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Abstract

Early pancreatic cancer is rarely discovered,
and most patients are diagnosed at the middle
or advanced stage. A number of clinical
doctors treat operation indications differently,
so many patients with resectable pancreatic
cancer do not obtain a curable therapy due
to this unstandardized process. This review
aims to provide references for clinicians and
press forward the unstandardized therapy of
pancreatic cancer.

Key Words: Pancreatic cancer; Diagnosis; Stand-
ardized therapy; Operation indication

Zhang QH, Chen ZY. Emphasis on the standardization
of therapy for pancreatic cancer. Shijie Huaren Xiaohua
Zazhi 2008; 16(34): 3819-3821
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FI R QM 5 S IO 7 3 2 J T3 g7 % b A
M, T BB TA 40 70 A e AR AR 20 3, 44T
S ARIT i B R RE . B A NG T
JIIR K TS em GRC TR S b Rg L [l ) i 4% AL B
AN BRI E G . KA AT )5 mT A
FE 55 R0 B R P () AR R KR BRI T F AR
Sanc P RN RS K G REE N1 i et 171787
BRA, ARG HAER KT T BB EA AT, DAL
Ak ey e e s L HE I PR 1T HI(T3NOMO)

AN IR (T1-3NTMO). e 35335 FE2 JH g b
Je R /INAN—, Sh ] BB 8 A B JU R FE AN T, Ak 2
SR DAL, DRI ARG FEAN [F]. B 1T 9
JEESKARAR AT TR K, o F M k>T304 wk, K
JEAT2 em, JOILAE AR, TG Rl KRR 2R A
AR, TSR S Ik e i oA e g AN P4l
S U PRI sl 5 i R A 25, A2 A0 R ik
AR S LG R Ik 3 o i 3508 2 15 B, T I s B ik
MBI AL I N AR AR va AR, T &
TINIMOAT2NIMO Rk R sk R AR T, 1
YERIEAR. XFFI8g>5 cm, JoHH SR IUE 1)
NI AS T LT R UIBR, BAEAHT X st/
NARTT 77 A2 G PRI B T T A 53 125, i)
Jigeg AL R CUR A R B ks R
P RMIAAR. AR BRSE [ SN2 187K 1 4
[ PigerZU52 F11 5 FE Whish 2% JLEE K B A8 3. 78
AATTIR IR SR S P, ST ARV I A2 %) 28 LT
whipple FAEAT AN, 1] H AR 738 0 25K AR
TR, BB R 42 A 5k A AT MR i g DX 3
PERAA. Bhsy o, & Tl i ah ek (1 A4
SRR, USRI VR T RO AT AR R A Sk i
MRVAAR, C05 AL, JUHEHE H ek Jo Bl bk
g5 5 R — I DR I R R T 14 S s
JUSEBE I A o [l s 2 DA )9k 2L 5 A2 AR R i iR
B ) Ok, X — e H 2 19 21 3 R S R L
FHNATRIEE L. A2 U0 T TR A2
5 REAK T2 em ] V)R AT Tk iV &,
PR B Sk D) bR A KR i e, JU 0 A i
E AN BB MU AR I AR A=, TR K )
Ab PR TS0 N T BT AR SO & 0 B e TR
o 94T T 2 I X 8 Bl A A P4 T AR e
SR SEE T N a 171173 it =11 70711125
ARHENLIE BRI A0 H ARG AR, 97 K5
Ja kB EE A S INE T AN FARIET %, H
SR AN I TR) AT W) B S . AR H AT ECR
A H AR S [ i R B8 REAS A 88 SRR T K
Yy ER N RAE Bl 7] 75wt (=1 70711 S 1 -3 285
TRV F S, HERERIA
Bk G5 T A T IR I BB A I 2 50
B BHAEBOR BB KON TR A ) 2 R T
BB Rl TR — R I BRR, S
+ AR W D 2 R PN o 28 SRR [ A LS R
T A P RR A A T BRI R LS RS, LA
IR A A a1 — 48D R (pylorus-
preserving- pancreaticoduodenectomy, PPPD)A~GEAE
R JBE Sk g R R P P R AT T B AR A A
RS TE RGO R . A2 AR L
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ARG R LSS TR AR,
MEFR IR0 2%, SRR RR L. i
JRERAL, KN, BREE, [al DU FEAIE G, Y] 5%
Wi 90 EEL 5 (PO EG . DRL R PR (0 bR Lt Aok 2 &5
HeRs BTN E . IR A AR 9T R B R Fol
R LR PR A 2T 10 T L T B e PR I 2B L3
F AW L5 H AL IR, 1l BEBeANRER F 15
PR MR BRI EAT bR T 45 5 B 7 T (E 74
TN L Sl i e RS 5 TR IR /NS E T, B
FE A /IN T2 em Ty AT RERR IR L 2545 56 42,
P2k, BT DAIRAT T4 SR 9K B R
g PR 5 IR eI, A S ke st e
FRIRA PR, R IR LR R AR R A K L 5
Je ol SN AT R XA 8 TR R W n s ] e s
FERS I 12 X REE Bk 45 kL R K, A0y
IR AE.

