excluding potential confounding factors such as
age, sex, history of esophageal or stomach disease
and family history of esophageal cancer.

CONCLUSION: Tap2379 genetic polymor-
phisms, history of esophageal or stomach dis-
eases and family history of esophageal cancer
are important risk factors for EC.

Key Words: Kazakh population; Esophageal Cancer;
Tap2379; Tap2665; Case-control study

Zeng TX, Zhang HF, Lei L], Cai JF, Li F, Liao PH, Qin JM.
Correlation of Tap2 gene polymorphisms and genetic
factors with esophageal cancer in Kazakh population
in Xinjiang Uygur Autonomous Region. Shijie Huaren
Xiaohua Zazhi 2009; 17(31): 3255-3258
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Qﬁéﬁiﬂ ( ) T WA 6 5 5 T p2 3 DR 45 25 M S ME BF 5 K W,
RO B S, hy R R I A e R 95 R L
g 12 ’ W, ATE A B TR 22 i S0 6 B R F 4
165, 330 ( A BE SRR R, i TS
HLA. DR ) ’ P ATy LT i
Liwrs  (PCRRFLP)  tap2379 ap2665 | HRAIDA ) ‘
PCRSSP 42 Logistic 1.1 2005-03/2009-08 7 7§k s 15 Ik S 4
HE X 75 7 P 5 2 I S WA 5 3 W £ 5 T
- 258 Tap2379 16501, 3300 X IR 340 KV T — i
HLA DRBI ) 5
7 (00=5.295, P05, e 1 yip i gl R S, MRV TR
s, OB = 1730); L%mw2 : R DK I RE, AT bR 26 41 U B
PRE10%O! (o = 4797, OR = 2.160; = 24803, OR — ¥ VL HAFER. IR (F: R,
3.638, P<0.05 0.01); . . PR TR ZEAEILES S . EAER— X, 55
. {51 RIS T 440 4 2B A s (R 45 SR 14T M
, Tap2379 A/A  A/G PR AT MG A, WA () — ki
G/IG 1673 (95%CI i 4Ry, PERI. WSHRRWLEGHE 225 hi: Q)M
= L115-5.511). fro RIS AR S, O . R

518 Tap2379 G—A .

Kiia): ; Tap2379; Tap2665;

. TAP2

2009; 17(31): 3255-3258
http://www.wjgnet.com/1009-3079/17/3255.asp

0315

AT e EE S T SR % R (W ) A2 e )
R R, MR R R S BRI )
JHCGPIAH IR, HAX 6 B AR A RE PR Y F AR DY &
HRRIL S B(C677T) 4l (1. 32 PA5S02E1(CYP2E])
ZAMAAAAZ HAE Y, G ORI LM P2/
LMP7%:3E M 2 41 K HL A-DROBH #5535 515
W B A AEAH DCHE RS P I T G iz
fA(transporter of antigen processing, Tap) &+
FH LA BN R A R (major histocompatibility
complex, MHC)- I FRAHIE Gt i B i A2 g —
PSS+, FEMHC- 1 2890 7 1 G S i 3 T
Tk T EERE, Tap A 24N, L
2 A PER 0 3 IR B HE Y, T Tap2 kK
(1) ERAN G PR DA Al P 8 3 SO 70 S I ) iz ¢
FIE P R KA, Tap2 3L K 2 A 15w 3l
i LS S IR 1 R A A P Tap2379
7 S A TR T e DU €T 1 f e I 3=,

oK B KRB AL ABK
o AR Freoe s G MR
PR M BT R SR . A 5k PCR
(1B EBiometrazs @); EOHL(EE Thermo2y
), EEAMIE G EE A (AL B AT A A D),
DI LA TR A W), PCRY HAF: — R
Tl [ 40 1% 7 2 (ANTP), Taq, 10 X PCR Buffer
MMsp 1 WHIEG(CRIZE R EWAT]), Bstu 1 W)
i (Fermentas 2 1)).

1.2 0 9] R OnT YY) EOHT 4 I
-80 CARIML PR A7 £ H . JEDIZH DN A$E R H ) -
- LV A R DN A 281% 58 i
B I FEL UK 36 AIE. PCRY™ I BT (I 1K1 5 | 41 2 1R
CHR[12], Tap2379: F S’GCCCGTGCCTTGTAC
CTGCGC3' RS'ACCCCCAAGTGGAGCACS,
J£212 bp; Tap2665F5'-GGTGATTGCTC
ACAGGCTGCCG-3', R5'-CACAGCTCTAG
GGAAACTC-3', 3227 bp. W W AKFH25 uL,
JERZ4IDNA2 uL, 514)(25 pmol/puL)%0.8 uL,
dNTP2.0 pL. Taqi(2.5 U/uL)0.4 pL, 10X PCR
Buffer(£iMg*)2.5 uL. PCRY" 441 Jy: 94°C il
AZPES min, 94°C, 45 s. 56°C, 45 s. 72°C, 45 s,
IL35AMIEER, 55 72°C 4E{H 10 min. Tap2379 PCR
FEYIBsra 1 YRR, Tap2 665 PCR7=4)
Msp 1 WYIEERGY), ¥937°C/K#v12 h. B§D) =)
LI B 46 5 3%t bt vt Fse P ik 468 o L D Y,
FIDNA Marker [ (100-600 bp){f: k2 i, Tap2379
FER 33 F0: G/IG. G/A. AJA, A BEK S )
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R 1 Tap2379ERZSH SIEREEENXR

R 2 Tap2665ERZSH SIEHREEENXR

FRBILRE MIRBERZME A

TRPILEE MREBERZIE A

B2 ++ +- == St FREA s ++ — __ Sit

+ 4 26 38 68 + 10 36 22 68

- 10 45 42 97 - 15 43 39 97
14 71 80 165 25 79 61 165

x*=5.295, g = 1, P<0.05.

x*=0.130, g = 1, P>0.05.

*® 3 IBHREEENSZERF LogisticDIDH

ROPRY WER B

PE OR(95%Cl)

( = ) 0770 0.352 4.797
( =) 1.291 0.259 24.803
Tap2379( =GIG ) 0.515  0.207 6.185

0.029  2.160(1.804-4.304)
0.000  3.638(2.188-6.047)
0.013  1.673(1.115-5.511)

J3193+20 bp. 213+193+20 bp. 213 bp; Tap2665
FEIF 53R A/AL A/G. G/G, FrBEK 251
}227 bp. 227+207+20 bp. 207+20 bp.

{ii FHEpidata 7 83 e, % H
SPSS13.04 TR AFHEAT 00T, LAT & 200t 9 )y
Kr% . PIHJZOR 95%CHifi i tap2665 K tap23795%E
D] 22 285 P A0 90 181 FKT AL TP 1 23 A 22 e, 2T
FLogistic/HEAT R B30, 10 2000 Bk
KR J ) o s

n, I HIEME: E(ny) = (ny+n,)/3, n, /5 %:
Var(ny) = 2(ny+n,)/9, n, (IR AE: B(n,) = 2(n;,+n3)/3,
n, /)5 25 Var(n,) = 2(n1+n3)/9, % = [n,-E(ny)+n,-
E(n,)]"/[Var(n,)+Var(n,)], OR = (n,+2n,)/(2ns+n,).

2 £R
2.1 BTG AR, S EmA165

foil, Ferh 5510749, L58%1; *tHEZH33041, 5
21441, 11681, 240 2= RELE 247 X (= 0.000,
P = 1.000); Ji ol 241 4F-14335.33-80.20(°F 34 58.425
+9.681)%, X He 4 4F1%5833.58-80.40(°F1558.715
+9.432)%, 2 =R LG H2EE N = 0320, P =
0.749). JRAFI LRI BRZH PRSI AR08 o0 A1 Y .