WR AR B T AR VIR A7 KRS ET, A
B bR ot A 2 DB ) O% M B B A Ty
AR, MEAR I FoR ik R DI whipple A
T, SR AR IR AR TA A S B TR Lh e
SKHE TR 22, STEAAT AL 5%, ZH0FF NN I
TG 261 2 B DR J A 2 58 5 42 S e AN, i
H AT P ARV DI N, JLSEAR, ik
et (1) IR EE Y7 1 A 75 VDS A 5 10 T3/ ) 2 2 i
DR, E A R ik VA s B K Al 4k 2
R AR b IR RS £
22 JU 50y kbt £ 4 B s 3 k] FLOpR e, P b N
152 25 2 ik R bR (6, sl I S Bl kb 2 45
IR I 20 kR bR T 55 s R 1 =3 A bk 2 B
ZRJE T IR B 45 125 1 2R P AR S vk £ 4 ik IR ) R
FRIERELZE. i Ah, A Rk B ) 04T 31 A 8l ik
TR B, R 09K 2 4 RS i ek L . R
g 2 b IR EL 45 (568, 9, 10, 11, 1421841, L6
)RR, BT, RSHIRANE N SR 3 20 ik 2 45
FEDIBRME, A I R DIRR, R sk A R (R
A, JFRBHIK T Rl 8 2H ) A iz ZR HECRR B8 Fr) vk 2
SECR1A4D) BT AN NS B, oA e S
X, B R S Z 20, R sk S
JF R FORR S IR 50 SCERAE, 442 B, a2 M 4k i
] I B kT & A, AL ZE I ) AR 21
ST, 2R B R . PRAAEE [ 5 AR ]
KN B KATRE, T2 R R k. g
] AR T A im By SR A7, 1 B I e+
FaIiRH. PRI, e O S B kT, 18
TS KR SRR CAE TR, B
BN AW B EIGTT. AR i JE e R A e
PRI AR S, AT AR VA R D .
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BT A BT 53 W PRt X Jge e Ao A
B R S5 A LA R, A AL
N S NITFENY YR LAY NE D (SERTE R e 7
HIREVEIRTT . AR T AR B e 4R L 4537 4 A1 e
AR IR AL BEAE LA 2. ARG A AT 275 T LA
AT S R S A A AR A R IO RS
EAAET. HArAT L Bk 1 T AR JE LT B8 A
677, A TRAEAT I TIE A K, BA AT R
oI B R PRURA T A R TR VR 7 s

FRATAE M PR L 5 25 1) 3 T AN RE DD B ) R
JIRIE I PR e R 1) R R SRR YT T )
SKARAHA BRI A SRR, M 8 R, L
JEVE, T BT RRE B G2 MR R R
PRI R PR AN 97 S LA vy B 70
EAER Ay, BRI T BRI 255 1R
7R EE AL oy, R AR LR R
T PUMLEERSGRYY . R AR 2 M T B
MRS, BRI T TS, Hir, C225+
APE A1 2 I e RS A R AR AL T 1R — 5
R OAEIIIR R S50 BT T B IR0 45 2R

2 518

R R ) Y A TR T B A S A T e B PR T 4 v,
TARUIGH K LT, S BRAER E 8, R
M IR () S 2 W, SR T 4 AT
S AR S, BT 25A S .
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Abstract

AIM: To investigate the expression and
its location of p38MAPK in CCl,;-induced
hepatic fibrosis in rats and hence to reveal the
relationship between hepatic fibrosis and the
p38 MAPK signal transduction.

METHODS: A rat model of hepatic fibrosis
was established by subcutaneous injection of
carbonte trachloride (CCl,). Thirty-six male SD
rats (weight 180-220 g) were randomly divided
into two groups: normal control group (n = 12)
and model group (1 = 24). They were randomly
scarified at 3, 6 and 9 weeks after injection of
CCl, respectively. Their liver tissues were ana-

lyzed for histopathological changes. Gene ex-
pression of p38MAPK was measured by reverse
transcription-PCR and immunohistochemistry
was used to detect the protein expression and
localization.

RESULTS: The level of fibrosis was markedly
aggravated at different time spots in the process
of CCl,-induced hepatic fibrosis in rats. With the
aggravation of hepatic fibrosis, the expression
of p38MAPK mRNA and p38MAPK protein in-
creased gradually, mainly in the mesenchymal
cells.

CONCLUSION: Up-regulated p38MAPK is in-
volved in CCl -induced hepatic fibrosis in rats,
and p38MAPK signal transduction may promote
CCl;-induced hepatic fibrosis in rats.

Key Words: p38MAPK; Hepatic fibrosis; Hepatic
stellate cell

Wu W], Yang MF, Xu XB, Zhang XH, Ji HZ, Yuan BS, Zhu
RM. Expression and its location of p38MAPK in CCl,-
induced hepatic fibrosis in rats. Shijie Huaren Xiaohua
Zazhi 2008; 16(34): 3822-3827

%

HH#: MR p3SMAPKAE % 3h ke K AT 4F 4 b
(hepatic fibrosis, HF) & AL f2 4 £ X 89 %
A T A, N 1B Fp38SMAPKAE 5 4% §if
¥ 5 HFTG R Z e 8 % Z.

Fik: KIACCI, sciF F K AHFEA, 362
SD X A2 7£180-220 g) AL A (B &
FBL(122)FCCL AL (24 R), #HE3, 64
9 wkZ: R B4 B A ALAL 0 &40 K K. IRELIF
JEALEEHF S kAT 42 P R B B Ja) B &40 K BT
20 22 9% 3 T AL, JART-PCRE A p38MAPK
mRNA £ & A3 2 P AT 20 8 09 A B AL, %
S LA Ty A M p3SMAPK 2 3 BEad A2 o AT 28
p P EGERE U, AL AFEE P £
B AE L.

B 5 EFARAE, CCLEF1) Kt
K AHF R R B} R B4 e A2 A B, |
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ZHF %7 5%, p3SMAPKZEMRNAK-FFo & &
RFHEIL G ey A B 5 B £ TRk T
Pk 04 18) 4w e, AT 4oL R L4 &

Zi0: p38MAPKEHF# WA P # 4 L, &
5 HFH &4 %22 id 2, p38MAPKAZ 5 4% Fid
B EAL T AL CCL T 89 HF 49 T %,

KE213: p3SMAPK; T A4 4L; BT 2R 4R

I8, WIS, IR, KR, SHE, RBR, KA
P38MAPKAE RS SEIIMAF A4 R EPHIFRIARER Y. HR
BN SEILZYE 2008; 16(34): 3822-3827
http://www.wjgnet.com/1009-3079/16/3822.asp

0315
P38MAPKAE 5 1% 18 % A 22 24 i A 2 1 g
(mitongen activited protein kinase, MAPK)Z Ji% ft) 5
P RRBR 51, FERRE SN 0 RSO NE  4T fd
T g0 T DL R At i 5 20 2 4y A0 45 7 TS
FHEEEAY, SR AT IUR IR, p38MAPKAE
IS B203580 14t [ 3k 75 2 75 3 (Wil 2T 44k
SR I T e L R W k™. Chin er alP'4)t
I, HALA KR BI(TGF-B1)iB i L p3SMAPK
753 8 /N ER AR A M T IR T KA, d
Rp38MAPKTETGF-B175 3141 i M T (ECM)
H PR EEER]. B H AT IR, p385 AT 4EfL
(hepatic fibrosis, HF) & 2E 1) ¢ RAFFUIR >, AL
LB CCLE FHFIM AR E, MEp38MAPKIEHF
KA RIS TE, A TEE— PR p38MAPK A
A TG SHF R LG R.

1 #RIR5A

1.1 #H 157K 8 SDRE, 7T 180-220 g, I
e RN R T80 26 P 4 IX e ek = o S 0 )
Yyhaty. CCLOREET ke i S BRA ), bk
fmAb o-SMA, KE$i/NEmAb p-p38J [ Cell
Signal A 7). 4§l HDako’A ). TRIzol RNA$E
BRI G2 Gibeo A H] ™ . RT-PCRIR A &I
H KI5 AW 2 \). AR5 GenBank 741 B 1H 1514,
A T

12 7 ik

1.2.1 KAHFER e 5 45 Kilsc 400 mL/L
CCL/RIMEMA R, RHAFIE 6 mL/kg, & 74
g, 200wk, FFEE9 wk, R KRR H B
K. HE.

1.2.2 SHsh Mo B AR K36 ik 6 SD
KERBEAL 2 0 15 % B 41 (12 ) FICCLIE R4

www.wjgnet.com

(24 1), IR A sc A= B #h/K, CCL IS 2 57
HFRER, AR A9 wk, JERE3. 6. 9 wk
S5 23S AL SE(R Ise CCly 72 h). 1E %% HZL
R4 HFIERA KR8, 5 mm X5 mmX5
mm/HA RN GRAEE, -T0° CURF AR, I
JENF240 /LI PR i, A, 2-3 um)%
FEESEY) . MHEF Masson s (07 5 Fo5 3 AR
e, Ffik— DA e B AW S a-SMA, BERRAL
p38MAPK(p-p38MAPK)TE AT 41 23 v (1) A
AL
1.2.3 A3 L0 LR R ALK R T 2,
M40 o/L R E, B B D) A, o
MAEHERM Massongeta, WHEE N W 428
Gk A0 N AAE B IV b 2T 4 2H 2 A A D
MassonZe 658 IR £ 2k (1, K HImage Pro
Plus(IPP)Version 5.0 & M, &rsk ) kil
HUSAS LT, EHGTBOR2004%, I BH 1 4% (i
B, BCFIIAE, VL LR AR
1.2.4 Symzade: KM ALEn Visiond Lkl
a-SMA. p-p38MAPKER 15K, miliks =ikPT
JFE 4, 152 A1 mmol/L EDTA(pHS.0), %}
DABW. (4, TRARRL Y PP IR, 2t gh
SR HTPPS. O B oy i, Akak D) Fr BEALEKS
ANPREF, EURTEOR20045, W0 BH R Gt i AR, B
S, VHEEIL SRR IR P o
1.2.5 i 45 F J A 4% B9 (RT-PCR): ()54
e HARE SR p38: Forward Primer 5'-tccaag
ggctacaccaaatc-3', Reverse Primer 5'-tgttccaggtaag
ggtgage-3', 51K 341 bp, B-actin K il B-actin:
Forward Primer 5'-gagagggaaatcgtgcgtgac-3/,
Reverse Primer 5'-catctgctggaaggtggaca-3'. (2)#
HUARNAKART-PCRIGFE: #HLZ)50-100 mg4l
21, KM TRIzolX AR BUERNA, M7
JEPETHAE260/280 nm ALK RN A F) Jit i 12l
JEZ ), M cDNAS MG & mRNA K 5%
eDNA. cDNAKHIAH N 5 [ £ TPCR
I8, 25 LA NARREEREL pL by Rk S
PEGI(50.5 uL)+ 0.124 pLifITagZE &, 5 uL
cDNA. 13.876 pLKE &M /KHMS5 uL 5XPCR
Buffer. PCR MW IEFE: 7EL4A2 min 94°CH#HH
2 a, RNIEAISME, HH94 CAENE30 s,
55°CIE k30 s, 72°CHEK:2 min. (3)EXPCR V)™
P10 pL, 7620 g/LEkiREke b k30 min, &
BT BCRAERE, AN S B-actin yJEUE, 1524
JE T