2.2 Hardy Weinberg kI N
Tap2379F1Tap2665K: K B 4% & 75 F|Hardy
Weinbergist {5147, K4 [ ZH Tap23 7955 DA A At
FMEE SN EE AT IR, ZREgIH R
X' =4.771, g =2, P>0.05), Kt 2 Tap2665
HE R R R W SR S IR AT L, =
TG m Xy = 5.672, g = 2, P>0.05), #itH]
Tap2379 1 Tap2665 %L DA Y A4 35 B ikt AL 11,

www.wjgnet.com

HA N

2.3 Tap2379

FK1PTR, PLTap2379R A 744 RU(G/A) IR AR
ali G R(A/A) Bk R, L “+7 ROR; Tap2379%F
UG I(G/G) N AEREE, L “-” oo 1121
XF, B FAT3H, IARE], 24X B, =38
TGO NI REAL A -y ey s
Ay ey e 210 2T HEREIA R T R Ky
= 5.295, P<0.05, A g X, HORME N
1.570(95%CI: 1.069-2.303).

2.4 Tap2665 x
2/17R, LATap2665 R4 H4 BI(A/G) MR A4 &
H(G/G) M 25, Lh “+7 IR, Tap2665HF A 4045
RU(A/A) AR RE, DL “-7 FoR. B w4l
X B4 Tap2665HE K R /AR 221 © 20X} 8 k)
(KR T, «° = 0.130, P>0.05, 2R ICG T F i
X, HORTEH }11.096(95%CI: 0.667-1.801).

2.5 Logistic K
WEFONAERE . PR ROE . o M 55 ) ik TR
Fe R Z R 73T TR TR, A — b4l n]
REIFIE AL . SR G 1) A VR A= R 38 R4,
A DR ) B EUE O S B R R
R R R 25 A0 AT R U Tap23 7956 K 2 26
PEBIANZ IR E 4 Logistic R, Fl &0k
HEAT )M, g5 o A 658 5O B S A4
SR 10 U A2 TG0 S 1112.160£%(95%C1 =
1.804-4.304); 13 B899 S5 S A A SR BT e 11
U TE 505 2 13638415 (95%CT = 2.188-6.047);
RS T B O B S L 1 S S
L, Tap2379RZA/ATY K A/GTY 1) S 9

Tap2

Tap2
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. @ 7R

A S G/GHE 1.6 7365 (95%CI = 1.115-5.511).

3 111E
Taps&—FJE T-ATPZ; & W KR s A,
H1 Tap 1 M1 Tap2 P4V FRA 20 i, JF DL 2RAKH)
TR AEAEH. Tap2 & K 2 251 5 2 Rl g
(KR AEARSG, HIL S DUR BB ArEA e,
AT F FHPCR-RFLPH; A 43 5 %1651
W T B 7 90 995 191 55 3 30451 % B PR (K Tap 2 35 [
ZAMEMATRN, 45 340N, G R,
Tap23794bG— A A8 J2 IE I £ 5 9 1 fa
ZE(y® = 5.295, P<0.05), 244 H(G/A) L 548
T (A/A)EL BT AT (G/G) RERE 1 Ak 25 AL
1.5704(95%C1: 1.069-2.303): Tap2665 A % I A
AR (7 = 0.130, P>0.05). st RITT fig & Jilosd
S0 MAE 5 1 AR B R, O SRARAE T g AT
— ZR A G 5 SRR 1) AR HU AR S22 28 48 11 2
i JEOMHC- T 2850 7 BRI PE P 5 As
BEAT PRk 2 IR PEDUR (M PR e
BEPL A5 )R G2 TR G ok 1) 2 L
— ML, B BRI CRE I (TAP) I
T BEIRTT. Tap23794k X Tap26654b47
T2 2 78 NE: Tap23 7917 EG—~ A2 2
P, 2 AN T EUR Y Y Tap2 8 (1 5537907 214
T HIGTAE N ATA, AHIY 153 3 5L i 251
FR(Val)As by e & R (1le). Tap26654bfF{EA—~G
M2, %25 SR IE M Tap2 4 155665
72 T HACAEHAGCA, FHN I T B I
1% tH 75 2 R (Thr) 22 N2 R (A la), X 2 &1
FEIE 5 NG A7 AE. PUR S, s Pl
fEPUR R M (APC)N 52 R4 & R & EN
il 54 )(LMP2/7/10. PA28)/K i hi K & 418-10
ANEIERR KB, AIE K/NIPUE IR & R TAP
JHLJ 0 PR R 25 R, % BE G AT PALRE, 7F
P 254 IS TAP L B AT PR 42380, ATP/K it
TR RE AR AT TAP — JRARZE 1) A 5 1% s 3
TETF TR, ) P e st R i R 2 A7 T P Joi Y
frs WU, fEtapasin. calnexin. calreticulinff] /]
YER R 55 P95 9 o T & il 4 6 e B M H C- T
o/ B2mar T LRGSR g, AR 2N
MHC- | JUsIkE &Y. Lkt Rkis TAPC
FeTH, BECDS™ TN ML A MM 5 S fo 9 3 2
Tapk P[RR 2 85 1] fig 2 B Tap ik T FEEk
ThAeksfs, M Tap P RERRF BRI N FEHCK 5
JHIRE PSR AN BE Wl A R 5 02, AT Ao T R 3k 3

G WAL,

A RAEE RS ol EAEH . &
ARSI NN =3 g S S S
fit A4 R Tap237967 A/AT K2 A/GRL Ak
ST ) XU £ G/GTL I 1.67345(95%C1 =
1.115-5.511), @& X Bl B — AP EDE.

4  BEWK
1 , . MTHFR
2007; 23: 937-938
2 ,
CYP2E1
2007; 15: 3852-3855
3
2008; 29: 27-30
4 s ,
. LMP7
2007; 29:
249-253
5 L
HLA-DR9

2009; 25: 798-800

6 Lauvau G, Kakimi K, Niedermann G, Ostankovitch
M, Yotnda P, Firat H, Chisari FV, van Endert
PM. Human transporters associated with antigen
processing (TAPs) select epitope precursor peptides
for processing in the endoplasmic reticulum
and presentation to T cells. | Exp Med 1999; 190:
1227-1240

7 Powis SJ, Young LL, Joly E, Barker PJ, Richardson
L, Brandt RP, Melief CJ, Howard JC, Butcher GW.
The rat cim effect: TAP allele-dependent changes
in a class I MHC anchor motif and evidence
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Immunity 1996; 4: 159-165
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1280-1284
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Abstract

AIM: To investigate the safety and efficacy
of modified pancreaticogastrostomy (PG) for
digestive tract reconstruction after pancreati-
coduodenectomy (PD).

METHODS: A total of 44 patients who underwent
modified PG after PD at our hospital from March
2006 to July 2009 were retrospectively analyzed.

RESULTS: The mean operation time was 260 min
(range: 200-420 min). The mean blood loss was 260
mL (range: 150-1600 mL). No mortality occurred
postoperatively. The postoperative pancreatic
leakage occurred in 2 patients (4.55%, 2/44), both
of which were cured by conservative management.
Delayed gastric emptying occurred in 5 patients
(11.36%, 5/44). The bleeding of the pancreatic
stump occurred in 1 patient (2.27%, 1/44). No
surgical wound infection or abdominal infection
occurred. The mean postoperative length of stay
(LOS) was 15 days (range: 13-27 days). The postop-
erative follow-up, which lasted from 3 months to 3

www.wjgnet.com

years, was carried out in all patients, and no long-
term complications were found.

CONCLUSION: Modified PG after PD is a safe and
easy procedure for digestive tract reconstruction.

Key Words: Pancreaticoduodenectomy; Pancreati-
cogastrostomy; Pancreatic leakage

Wu XG, Zhang QL, Li Y, Lin GH. Modified pancreati-
cogastrostomy for digestive tract reconstruction after
pancreatoduodenectomy. Shijie Huaren Xiaohua Zazhi
2009; 17(31): 3259-3262

BHH:
Fik: 2006-03/2009-07
44
R 200-420(  260) min,
150-1600(  260) mL, :
2 (4.55%, 2/44), ;5

(11.36%, 5/44);
1 (2.27%, 1/44);

: 1327 15)d;
100%, 6mo 3 ,
5
XK ; ;
2009; 17(31):
3259-3262
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LRCE XS
Takao et al
1993

PR, 1 48 V)R AR (pancreaticoduoden
ectomy, PD)FE T3 O % i FAEAIC, H LI ARE ) &
A BT IR e, e e R de ™ TR O ROE 2
. N BERIRBERE Y R AR, K BE2006-03/2009-07
K o8 K B W4 (pancreaticogastrostomy, PG)
(IPDYR YT 444, AHIFF00) kAT [l P 43
w7, PPN e k.