St AR ST K imean £ SDEEUR,

WAL B 08

p38MAPK1{Z 5
HFERRALL
HF ¥ T 24554
il B, AR
p38SMAPK & A
oy LR &
R sh A R A
R AR EER
BB . iE i TR
P38MAPK & F &
KA B K HLHF
B A AR AR
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WA #H g 5
AR S AL

FoRT-PCR# 7 ik
H M HF# &
EC e A i i
pP38MAPK & i &
WA, SRS
HF % A 69 7T fg %

1 SERHIZORFB REVRIBS T Ko -SMAIIRIAZML. A: IEERIEA; B: A3 wk; C: FiEIZH6 wk; D: FiEIZH9
wk. 1: HEZYf%; 2: MassionZ¥f%; 3: o—SMAZZZH AL

N SPSST1.04¢8 v # A 6 £ 2647 75 22 70 #,
P<0.05 AT B E MR XL

2 BR

2.1 AR ey mEF AL

2.1.1 IEHE# &2 5 2o 1F 56 AL &
AN TA) ST /N 5 R e 2, T4 i HE 513 55, 6
RAN MR, TCAFHERIBRTE L. 3 wkiN A2 T
AN EE R AN EL SRR, 22 BN A i RERRE AR, I

DXy 2 A1 IR . 6 wIH AR 4 BT 4 <
BRFEAZ B A2, WA REVEIRTE, /N S X A
REWME, Az MR, S4ERRE TR TE . 9
w kI A IR 20 JHF /N S5 R IR, 22 H0H 40 A< Bk
FEAZ, JH A0 B PEIRSE, QS ik (40 i, Az 4l
JLIE, 21 4k 2 23 R] K T 1 B k(BT ).

2.1.2 FFiEMasson % &, 45 & 2 ~: Masson#{f
BN AT LR R B SR AR 4, T AL /D
0 1100 Js 502 4 4 AT T 7 DRI R S T A,
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2  p38MAPKEBEMIRIARIENL. A: IEFHHEL; B: HEHIZH3 wk; C: BiHIZH6 wk; D: FEHIZH9 wk.

=1 BERRER. a-SMARKRP38MAPKRIAT L

(mean +SD, n = 8, %)

4548 BEER a—S‘MAFE'IE pS?MAPK
REAER  REXER
EEWBE  0.16+0.10 0.20+0.09 0.01+0.01
BAZE3 wk  0.20+£0.30° 0.50+0.35° 0.05+0.02°
ERZH6 wk  0.67+0.25° 1.55+0.50"° 0.10+0.05°
BAZE9 wk  3.08+0.60° 5.48+1.52° 0.50+0.10°

°P<0.05 vs [EENIIRZE.

RT3, 6. 9 wkin] WHH KSR (aff IR 4T 4R
PR T ORI S ik B DL AN S8 4 4T
YelaIRE b, H RGBT R R A, 73 Aok
% N9 wkZTEH SRR AR, I m) P ZEAHTE
AT HERS, 5> TSR B, T /it
5 IR AT Wl 2P X (P<0.05, 811, K1),
2.2 AFALL T a-SMAR FA M U IE 5 X AL
B DX B KT e s ik B A /D o- SMA B P4 i,
JFF S5 B [ 15 BT 2 2 2R - S MUA BH 1 ik
WY n, Mt SRR, KE RIS T2F4E 2k
(LAET DXL v ok ik i 1 2 4 ) o % Sl 41 4
V¥ g5 ) P 2 J 1, LB A I ] PR S G, AR IA
IYAREOREZ , 5 I R ALAH Lo B R X
(P<0.05, K1, #%1).

2.3 AT 4842 P p38SMAPK ) & A H L

2.3.1 A ER TR IEWMIRA3. 6.9

www.wjgnet.com

wkSEE K U412 H p-p38SMAPKJL T EFH #E
Kk, BORH AL ] Wp-p38MAPKFH M
ik, ARAEEE N AT /N o Sk R L YA X
SN A 4 RR . T Rp-p38SM APKEH
PELIL. H5EE R, p-p38SMAPKPH ik T %
3 At TR U RD 5 200 e L i s B (1] 1) B K
p-p38MAPKIHFH R IA ] B8 % . Mok, 5 1EH
W RRZHAH b BAT B R L (P<0.05, K1, E]2).
2.3.2 RT-PCRA&M 25 R B 55 [E % 6 AL EL A,
B K EITFAL P p38MAPK mRNAR) £k 1
InE4IP<0.01), FLBEEAR ] 4E K, p38MAPK
mMRNAKIE IR 3 3 e 4(K13).

3 ik

HIF 2 6T 85 i D] 3850 i P P45 4 7 — e
&5 IS, 82 T AR i 2 b Ay = 1) 4 ffa 41
B 5t (extracellular matrix, ECM) R FETTARY, 1%
LI FELIR G i (hepatic stellate cell, HSC)/& /T
WECMIF) E ERYEE . 5 5 Bl 3L YA i B4
I, HSCsH I s 2 42 22 AR A1 i R B i
A BT . A LS ET SR AT fF
BEAEHS CsHIMEE, Kat 4l k1 &35 5%
S0 AT, AT PL4ERFHS CsIrif fu R Y
BT LA RFHS C s 19386 58 5 R R A» ih i v e
TR A 1 S I S AR Sl B AEHE TR 8 1)
1E AT BBk B 2 1 aF 5T, Lt MAPK AT LL S
A7 2 A I W0 e s R 1 1) R O, ok 2

| PAE XA

AL EBHRIE
M 48 A MAPKAZ
SEFaEBTE
£ 2% p38MAPK
FEHF#E P 8 &
ik F A, T A HF
Y By 4 P AL HT 8



3 p38MAPK mRNABYZRIX. A: IE RN IALL; 2: HAI43
wk; 3: BEAIZH6 wk; 4: BEAIZH9 wk.

FiE S IE e IS, X TMAPKIH 5T
23 Z 7. MAPKJE T°Ser/Thrik [ i
FWR, FERS R A3 ERK(AIMIAME 5 8 i
fi), INK (c-JunZ 3 A iy i) Fip38MAPK. JLH
T ERKAS 5% 38 B AEHF B b /R S
B2, KRS TG ] S EPDGF%
PRI IR AIPDGE 23 34 I, WS FIPDGF32
L 51 50 TRasEREE, Miit—1
TEALERK, S5AL AE R K 5 4% A #4 5 R 7 1 4
&, JERE 4 i A 39 22 11 (Cyclin)D, BRI, {2
fFHSC MG JHIENSHAFFBEFE™ . B ARMIF A 0F
FEMERERK S I A% B A S6 8 11 i b o 2T
YA R AR TA Y HEAT PR It AR
p38MAPKAEHF I 1 1A FH H R 7T /.
P38SMAPKAE 515 Tl I £ MAPK KK
B SK , S AN RO S, WO
MAPK W A5 30 . 76 55PN e A s HE 48
AN PR BIEEAR . B, i
TR Z-1(IL-1) IR LR T (TNF)
FIGHE A2 RS ISE T, A4k 0 R
LIS TAK/ASK/NLK, MKK3/MKKG6, i3]
P3SMAPK = IKFEEX [RThr. Tyl XURkERRAY, 11 4
Bom MBS I p38 AT IR AL B Sk IR T ATF-2.
Elk-11""0 S st A7) 1) e S 3G R 1 7 v, AT
WS R AW AN Y. TGF-B/2HF
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P38MAPK  p38M A PKE IE 5 % HE 21 v A UL BH 1 ik, 1

250 P 3BMAPK mRNADUA A 261k, BEWIZEIE

100 PRI R ITFALZ R p38MAPK A LG iE T 1 B
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B FEKAITHFRLE (1IN, p-p3SMAPK &%p38MAPK

bp mRNAKIELZEHIE 2 . 9, p38MAPKK L

1200 K SHFRERE 2 B EM 5. B EHFIB

1000 1, p38MAPKHE IS, WL p38SMAPK AL A
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100
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Kup fferf i 5] 540 i i) 3 24y, HSCHl
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BB, Rt DAL HEHF R R A, ARS8 T HSCHIT
AFRUED o-S MLA T2 T I3 A5 Fsf (1] 114 S8 < 328 3
B0, ek, H A ERIE TR R IX
H R I ] R 2T 24 (] 58 B 5 30 2T 4% 1) g 1) JH 552
S, 55 IR 1 3 IE B 83 IEARE, ip38MAPK
[ 2T5 5 o-SMA KB S (1) 26 35 5 35 TEATR,
IRl AT DAHEM p3SM A PK A5 5 4% Sl i nf R dm ok
P FHSCHITEAL . B AL HEHF I A