1 MRRSA

1.1 A B 44, 2851, w166l FEiE
45-72(°F¥)58) %, S k2 14, w11
fil, IHEVE T B tl, iR imatl. T
1 A B ZE I S R I, RATS A B, CTEL
MR CPiil: SEIH S8 T v A B ZE B Sk o A7 AE
%, A3 I S 2+ —de s R R4
T R B USRS AF LAE S, BT AR
BT, AR TR HPG.

1.2

1.2.1 & FIFIE D) R, dess dy R
. VIbRMk+ 8, 2 AE 2 i GIAY)
TFA, HIRERE 57, 8, 9, 12, 14, 15, 16a, 16b1
ML, AR EEIKZ 2, Bk
JZ AR MAE—IEVIRR, EWEA KT, WP IF
T2 W AMUIE AR [ 3R 5 R K /N i 7 5
R JEE A 2 gt By, st i 25 e i T
2, ETCTR IS DL N BT F K R E
ik s & . VIBRARAS S, Ui BB ARARSR £03 om,
0 JBE IR 7 T - R 2 = s, B — 5 R E AR A
DC L (0 ek 235 1) R N4 N3 em, I T LA 2235 4%
Gl e, A2 BT A G e W o, 7 A B M 4% £&
DA 25| JB R BT o o) A7 B 1) O S S R A
J2&, KBELY T JR R W i B2, B S RED) 1
FEIZ91.5 emH 2% ) DB AM L, AT 4. 16
B BETE LA B AT REARAT D) T R 2, K
FER R EETF ORI, S H T 5 BETT 0K R
R W o A N, SRR B AT R EAL R R Wi 4g &
5 RETE 115 P b oy 7 5 2%, 4 se R, B
ANBYLE, AT R W, WSS T S R e A
ERITAT 45, 4T 45 B8 LAAS 5% Wi J9e Ji 0 o 160 907
W0 BE (AT — MU ETR), BRI B W& D E
N B A8 HTRE 5 MBI LS | R S |
JRAE, farCLEE A NI R L2235 [ e . P AR M 45
¥, FER 4 R TG XY TFZ10 em, 1% TF
M B i B4 LIX, R4S, o
J¥ W G BRI 56 F i A E A, R IR )
A D EE B AHER 2940 cm, JHIEHHUCETE, B

HIPEETT a] A LU [l R W) £ i 56 1 B 2 J e 1)
WyEr, S ERTRETT . OCHI & i RIEALIR. 7R
P2y o 111117 N 241 71/E= RN 74 S 1/ A= B
WITBCERR BCE 510, AEBRERRAL 70 3] 51 H 4% 5

1.2.2 s ARJE3 dBLLE, 5IRE 51

VR IR T IR L e R 3 A LA 5 1R
W, AR R RS0 mL; TR 5 1 96 5 I )
KT5 dff 0 B A S AR (R,

2 FER

F AR [8]1200-420(°F-34260) min, T A 2 I &
150-1600(°7-34260) mL, TLFARIET; HILPE
20 (5F H341/0F200 mL), &AFH H4.55%(2/44),
BRI IT 5 R i, S0 B A b RS
(11.36%, 5/44), & 205 F i ik i 5 IR R &
B AR A b L 14510(2.27 %, 1/44), DA R A4k 0
ERXEGIWE T, SR SRR L, B
TR 11 I e I R G Ry 461 R i A Bt B
[B]13-27CF3418) d. T & w3 2IBE V5, BiTi6
mo-34F, JLIE I F A I AAE.

3 1He
WAk, WA MR R BORHE my S T AR b
P, PDIF AL TR CAEW BT, H
IR I R A2 26T 1715 30%-50%, o e i
I B LW I RAE, JET R RY AR I K
iE, AN RS R e AR, RS EUR
AJFFET I R NN, PD A Ak 2 R g 44 i
Ji T i 5 W A ZR ) IR A 5 A s )&
(pancreaticojejunostomy, PHFIPGHFI /7 3, X
Ry 7 AL H o€ e, L% E AN
PR 75 2N S5 I 1) R A 2 TE S X ),
{RIE ARGV 2 AR I s P G )
B AT W AR I e 2R T — SRR B AR AN
RELIE S5 P GHUBR W) 5 A7 W) b ALC 10 JBe e R 2B 2
HAEBRMKAT: R, BARWIFRIER A, H
RAFERAE G 5 T A3 EEAR AT, S — Rl A1
Jik i ke it (1 b 2 77 22 P L4 R
18, PGAJG R A A= 393 50 N 2.6%-8.3%. A2
T TR R i RS IR K A 2R 4.55%, AT
ANEARIAKT, IMEPGE —Fh 2 4. "TAEMN
FA.

ANTE] A BT P G I B AR A T A
JARTE], K3 LA LA 20 (DB W S 5
B 4x B R AU () B IR W BE 42 W)
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Er U IR I, (3) R o 1 B 4 2
W) £+ L2 R R L+ A A 5 [ (4)
JE A BT 80 )+ S L g o, 2RO,
(5) B B W i 5 i e ) 1 W X g Y A4 1)
R IRATTIPG ) X 7E Takano er a2 [FI3Em_ 34T
SR, 5 R UR T R AR (1)2 B iR TT
1 N AL R 58P G () F W& 1 & Fl i B
i G B A T R LB R A L I I
(3) AT EETF 36 ] BN W) 2%, 7 8 58 ik
SERCE 2 s &

— A NPGH W R AP (DRIR S E
BEREG, ATk W) (2) B BER AR, IALar,
AT WEHEE; Q) H IR, LHEmYIE BT
BNHAE; ()t T S R IV R Z i,
FlE A e A T, Rl U0 o) T W 4 1 (R A A
FH; (S)TEA I 2 i, vl Jak G PR K St Jv R I
SRAPUAE Jiis P P 388 v 1 7 A 1 2 B A L DA T ok
W IR TR fE B 5 (6) T E ik B i 4 Wk
ST B S0 i TR, O T R B g%
W) 45 5 L.

FEAABIP GV S ik, 78 bR A ) Bk I 7 T
FATIL AN BN AEAT: (D) AER DR 'S 25 18 Ak i
LA TS5 cmii e T, Rl 2 Wi 2k
FEITHG ], DAESR B TR W) 45 384T 25 i i )
W4 ()M P 28 DT 7 B IR S AN 2 JiE
(5 E07 5 (3)7% W 10 5 B o7 " 2y 2 oty (490t e )
15 emkb; (4)FEFITET, 8, 9, 12, 14, 15, 16a,
16b 1413k L &5, wn FAR h PR A R B R 1
fik 245, WUDE M B, Rk T BV A
WAy, A7 P L e Tk, Rk I
B R ER KA, T 2R IBE L i A %) BEL TR B[]
BRAIZET b P o SRR R ko 32 4% T 5
ikl i R L AT s W, JRT 45 4L, R
JIR DR S 42 0 R 5 R A B (1) Ao I D i AT A8 A
Hga08% 4y, LA IEA S H I (2) 0 sty U 25 24
3 em, Y B KD ANH 158 B LR ) & (3) I
OB IE 2 AR IR, 4 TR AL
Sl ARS. TS . B B W4 6T E
AR, SRl B ATRETTE, SRS N BN
PGS YIE Y, VS DA R AT 4k
A X R AL IR R IE s, I 5 S
W45 R 25 2940 em; 5 RTRETT 1) 5 DU [
TEW £ % 5 W 25 Wt W 255 T G585 P9 R
CETE.

AHIF S BT SR 19 Ak 5 oy A R AR
R (DR EREER I p ) 0, ARy W8 s A,
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BB A TRRAE (20 JBR M I s 47 A2 4 475 20 4%
A, BERERN LA T i, R80T /N,
AR T R A JLER, (3)4 1 1 A RE T
1 i LA Ta) 7 4% 5 19 5 B R W e, AN
BB 5, B A AR AR, WA T
RIEE; (4) WG 111 ] TR T R A R B 5 1 R 4L
JBMRAREE S WUZE B, 80D T BT H L fn 5
MRE ™ (R 2R, (5) i B AT, BERELE
PGl f& i 4 A 1) L3, SCRE D P 1)
RA LD (6)FF R P IBCE T8 7T LASE i
W s RO, A 2 AW G AT B
JOH B N AR 3 78 o o0, DR A R W
PER AR Y, (7)SE A5 AR T 1 R] H R R
W45 24 56 8 E S G, A T RIS T].

AL 95 49 T A 1) 200-420(3F-14260) min,
KB FARLES hN 5B, BATNAIX S5PGHE T
ARAF LA AT C. AR BT RAET, AUH I
205 [ (4.55%, 2/44). S HEAEFERS(11.36%,
5/44) 1451 B Bt ak i 1M (2.27%, 1/44). EF
A 1 I G b I T S e PR 491, A i A Bt I )
13-27CF34917)d, B ) 2R ke I3z 31 9 KA.
AR UL AP G IR SLA ST 1E I A 4 it
I, AEPDFARME L FAR, B — PRS2,
i H 22 SERFAR T2 ik 444PDH R H
PGSz, TAMAS 2B AR X AEP DT A M
JE R R BEA, TR R N 4R, ARG I RRE &
AL 2R AR, HOIFARIE AR RS 25 g, AT
A WSS IR, A S5 A B i TR) TR AH I 45
I HAR R IAIAT 1 IIF RE, P BAFRATTIN IS
B HHTA RPGRIPIZAL 20 v o€ 18, (HPGI)
FRAE T A 75 2 Uk g 58, PGINIZAE T 2 1 4 E}
B AR 52, AE AT B /D A1 08 B 5T A% 15 Dl i 22—
P75 m LA .

B, PGHIPDYER — MR R S . 2 axm]
FEMIAR S, (A% e et
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Abstract

AIM: To investigate the relationship between
single nucleotide polymorphisms (SNPs) of the
tumor necrosis factor-o. (TNF-o), transforming

www.wjgnet.com

growth factor-p1 (TGF-p1) and interleukin-10
(IL-10) genes and post-hepatitis B cirrhosis in the
Shanghai Chinese population.

METHODS: The TNF-a-308G/A, TGF-$1-509T/
C and IL-10-592A/C SNPs were determined by
polymerase chain reaction-restriction fragment
length polymorphism (PCR-RFLP) in combina-
tion with sequence analysis in 169 patients with
post-hepatitis B cirrhosis and 119 healthy con-
trols. The genotypes and allele frequency distri-
bution of these SNPs were then analyzed.

RESULTS: TNF-0-308 GG genotype and G allele
frequency in patients with post-hepatitis B cirrho-
sis were significantly higher than those in healthy
controls (P < 0.001, OR > 3). Although there
were no significant differences in TGF-1-509
genotypes between post-hepatitis B patients and
healthy controls, the T allele frequency was sig-
nificantly higher in post-hepatitis B patients than
in healthy controls (P < 0.05). There were also no
significant differences in IL-10-592 genotypes and
allele frequencies between post-hepatitis B pa-
tients and healthy controls.

CONCLUSION: The TNF-0-308G/A and TGF-
B1-509T/C SNPs may be related to the suscepti-
bility to post-hepatitis B cirrhosis.

Key Words: Post-hepatitis cirrhosis; Hepatitis B;
Polymorphism; Genetic susceptibility; Relationship

Jiang ZL, Zhang W, Zhang H, Liu YB, Su SB.
Relationship between TNF-a, TGF-B1 and IL-10 genetic
polymorphisms and post-hepatitis B cirrhosis. Shijie
Huaren Xiaohua Zazhi 2009; 17(31): 3263-3268
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"0 £ B -308G/A. TGF-B1 -509T/C. 1L-10 394, 4E#518-50% . DNAFEEUR £ (Tianamp
s -592A/C , Blood DNA Kit)l§ [ [ TIANGENZ 7). RNase
o A, TaqZ A AR &I PE N DI ENco 1T H |
HBV g TNF-o. GG WAE T AW, LA TagZR A BEHITE A D)
32 G Eco81 1 FIBRHEITENVIREAfa 1 W B _HigsEY
( (P<0.001, OR>3); TGF-B1-509 3 A BIRIERIKFE(70C Termo) DK AFDNA.
HBY ) T DNATEFF 2 18X (Ampgene9700). KT HLIk{X
(P<0.05); IL-10- Al ikA(Tanon EPs 300). %4M%& 4 (% (Tanon

592A/C

#5438 TNF-a-308G/A  TGF-B1-509T/C

Sk

. TNF-oo TGF-B1 IL-10

2009; 17(31): 3263-3268
http://www.wjgnet.com/1009-3079/17/3263.asp

03I

JHAE A o — A 71 B A T AT B AR e, A 3R
[E 4T 4 993 #(hepatitis B virus, HBV)2
JEYS S 5 R A A 1 22 SR, g R o S
HB V5 & 17 o ik i -4kl fe 5 A A ik
AR B 5 B (R AL By VA G, A AN )
NEFFIAFNMADN AR FI 1) 22 7, WL 235
PR S TR A IR 154 S vk, BT A,
WE 90 SR AL S8 1R R D 2 8 R BT T A I
BEAL I = A R LA O T R Y. 2
HIFERMY, HA%ATIR 2 & (single nucleotide
polymorphisms, SNPs) 5 FHli{k (1) /& A Je ™
FEFE SR S, R, A9 B e il
NE P R R FE IR F-ou(tumor necrosis factor-a,
TNF-a). # A4 K K -B1(transforming growth
factor-p1, TGF-B1)H 141 %5-10(interleukin-10,
IL-10)SNPs 5 LI 48 5 A4 1) S TE.

1 MRRSA

1.1 Wk bty de A e B AT B AT 112
TR 5 T AEAL 535 16961, FEW M 18-65%7,
Ho o741, L7245, SHEBR AR 58 955 w5 i e
FGRE 244 5 oAt Js R 5 RS (9 R AL el
W WikstE 22 “RaptE I 2B r 27 Bk
I P iR I 7 R A AR 11941, 538041, %«

UV-2000). #EEEKA5 50 4T R 4i(Alpha Innotech)
DAL A (ABI3730) FI SR At A B 25 . AR
F& LB 25 KA 2 o L.

12

1.2.1 s o3 A 2 Y R S AL AR
FAE W BRI 4211 mL, LEDTAHUEE. 764°C
243000 r/min, 2505 min, 78525 LIE W
(UIL37). YTVEP (U4 i) H T35 BRI 4 DN A PRI $EHL.
1.2.2 DNA : X H Tianamp Blood DNA
Kithe UL Z4IDNA, AR E $ L 13 B 15 130T
1.2.3 o R SR A T I - PR o
JBCK 2 A PE(PCR-RELP) 454 I 5 1 )5 V.
(HPCRYHG: 435l 9 540 75 3084 s (I TNF-aL
5509407 AL TGF-BAIAL 5 59247 A5 ITL-10.
PCRZ W AR 20 uL, ZEFZ4IDNA 2 L,
L RWESIME DS pL, LA Taglifl U, 10X
PCR Buffer 2 pL. 25 mmol/L MgCl, 2 uL. 25
mmol/L dNTPs 2 uL. %£EF7K9.8 uL; 5:94°C
5 min; 1594°C 30 s. 60°C 30 s272°C 45 s, 354
PEIN; 72°CHEMI10 min. TL-103E kiR K58°C,
HABSAFF] L. Q)PCRY =4 HEBEACM
1910 g/LEENEREEER Ik, TEAMT T M5 4h
S, 5 MarkerHHRE 0 T i BT 19 Bk
TR R UIRAR. 3)EEHPCRIWIME M i
VIR, BA ROV ARFANC & 2 & DI (R 1)
B . BEY) G T30 o/LIR B IR 1 bk

SEJL T RETE, BATT MR Ak £ R A Bt
BB S % AR, RS i E
FTREREFT O E0 S 3HT T 7.