JF45 405 K up Fer 41 i T LB 50 Tl i g
K- THSCHEHEHS G 4k . 5. ST AF Sk,
Kupfferdtl fu/EHFJE b (14 FH AR AR & #i b A A
PR, Kupffer/&H Ak MG PEAU(ROS) I 2K
J5, ROSTE S48 4L & W, INEHE. Imamura ef a/""
TR I, F I Kupffer 341, nHIHIHSCs1i#
3, I AIHHE B R, Nieto! BP9 & 31, HSC
MK upfferdi i 3L [ 1555, LEHSCHET IR,
— 7 I S 2 W AR Y, 5y — T T B 5 A
WIS 30, ol ( D)Mla2( 1 )aifie 5 3k [ i) ik
BN, ST ) — AN B R IS HL0, f
IL-6 1] fig /2 il it Vi Ak p38M A PKAF 544 5 1 4 1
DITHSC IR 5 R Js (1) 20 DRI AT 1475 e B4k
ZEWF 7T p38M A PKAF 5 At 3 3 e at aod A A 7 204k
HEHFRIE R, HoE B v HSCHIK upfferAHik &,
EABAETT S IGTT HFHE T8 1) SR
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Abstract

AIM: To examine the protective effects of
epigallocatechin-3-gallate (EGCG) on CCl,-
induced hepatic fibrosis.

METHODS: A rat model of CCl,-induced hepat-
ic fibrosis was established to assess the effect of
EGCG on the treatment for fibrosis. Liver fibro-
sis of the rats was evaluated by two histological
methods: HE staining and Masson’s trichrome
staining. Activities of serum ALT and AST were
checked with automated biochemistry analyzer.
The levels of liver tissue hydroxyproline, gluta-
thione (GSH) and thiobarbituratic acid reactive

substances (TBARS) were also determined. The
expression of a-SMA in hepatic tissue was de-
tected by immunohistochemistry. The mRNA
and protein levels of TGF-B1 and CTGF expres-
sion were detected by RT-PCR and Western blot
analysis.

RESULTS: Histological and hepatic hydroxy-
proline examination revealed that EGCG signifi-
cantly arrested progression of hepatic fibrosis.
EGCG caused significant amelioration of liver
injury, and reduced activities of serum ALT
and AST (138.4 + 45.8 vs 234.6 +£ 63.2, 96.4 =
20.5 vs 186.2 + 36.6, both P < 0.05). Redox state
was improved in CCl-induced hepatic fibrosis
through treatment with EGCG, by suppressing
the TBARS formation and increasing the level of
GSH. Moreover, EGCG markedly reduced both
mRNA and protein expression of TGF-1 and
CTGEF in the liver tissue (P < 0.05).

CONCLUSION: EGCG significantly arrested
progression of hepatic fibrosis. The underlying
mechanism was associated with changes in the
redox state and markedly decreased expression
of TGF and CTGF in liver tissue.

Key Words: Epigallocatechin-3-gallate; Liver fibro-
sis; Transforming growth factor-g1; Connective tis-
sue growth factor

Zhen MC, Wang XM, Yin ZY, Wang Q, Liu PG, Wu GY,
Yu KK, Li GS. Effect of EGCG on expression of TGF-B1
and CTGF in rats with liver fibrosis. Shijie Huaren
Xiaohua Zazhi 2008; 16(34): 3828-3834
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A, MEEGCGH X R4 gLty Fom. i3
JFHE# & . Massion= & 3 & 0 ¥ £4F 41k
8 T AL, ALK f R R R A4S B (ALT)
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A5 E LR o F B ILILED B & (0-SMA) #9 &
ik, 45352 FIRT-PCRF=Western blotik e 4%
WA KB FBUTGF-P) AL 4R A K AT
(CTGF)mRNA#= % & it £ A

ZER: EGCGCCL#F49 K AT e et A2 7
AA R E A ER. EGCGHAT it LA 2
FORPAER, 5o iR ki, EGCG
FFALE A iHALT. AST/K-FHA%(138.41+45.8
vs 234.6+63.2, 96.41+20.5 vs 186.2136.6, 3
P<0.05). EGCG 2 F#7#| I 4122 a-SMA# £
ik . EGCGif it 474 TBARS # it = 3% 3 GSH
A8, BHFRKECCLIFE T L LK BRI
JE 49 BALIK . FIRFEGCG R 2 474 I 4 47
TGF-B1ACTGF#mRNAFE & i 44 £k (3
P<0.05).

45 EGCGHE®S 235 395 IT 4F e fb e it &,
HAH BEEGCGHR & R FAT k6§ BALKRE &
Fp#H TGF-B14=CTGF#) & A A *%.

REEE: RiF R FILRRBR B F0EE, FAEN ¥
AEREFBL FHHSEREF

Xl FUER, PEF, A, NVR, 2B, sigve, XL
EGCGWHAF4HU AR TGF-B1FICTGFFRIABIEE. HREA
7R 2008; 16(34): 3828-3834
http://www.wjgnet.com/1009-3079/16/3828.asp
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REE T )L E-3-W TR NE(epigallocatechin-
3-gallate, EGCG) 2 &k % 2 My 1) 3= 5 pd S ik 1k
15y . EGCGYE R —Fhas bt A R 167 444k
ISR S99 7 T 5 RS Ak 22 1) D3, Tt Ji gl
DM R £ 4tk F0Chen e ali)1E, 12
HEGCGTALEE W] Lk C C L5 5 (1 2 vk iF 35t
5. ARSNAITSY CAUE I EGCGRE S 1 ik HS C
T U S5 P B, 900 ol 348 5 0 5 S5 ) T R 4
PR AL B VE ™. EGCGRETS 1 kA 2L ih
ITIFEFYEAR ), TR — B0 Y. Rk, Ffilia
FCCLE SR BT bR, 3RTEGC G
CCL i T 1 LT A=A M A F LA B AH L.