T B 12 FHSPSS15.08k 4731
S, PR ) 2 5 FH VUM ey R 56, 8232 P<0.05
MG RS I LA B R

2 #R

2.1 TNF-0-308G/A 5 47-308
A7 R P TNF-0,, PCR™ 4K 71N h346 bp, WIR-308
PE S5 RG24 N VI EENCo T V24 i Bi24 bp
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, .TNF-a TGF-pl IL-10 3265
LB A
3115 PCR=#)(bp) ALDEE %FF‘E?O;%?/C
TNF-a-308 1 5'-AGGCAATAGGTTTTGAGGGCCAT-3" 346 Nco (24 bp/322 bp) IL-10-592A/C
: 5'-GAGCGTCTGCTGGCTGGGTG-3' 3
TGF-p1-509 : 5'-CTCCATTTCCAGGTGTGGTCCCA-3' 865 Eco81 (237 bp/628 bp) ,
: 5'-CACCAAAGCGGGTGATCCAGAT-3" TNE'OL GG
IL-10-592 : 5'~-GGTGAGCACTACCTGACTAGC-3' 412 Afa (176 bp/236 bp) TGF-B1-
:5'-CCTAGGTCACAGTGACGTGG-3" 509T
1322 bp, 1124 bp B/, TEBUIEREE | A :
BRI, FELLR oA — 4322 bl B i e ce
-30847 15U AN 25 IR N o T VITT, M4 335 65 TGF-B1-509T
TRAT 4346 bplfI Fr B, Aty TGGHER M 14 300 bp
(322 bp), RANREG TGARER I h25547(322
bp/346 bp), AL T A AL TN A 14577 B
(346 bp)(KI1A).
11691 Z U F 4 5 FFREAL 5% 0 11941 fit 865 bp
Box % 3 FLFAIGA. AA. GGHILEA 628 bp
RO AIE11%F132%, 3%F18% K 86%F160%, 341
B AR A 2 TR 5 Sk 5 V22 5 (3P<0.001, 2R2). 300 bp
2RI 46 J5 A AL 53 T 98 A5 Je i TG A B 237 bp
BN T o, — B e e g © 412bp
ZE5(11% vs 32%, P<0.001); RAZ4E5TAAH
B AR Mg FEXT 5 (3% vs 8%), [HV A
Gl X T4l TG GIE R 2 I 372 2006 236 bp

T FEXT I (86% vs 60%), G GHEH A 54
A AT R DA 135 R R AT DU R A5G, I —
B2 A AEAE B T 7 (OR = 4.085, P<0.001, £
3). LI 58 J A A R0 R 6 i 3 v S A3
FEPIGAIA HH B0 53 30 S 91% M7 7%, 9% Al
23%, A 41242 X(OR = 3.308, P<0.001, 4).
2.2 TGF-B1- 509T/C P45 A47-509
{7 ITGF-B1, PCR=HK/NA865 bp, Wi
=509 5T C s 4k N DIEco81 T Ul i2 /> F
237 bpA1628 bp; WIR-50947 1 A TN A 24
WYIEECco81 1 V1T, KR —45865 bplt v
B SR Al CCREDE RN, 4 24%417(237 bp/628
bp), 44 FTTH KBk 145717(865 bp), A I Fr
TCTHEA K347 (237 bp/628 bp/865 bp), 35f
FEDN R DL 1B LR H 5 5 TR A R R it
X E 3R FE N BICC, CT TTH IRy
THE22%F133% . 47%H144% K 31%F123%, 341
K TR R 22 AT G R (R ), HR A
A7 IR CRITHEIX Y 4 H B IR AR 4 il i 46%
F155%, 54%H145%, 41T 24 L (OR = 1.421,
P<0.05, %4).

www.wjgnet.com

176 bp

1 EREREB. A: TNF-a; M: 50 bp DNA Ladder; B:
TGF-B1-509; M: 50 bp DNA Ladder; C: IL-10-592; M: 100
bp DNA Ladder.

2.3 IL-10-592A/C P E AT -59240
SUFIIL-10, PCR7™H)K/INJ412 bp, WIH 59247 £
T AN S N VA £2 T V1824 FrBE176 bpAll
236 bp; WIH-59247 s A CMIA W N )AL T
YIIF, HE/RE 14412 bplf B, 4i& FAASE
IR A 245717 (176 bp/236 bp), AL 1-CCHE
[RI R RY R 14515(412 bp), FRABZA T-ACKE A
h34417(176 bp/236 bp/412 bp), 3FH kR #L LK
1C. 7EMEAT RO T JHE 58 5 I A0, £ 5 4k
Xof F 3 1 3 TR R R 557 5 TR B ) R 134T 4
T, KRR Geit 2% 2 57 (3R2, 4R4).

3 118

ST 28 I FFRE AR 1) 2976 5 2 tHHB V) J 4t
FUZ 2851, RN &S 3 0w S Bk f It
G J25 T RE S AR . SNP s it4L 5y MW7 1 2
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" @ 15 H A % 2 EENRENZAFLEHBLEEERRNH
HR# BRREN(%) FFBkEEN% PE ORE 95%Cl
HBV TNF-a—-308G/A 0.000
GA 38(32) 18(11) 0.000 2.998 1.632-5.506
AA 10(8) 6(3) 0.095 2.367 0.837-6.690
GG 71(60) 145(86) 0.053 1.438 0.995-2.078
TGF-B1- 509T/C 0.121
cc 39(33) 38(22) 0.142 1.458 0.880-2.414
CT 52(44) 79(47) 0.754 0.935 0.613-1.425
TT 28(23) 52(31) 0.307 0.765 0.457-1.281
IL-10-592A/C 0.821
AA 51(43) 75(44) 0.873 0.966 0.631-1.479
AC 56(47) 74(44) 0.736 1.075 0.707-1.634
cc 12(10) 20(12) 0.677 0.852 0.401-1.810

xR 3 ERXNRENC AT G BB FEINF-a-308IRCCAE TS BAF ERIVD T

HRA fEREN(%) @b BEN(%) PE OR 95%Cl
GA+AA 48(40) 24(14) 0.000 2.840 1.650-4.890
GG 71(60) 145(86) 0.000 4.085 2.318-7.196

& 4 ERXNBRENEFLEEHEENFIERMED T

SRR ORE 95%Cl
fRREN(%) FFEEKEEN(%)

TNF-0-308G/A
G 180(77) 308(91) 0.000 3.308 2.052-5.333
A 58(23) 30(9)

TGF-p1- 509T/C
© 130(55) 155(46) 0.038 1.421 1.019-1.983
T 108(45) 183(54)

IL-10-592A/C
A 158(67) 224(66) 0.977 0.995 0.700-1.413
c 80(33) 114(34)

BEW) SRR —, A 5 G PR I HE ST
SRR R SNPsZRIIL H K (1308 1 By vk, g
A BE B HB VIR HF SR AR AE T AN KA SR 28 8
Ko re 2 MM 58 183 B by 0k R R AEE AL 1 J 1A,
AT BE L R 25 R 9T I ACR Il BF9 R
BHIL-10" I TGF-B15 e 51 X L7 5 (1 2 25
S ORI RGO, B LB L
AT 28 Ji JHEASE AR P i 128 PR, % ] 3 8 5 R0
JH-ASE AR, PR 52 Wi AR 65 5 R) 5 BRI 28 2 157 O 1%
Wi 2y L BT (1) A ) 2 b s

HB V)37 B 32 SO0 2 % %, Ry il 2 4
Ji0 5 PE Tk 2 41 B9 (cytotoxic T lymphocyte, CTL),

CT LA i 75 B H B VI 1 20 J A1 53 v 40 B R 1
MG FRHBV®, TL-1032 222 W40 i 73, b
A N UAThIZL A0 f I 1 IR ek, 2 — b J1 i
G e DR R U 0 o 1, A R e L
PAXTHB VIS B, ARG T 11941 4d Hex
R RN 69491 IRk R 3, FRAHIL-10-592A/CHL
MSNPsL ZAIBF R G LI R, B KL
AL B 2 AN S AL Sy O, X
Miyazoe et al™' [ i1 —3. 341, Edwards-Smith
et al""WFFXIL-10(-1082/-819/-592)3 /M7 i 2 A&
PESYRTT G R, KIS RATA S A 2
BEPEIH R B FH P TIR R iBIT A K.
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TGF-BUMITNF-o nJ B3 ik AN [7] 1845 5 1
HFEF Ak (3ERE, HorR TGF-B e HE AT 4741k
T R — A 5 B 40 PR 7, 1240 Rl n] A
TEL T A P A U R S R L I 4
A0 TR B A 2 2 B BLI 2 5 T 27 4R A6 1V E
JM T TNF-ou 7= AE 2 2 ast 423 1, A2l
AR 0T EE N 2 e R v 7 AR IR B — AN 4 M 1R
T TNF-a B2 AL A R 7 BG4 e
Az, AR TR R A B A RO ARG A, S I
b 240 e DA] - — A 0T e A8 M AR, BHL Ik RE 2R
a0 M1 A, 25 IR I T ORI R . FR 4
5 AT I TNF-on, AT 1% (132 J. A44h
KB, TNF-okE K H 3 1-308 A5 7 K K 5
TNF-ou i PR g T A7 o6, DR tb-308 A %%
A7 5 PR 5 k3 S PP Ak, ) e RE DR R Bt AE A i

AARK B AT K ITGF-B1-50947 i LR AL L 2,
R I R I R AEAT K, X 5T et al™
FIKim et al™ Frais () 45 K — 80, (FRRATRIN
T I PRE LB 98 )5 Rl AL S8 vh B
A B v T R R, [ TOR> 1 T4
A7 JEE DR (1 86 1 v, U T 4537 56 R AT g 78
JF 48 I FPREAL () B bR ic. Ao % et al™ik
KILTGF1-50947 1 Mllcodon 1047 5 2547 KE PR A7
TEIEBIAPA, Hp 588 X E 2R C-THIT-C,
Horp A R C-TH M TGE-B 1 I3k &, I H
5 RFREAL I & 24T . X TNF-oi-30847 £ [ i
FAREAR—, FEICHE et al FIMEG L et al'
57 3¢ WA AY, 55 2 TN F-ai-308 G A L K] 78 3514 B
T g, 3 H AT TNF-a-308 AZ5 A7 5k X
(1) 16 B Pt v 1 X B 4H; Miyazoe er alPWF5T T
TNF-a-30807 s 7t H AN I 2484, X213
BIHB V4547 2 FH 52151 fik BT A JEAT R, &5
S WY R AL B (4G S AL %) S HBVGIE
RGN 2B 72 5, ARE S L LR
LG RIGAH], TAT TR NG GHER B AN G AT
BEDRIAE S B I 98 J TR A S v R 3P 0 4 1]
TR R R4, HOR>33R I GGHE K Y I
GEEAT I DA 1 fE B P L e v, HEIGGE I AL RIG
SRR AT RE ) BT AR S AL 1 B B
K. FEICHT et al FIMAG A e al" A HRIE H AT
RIN-308AAFERI Y, AT GEIE HH T P e A A1) O
FFEIE, AL P A AFERIRALE 4T 4 J5 /T
Bl 555 AR B o HEE v H PR 4008 40 Sl J2 3%
F18%, IX NI fig A& T BRI 45 W 2 7 1% 5 2R A
Miyazoe et al™ [FHRIE 5T X H AN BE, TiAIR
BB i NHER, Pl 22 e A T RE A 5 1k
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G5 R AR B0 i PR

B, FRATVEE R i AHE, BESE T TNF-a-
308G/A. TGF-B1-509T/CHIIL-10-592A/CiX3
AL 2 AT S PSR DGR, RILTNF-0 GG
LR BRI GEEART BE K A X T GF-B1-509T 55 47 4
DHAE £ R 4% Jia IR A0 26 o AR A0 )
TR IR, HEMITNF-o GGHE R AL fIGE%
F7FE R DA B2 TGE-B1-509TA5 A7 Jk [K 1] fieg & 2,78
JH- 28 J5 A T 2 Jbr . iR 25 R 5 CRIE
(04 BT 7 m), 3] 2 BT BT 38 1R R A 45 4 A
S SN R AN R PSR ). SRH R S T
fif Al 55 SN P s Y AH 5 A A HIL o 47 e 10—
AT,

4 SEXW
1 , , . o1
, 2005: 496

2 Miyazoe S, Hamasaki K, Nakata K, Kajiya Y,
Kitajima K, Nakao K, Daikoku M, Yatsuhashi
H, Koga M, Yano M, Eguchi K. Influence of
interleukin-10 gene promoter polymorphisms on
disease progression in patients chronically infected
with hepatitis B virus. Am | Gastroenterol 2002; 97:

2086-2092
3
-p1
2005; 23: 168-171
4
Bl
2005; 85: 1021-1026
5 . 2001; 19:
56-62

6 Helminen M, Lahdenpohja N, Hurme M.
Polymorphism of the interleukin-10 gene is
associated with susceptibility to Epstein-Barr virus
infection. | Infect Dis 1999; 180: 496-499

7 Mozzato-Chamay N, Mahdi OS, Jallow O, Mabey
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Abstract

AIM: To determine the efficacy and safety of
erythromycin infusion prior to emergency
endoscopy for acute upper gastrointestinal
bleeding.

METHODS: A computer-based search of the
Cochrane library, Medline, PubMed and China
Journal Full-text database and a manual search
of Gastroenterology Week and the American
Gastroenterological Association Conference
Proceedings to identify relevant controlled tri-
als, regardless of language. The references were
manually retrieved according to reference index.
The randomized controlled trials that evaluated
the use of erythromycin in endoscopy for acute
upper gastrointestinal bleeding were included in
our study. A meta-analysis was conducted using
the method for Cochrane systematic review.

www.wjgnet.com

RESULTS: Three trials involving 245 patients = ¥4 % #
were included in the systematic review. The
meta-analysis showed that erythromycin was
superior to placebo in gastric emptying and sec-
ond-look endoscopy (OR = 5.10 and 0.48; 95%Cl:
1.96-13.27 and 0.27-0.88; P = 0.0008 and 0.02,
respectively), but no more effective than placebo
in mean duration of endoscopy, mean blood
transfusion volume and mean hospital stay (P = ,
0.84, 0.07 and 0.36, respectively). No complica-

tions were observed in all patients.

CONCLUSION: Erythromycin infusion is effective
and safe in improving endoscopic view in patients
with acute upper gastrointestinal bleeding.

Key Words: Erythromycin; Acute upper gastrointes-
tinal bleeding; Emergency endoscopy; Systematic
review; Meta-analysis
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3o POR IR, AR 2 B T SR I 225 30k
R5l, T LA RAHKCHR.
1.2 NUVEAN Sk i Ak T8 H i S 2 N B
205 2 Y BE LT RS, TEie s &
SR BRI, 2RI 5038 Mar 4T 3C
HR T B VP I BT e R AR SRR, il
oy, T R BN S 3L TN B R L
Yo NG 7% i VP K FH Cochrane )
VEWIHESE 1) 7 V04T, SCER TR VP A dE LA R
WA BERLABC T, o3BT M B Hi%; 2
MR TRV IR IR A AT T RN
43 #7 (intention to treat, ITT)"".

gt - Hrfli HlCochrane thE M
FEftffRevman 4.2. 83 fF. &I AR50 45 H 1) 5+
PRI K H R TR, RS K #EH o = 0.1, 4
TCGE T4 5 T, MetaZ AT 4 ] 52 R0 AR 7Y,
0 DU g 8 S JO P T R P Jist DAL s 32 3¢ B WL 00
BB HEAT 52 PRI RGN, TRk AL
L LL(OR) K H95%CT. T it s ¥kl & IfkIK
TR0 0T [7] 7 24 b > FHAH (] fp ) 8 1 R gE AT
PN, TSI ZE (WMD) A H95%C,
AT BRI BOE(E(SMD) K H95%C1. 44
I7 A E FRBRIR 43 BT R FHITT 4047