1 MRRSE

1.1 A i5E & {@HESD KR, #45 #:180-200
g, R Py s b e, Zhi &A%
51 SCXK(#)2004A084. 5113 %36.20-22°C, b
HEIH12 he S5 7 K UE T wk, H B
K, AN SN, BEE . ORI IEH &g
S *FPta-SMA, I [ Santa Cruz Biotechnology
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A ZHUAEERHRPIHT1gGMceAb, 1 H i
WA F. EGCG4EE95%, Sigma’s 77 i,
R ACIR, I AT AR E Kb, R IEER T,
JiE+ Triton-X100, Sigma’s & 7= . CCl,s AR I,
N BAE S T . 2 s EER-250, ) N A
w7 . Massion = (IR A&, | IR Fl
fh. GSHAS A 1 £, Calbiochem 23 w] 77 .

1.2 7%

1.2.1 488 75 ik Al & SDRF, BEHLS 44
(DIEHE XA, KRS Siphiall mLkg, 45
21K, (QQEGCGH AL, K45 Tiphifiati 1 mL/kg,
20K, RN Rip EGCG(25 mg/kg); (3)4T4E
BRI, KR4 Fip 500 mL/L CCILAOHG h
W1 mL/kg, BEJE21K. (HEGCGIAIT 4L, KA T
ip 500 mL/L CCLAIMEIMAE 1 mL/kg , & JH21K,
il i 45 H 25 FEGCG(25 mg/kg)ip. S246 A BTG
KB I bRUE R S T7 wkinAbse. absE
HIAE 24 he AT, KB ZK G SRR, i
ML 2 AL, 43 29 13, -80°C {4, ~“FEMIR
AT HING, ZBRIFNEMIE, B A ] )38 4
TUKAEBLER K P R Pk G, — 4 100 g/L
HPE R[], 3 P A e % 2 2P R
HAR A SR E TR A P R AT.

1.2.2 FFAE28 22 9% 22 2 Aem): IEAEA IS D)/ /EHE
Betti, Massion = {04 (075 K o-SM A 5o 5 21 Ak G
o, B [E 78 B2 L OO0 T S 20
HAE O, R R RE R - K nod e LR H0EAT
BILHBMPENY, 0% ICLF4etl; 190 I X
LRYEAL; 29 T X ETYEAY K, 390 ARt LT
Yeth; 42 HEREAL. S 24k RSPk, HAE%
VLIPS REAT, 45 I8 FTHIPAS-20007 115 1L
Bt RS, i AR R e B R BT
N BEUR I BT RGEAT I FEAR 4, A I 4 e 56
GRS S0 TF, A3l G mAURLE T
. T 100655 N e I IR 2R 4E AR A 23 L, o
LT I 2T 4 1 AR T ZH 2R R X 100%,
HBOF1E.

1.2.3 AFLAR A& M AR A2 0 2 K& 5-Ti%
g . BUIT 4128500 mg, 11950 mL/L Z i fi§0.5
d, ARSI 2 d, B B 10°CREHE
T, BB O PR FFR U K40 mg, AN
WIERE N, A6 mol/LEEMR3 mL, JfE125C
JEREKAAS h. FSRA AN, B N50 mLZs N
6 mol/LE A LA HpHA26.0. F 78 1H/KFikE 4250
mLZIJE. L8 EE.0 mLIE. &4 1.0 =T
WRARA], SR BCE 20 mindkSE i 1.0 mLid

WA A %

B 7 5T AT 4 440
08 7 B 2 22
ey zhay, TR
B A A AT AF
Ye ALy 2h 4 A
L5 B A SRR
oy B
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; éﬂcaé ﬁi‘% MR = 1 EGCGRICCI B SHYRERAT S AEMIIBALTRIASTEVEA (U/L)
h %%
[DRGIEIE o Y
i‘fjﬁ Ej;;j ERRA EGCG THRLE AT EGCGTHA
Ev‘é‘g;%ﬁﬁi AST 65.3+28.5 66.6+30.6 234.6 + 63.2° 138.4 +45.8°
Wi RABF@I ALT 36.2+6.1 35.7+7.38 186.2 + 36.6° 96.4 +20.5°

A S RIE, o
L NN 2
g Fe S AL, R
¥ Chen ef altkid,
iz AEGCG T 4
BT VAR 3R R R
# & CCli5F%
SRR ARG . AR
S 89 BF % BB
EGCG 4k 4% i it
Fip ) 2K m e
1 A AR 69 6%,
I ) 38 7 A i F
B dn B AR AT
LA AR R

°P<0.05 vs IER4H; °P<0.05 vs FFAIETIA.