2 R

2.1 AR R 2
FOGSCTEANE. P H MG, HibRgih
SCEEKAF A, TR A B TT I R GG 2O
1258, fi AR 52450 g dE A
KRGV, 3AMREH 2 B M7 Tk
BT WA (R AN N AR HE R BR AR vE. 3RS 304k
TRENLITE, For2s KBNS R, 1R
P EHLBENLY. 355 4% L7 23647 78 20 1)
B, 255K T OE TR, 3R K38 A R
P LA B AT B, SRR RGN ORL. 3
F e YRS T 82 R IR ARV I L, S
X EL AR SR NTEAT T AN (B, TR B T A He
BoRJH TITToHTT . 3ANRE (15 AL PR 1.
2.2 Meta

2.2.1 D3RRI I Meta BT 45 B SR
AR AT S RYEP = 0.09), #CR I BEHLEN
B, U Rm A E T AN T8.15%, 2
FIUL 0 42.85%, 24110 2 45 Gil 2 XL (OR =
5.10, 95%CI: 1.96-13.27, P = 0.0008)(%2).
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Frossard et al” 2002 105 (51) (54)
Coffineta/” 2002 41 (19) (22)
Carbonell ez a/® 2006 100 (49) (50)

R 2 BHZEEMHIMetaDHT

Study or sub—category Erythromycin (7/N)

Placelo (7/N)  OR (random) 95% ClI

R E(Weight)(%) OR (random) 95% Cl

Coffinetal 2002 17/19 12/22
Frossard et a/ 2002 42/51 18/54
Carbonell ez a/ 2006 34/49 24/50

(95%Cl) 119 126

(Total events): 93 (Erythromycin), 54 (Placelo)

SN 20.77 7.08 [1.31, 38.33]
— 38.23 9.33[3.74, 23.32]

. 41.00 2.46 [1.08, 5.59]
- 100.00 5.10 [1.96, 13.27]

(Test for heterogeneity): * = 4.78, df = 2 (P = 0.09),|I’= 58.1%

(Test for overall effect): Z = 3.34 (P = 0.0008)

0102 05 1 2

5 10

Favours Placelo Favours Erythromycin

x® 3 “RRENENIMetaDT

Study or sub—category Erythromycin (7/N)  Placelo (7/N)  OR (fixed) 95% Cl R E(Weight)(%) OR (fixed) 95% Cl
Coffineta/ 2002 3/19 1022 +—=— 24.90 0.23 [0.05, 1.00]
Frossard et a/ 2002 6/51 17/54 —=&—— 46.49 0.29[0.10, 0.81]
Carbonell et a/ 2006 12/49 12/50 —— 28.62 1.03[0.41, 2.58]

(95%Cl) Y 126 - 100.00 0.48[0.27, 0.88]

(Total events): 21 (Erythromycin), 39 (Placelo)

(Test for heterogeneity): x> = 4.54, df = 2 (P = 0.10), I’=[55.9%

(Test for overall effect): Z = 2.36 (P = 0.02)

0102 05 1 2

5 10

Favours Erythromycin  Favours Placelo

45 B 7R ARG (8] UG S PR (P = 0.10), #CRH
] 5 S N AR TR 2T B 2R A B IR B A A ()
) H717.65%, 2241 1730.95%, 241 18] % 5+
H Yt 2F 5 L(OR = 0.48, 95%CI: 0.27-0.88, P =
0.02, %&3).

223 2R E T Meta 2y it
45 R B IR %R A S TP = 0.03), WCRH
BEMLBON R, R A5 R AL TN
Bk A ) b, 240 18] 22 e ge v s L(WMD
=-0.47, 95%CI: (-5.07)-4.13, P = 0.84, £4).
224 D 2R I Metadr T
45 5 W R AR () TG e I PE(P = 0.72), WeRH
] 5 S N AR TR 21 B AL S R R A T3
B b, 241 A 22 R LG E R L(WMD =
-0.46, 95%CIL: (-0.97)-0.04, P =0.07, 5).
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2.2.5 D3RR I M eta ) BT 45
SRR B8 )G S (P = 0.32), HeR T
JE RN ALY 215 AL 2 R A A P 2 B
B A) 1, 240 8] 22 S e ge vt 24 55 L (WMD = -0.86,
95%CI: (-2.71)-0.98, P = 0.36, 36).

226 : 35T TN R S AR,

3 iMie

SV B AT H I e L S R AR i R
SMIE, BEETHA SRR K E, B2 A
FE L 1 AT Y I F 2 W R T R A O
(IAE . SR ER T 2 a0 R P B3 A 5 355
NS WAAYT. N, SRRk
A T BRI R R S AT S At S5 TRl py AR 3
AEE BEAE R S AR A TP RN



3276

ISSN 1009-3079 CN 14-1260/R

2009 11 8 17 31

SRR X

xR 4 EYRFERNENEIMetaD AT

Study or Erythromycin Placelo  WMD (random) 1RE5(Weight) WMD (fixed)
sub-category (mean + SD) (mean + SD) 95% Cl (%) 95% Cl
Frossard et a/ 2002 51 18.00+ 9.00 54 16.00+ 8.00 47.41 2.00 [-1.26, 5.26]
Carbonell et a/ 2006 49  13.70+ 450 50 16.40+ 7.80 —&— 52.59 -2.70 [-5.20, -0.20]
(95% Cl) 119 104 100.00 -0.47 [-5.07, 4.13]

(Total events): 21 (Erythromycin), 39 (Placelo)

(Test for heterogeneity): x> = 5.02, df = 1 (P = 0.03), I°’= 80.1%

(Test for overall effect): Z=0.20 (P = 0.84)

-10 -5 0 5 10

Favours Erythromycin Favours Placelo

x5 WIFBAMEIMeta D

Study or Erythromycin Placelo WMD (random) 1R & (Weight) WMD (fixed)
sub-category n (mean +SD) (mean +SD) 95% Cl (%) 95% Cl
Frossard et a/ 2002 51 1.90+ 1.50 54 2.30+ 1.70 68.08 -0.40 [-1.01, 0.21]
Carbonell et a/ 2006 49 1.34+ 1.40 50 1.94+ 2.90 31.92 -0.60 [-1.49, 0.29]

(95% Cl) 119 104

100.00 -0.46 [-0.97, 0.04]

(Test for heterogeneity): x> = 0.13, df = 1 (P = 0.72), I’= 0%
(Test for overall effect): Z = 1.80 (P = 0.07)

-10 5 0 5 10

Favours Erythromycin Favours Placelo

® 6 IIfEMEAENIMetaD AT

Study or Erythromycin Placelo ~ WMD (random) 1V &5 (Weight) WMD (fixed)
sub-category (mean +SD) (mean +SD) 95% Cl (%) 95% Cl
Coffin et a/ 2002 19 6.00+ 0.00 22 9.00+ 0.00 Not estimable
Frossard era/ 2002 51  10.20+ 6.40 54 12.20+ 8.70 —H&— 40.15 -2.00[-4.91, 0.91]
Carbonell et a/ 2006 49 7.50+ 6.00 50 7.60+ 6.10 I 59.85 -0.10 [-2.48, 2.28]

(95% Cl) 119 126 100.00 -0.86 [-2.71, 0.98]

(Test for heterogeneity): x> = 0.98, df = 1 (P = 0.32), I’= 0%
(Test for overall effect): Z = 0.92 (P = 0.36)

-10 5 0 5 10

Favours Erythromycin Favours Placelo

H I BERL GRS, IEHEAT RGP, 48R A
A H )R ZARBES) RN R, W35
4 R A AR A TR R g B, {3
Sears et a/" 9 o L B KR 4T R,
et R, nT LUK S bR BRI H K. Bl
Ji B R A, S 7 e BV A i S
PR B A i o £ % 1 N P AT A 1 2 A MR
A RNE.

KRGV, N3RS REE M etad) Bt
il lon, Sk B AE I R S N B
b, CLRE R AR T O TR IR A B R

A BT R 3R B A T B
B A RV, 20 R R R, 35
BT Sy LT FEHEAT T S84 IR, AH T
Wb, HANREAEA RN, A7 R KFEARIHL
K IRAREG S R GEVE ES . 9255
MetaZ} T 45 R AR, @k Ll AT Ha 5 &
Wk A R, R RS AL, BTN
oA A I () J PRl 2 i BB 225 25
BTN R R T BEALF B A i, HR X
H, I BCTs ST T 780> RS, {H T4
ANRK D, HANREFEA /. A7RE KA Bl

www.wjgnet.com



3277

PUA SR IS N BRSSP RS, I3 iR g M, Pell J. Acute upper gastrointestinal haemorrhage
. N in west of Scotland: case ascertainment study. BM]
E@Metaﬁj\*ﬁ%%ﬁﬁ, %‘fﬁi‘/ﬁ%ﬁtﬂﬂlﬁ@% 1997; 315: 510-514

SNER AT, A& RAE AR B 5 Jiranek GJ, Kozarek RA, Brandabur JJ. Hospital
cost analysis of peptic ulcer hemorrhage.

2 ERF S 3o Y LN, e LN [7-9]
TR, AR ZE R TG R S 3R IR Gastroenterology 1995; 110: A20
WA T BENLT 2177 A 1 TV, 2RISR 6 Lawrence SP, McNally PR. Intravenous

erythromycin to clear the stomach of obstructing

Y2 e [7-9] N e AL s
KH:‘I XR%:’ 3%ﬁt% Xﬁ%ﬁﬂﬁ%lﬁ{‘f T ?E‘% E/J clot. Gastrointest Endosc 1994; 40: 774-775

R, H TN RE D, HANREFEA TR/, 7 Frossard JL, Spahr L, Queneau PE, Giostra E,
Burckhardt B, Ory G, De Saussure P, Armenian

42 R : R SR IA TG 2 425 AN (3 '
AAFRFEABIA L R S R SV R UE B 3 B, De Peyer R, Hadengue A. Erythromycin
T RIS B ARARTE A BNV I R A, LT w4 intravenous bolus infusion in acute upper
‘@E A gastrointestinal bleeding: a randomized, controlled,
FEA. double-blind trial. Gastroenterology 2002; 123: 17-23

)EI\Z, }\Afjﬁlﬁ‘ﬁgﬁ){q%ﬂMetaﬁj\*ﬁ%%ﬂéﬁ’ 8 Coffin B, Pocard M, Panis Y, Riche F, Laine
. > M], Bitoun A, Lemann M, Bouhnik Y, Valleur
J i I o=
PR LI Hh 5 Y B TN 2T R, P. Erythromycin improves the quality of EGD
TEMGE N ST B 2T 2. (B XL R HoAth in patients with acute upper GI bleeding: a
. . randomized controlled study. Gastrointest Endosc
q&ﬁﬁﬁ[{ﬁ H Ehﬂ:éli])\ﬁﬁ%liﬁﬁid\ é;jq:%}i\z 2002; 56: 174-179 Y
VR, A 5 H DI R E . KEEA R 9 Carbonell N, Pauwels A, Serfaty L, Boelle PY,
. . s Becquemont L, Poupon R. Erythromycin infusion
VR BIBEHLO BRI T LIESE. 45 TR 1 . ;  or oo

prior to endoscopy for acute upper gastrointestinal

IRIFFUN 7870 7% RS BN BLA DFFUR R BRI, St ot bleeding: a randomized, controlled, double-blind
N trial. Am | Gastroenterol 2006; 101: 1211-1215

P T R B R ST [ 4k A 44 ’

G JTIEAA B, R iy, 0 B S 48 10  Higgins JPT, Green S, editors. Cochrane Handbook

VPR, BL O I AR Y P $R A 5 22 (A 4. for Systematic Reviews of Interventions 4.2.4
[updated March 2005]. Section 8.7.2. In: The

Cochrane Library, Issue 2. Chichester: Wiley, 2005

A
o]

4 SEIE 11 Charles L, Segreti ]J. Choosing the right macrolide
1 Non-variceal upper gastrointestinal haemorrhage: antibiotic. Drugs 1997; 53: 349-357
guidelines. Gut 2002; 51 Suppl 4: iv1-iv6 12 Lin HC, Sanders SL, Gu YG, Doty JE. Erythromycin
2 Longstreth GF. Epidemiology of hospitalization accelerates solid emptying at the expense of gastric
for acute upper gastrointestinal hemorrhage: a sieving. Dig Dis Sci 1994; 39: 124-128
population-based study. Am | Gastroenterol 1995;90: ~ 13~ Weber FH Jr, Richards RD, McCallum RW.
206-210 Erythromycin: a motilin agonist and gastrointestinal
3 Rockall TA, Logan RF, Devlin HB, Northfield prokinetic agent. Am | Gastroenterol 1993; 88:
TC. Incidence of and mortality from acute upper 485-490
gastrointestinal haemorrhage in the United 14  Sears R], Duckworth C,Balaban DH, Han KH,
Kingdom. Steering Committee and members of the Goldin GF, Oelsner DH, Yeaton P. Erythromycin
National Audit of Acute Upper Gastrointestinal versus gastric lavage for preendoscopic preparation
Haemorrhage. BM]J 1995; 311: 222-226 of patients with upper gastrointestinal bleeding.
4 Blatchford O, Davidson LA, Murray WR, Blatchford Gastrointest Endosc 1996; 43: 358

ISSN 1009-3079 CN 14-1260/R 20094FRRAN VAt Y4 Ny kA4 &

(REAEWRE L) REFZHA

ATR SR A IRED) B AU R R E (b2 303) (Chemical Abstracts, CA). fir 2% (<2
SCH 15 2% SCH% (EMBase/Excerpta Medica, EM)) FIfk 2 Wt (SCH% 24 (Abstract Journal, AT)) ek, 15y 4y
FEIRHE R Sc gk 5 ot (BHE AL 4 T B SCa RIS O TR H S D) 20084 AR K EL
SERIAZ I B 2RI SR E AR B 2 SRR B A P OCRHE R H SRR A RCE
A FIECMCCRGE I B2 27 SO AMRF A 20 IF(DESCRR) R I 27 SO B2 o3 IF (O SCRROM S . (RH# 4
B} 7425 2009-11-08)

www. wjgnet.com



3278 ISSN 1009-3079 CN 14-1260/R

2009 11 8 17 31

g SR KB RERZE

o ZX it o

s AR B B it PRI

AR R B v R R B T AL

MR — R BEH LN B

W RIS 20 — R BE B 5 b —

P22 5838 R A5 — R e i e it

JN R 2R AR IR B IS 2 B

W R BE R A BA I 2 R B I AL A

IS IR R A B I R A DR BR R, AT AL SO TS BT

AL ERIREEE BB IH LN

MRS — R B AT R

AR BE R AL AT R B SR

BT L EBEH AL R

e R A2 MR 25— BB R

A R R S B R B A B B 1 AL A R

V2 ST R % 2 e 25— i I = e e S

g R R R AR TR T PP R R BT AL

SMEEPNEN ) e U AN S B R 2 €

2 54 R B R

P ERL AR TR BETH AR

[ R B I o AR R B 18 I A R

Hh E BRAE Bl e AR W e 2 TR e

ZE 1L PR 2 e b I R e T AL N B

T A TR R g B 4 R e AT TG MR

PR B BRI B2 B AT At

KRR i B B A A R

—E=BeiH R

Hh | R R RSB 2

R BERL R AR P AN R Be i AL A R

WA N REEBET LN

SHEPNEY 1) &6 S S Sy N A 1 S P

KT8 —rpub BRI AL AR

www.wjgnet.com



	封面
	目次
	3181
	3189
	3197
	3203
	3210
	3214
	3218
	3223
	3229
	3233
	3237
	3241
	3244
	3249
	3255
	3259
	3263
	3269
	3273
	3278