SR, 5 min)5MIAL.0 mL 100 mL/LX} — 4
R, 65 COKIRIH20 min, HUH 544
20 min/i5 7£550 nmyg K AR Lt @ik H CUnHk
J5E TR 2 I A IR 22 I RO A v £, A o I 4128
(2 Il 2= R TR S

1.2.4 FH 2 GSHATBARS A E &M 7. GSH
K F &, Calbiochem”y w7~ . HE i &AL
Wi B A P2 ) T % (malondialdehyde,
MDA), W 5 Z K (thiobarbituric acid,
TBAYR AN, AR W %4 e
532 nmAb A e KR OSCE. BRIk, BRI A 0 e R
i I O AR

1.2.5 o3& I el 2 BUK BUMIRZI3 mL, &
TP N, 37°CHL30 min, 4°CUKFIFfHE2
h, 3000 g 10 min, HUIML¥E, -80°CLRAE. HBNEM
S MR U D BEFE FRALTFAST.

1.2.6 ¥ % FRT-PCR#&M: BUKZ300 mghit4l
41, JInA3 mL TRIzol(Invitrogen)#EHUERNA,
LA F I ERNAS B, IWIERNALE
AgonmlA 200m = 1.8¢10 g/LﬁHE%JﬁH’E FH 7k 28S Fll
18S RNA 7 EU Al = 1.5 % 58 RN A B R 58 4 k
2 pg SRNANR, ZfTaKaRas 1] [JRNA
PCR Kit(AMV)Ver 3.0%8 7 & 1t B P EAT 101 5 5%
A WHE S Y. (RT-PCR). K CTGFEAZ RS
Y% #Murphy et al”FP 5l g AE T AWK, -
J75'-CTA AGA CCT GTG GGA TGG GC-3',
J5'-CTC AAA GAT GTC ATT GTC CCC-3'(383
bp); N TGF-BISE RS2 % Ding et al”
¥#5'-TGA GTG GCT GTC TTT TGA CG-3', F
J#5'-ACT TCC AAC CCA GGT CCT TC-3'(350
bp); WZ&HB-actin5 |74 F: LiES-TGG
GAC GAT ATG GAG AAG AT-3', Fi#5-ATT
GCC GAT AGT GAT GAC CT-3'(452 bp). PCRJX
V4442 94°C 2 min; 94°C 30 s, 55°C 30 s,
72°C 1 min, 30MEFF; 72°C 10 min. HEUPCRY 1
P10 mLAELS g/LEEARRERER(770.5 g/LiRfk &
FE)HLIK, H]9&E Pharmacia Master Image’% 41kt
6 g R GEREAT BRI IA AT (1) 2 58 A AT
1.2.7 Western blots#1: KT8 T UKA 154

fi# W (7 150 mmol/L NaCl. 50 mmol/L Tris-HCl
[pH7.6]. 0.1% SDS. 1% NP-40F14 [ fig 41
AW PR RTICE 10 min, 13 000 g 10 min
WY R E A, 40 pngd R EAT+ 2
Joe B st PR M - SR DA M T e ¢ s i Wk (SD S-PA.G E)
IF IR AL B EE EN P VD FIE, 283 (520
mmol/L Tris-HCI[pH7.6]. 150 mmol/L NaCl.
0.1% Tween-20F15%Jl WA LB S, 50t
TGF-Bl. CTGFuB-actinif) % 7 B Fiih 5 5l
W E, M4 S TS BN S A ) R R 1
FPLE PN, Western blotIanfl 22 K ik
(ECL) RGN 5, KB BAR AU VP, UK)
W 325 WO BEAE BATEH 5 B-actin,. CTGFAN
TGF-B1H H&KIEIK-

Gt F AR S P A Himean £ SD&
N, K SE A RENL U SRR 7 22 b, A
FEAS I E 8] 1 P Y EL 8 R I Student-Newman-
Keuls gir 5, LLP<0.050 255747 B &1k, B
VERILASPSS11.048 H #AF 58 k.

2 BR

2.1 EGCG*F K RAT Zh #ktg % a1 IEASTHIALT
2 VO I 445 0 FH ) AR A F R b TR I 0] R
LA EL, FTET4Efb 20 (I35 ASTRIALT i 3
w45 TEGCGIAYT JE M AS THIALTH AR T
2 2 PRIK. TEGCGXT HR A [R] 1F % %) B4 JC i
BERERD.

2.2 EGCGATCCl, #5589 I 4F e A K RIT Nk 5% 22
LR F e 1B NTRATFEGCGXT 41N 1E
W FAERIN, BT, RmeH, L8R, i
AR, LT YRR L BT3GR, B vk, %%
B, A, A HLBURCIR R I, EGCGIRTT 4l
JHFIE B IR L, RGO, SR i eTs, IR
] Ll /N . iz FHHEfMassion g i, — Fp 41 21
I B2 T VR IHE AT 4R AR B AT 0 M. L2
B2 A3 B 5 BB OR IE HHRALRIEGC G R 41
(1) JFF AL 2R 22 45 AL 0, T &40 M DA il ik
e BHURR, A2 JC IR DT I (E 1A-B),
ASCY A DX R v e i Bk AT 20 VI AT 4 A7 A (]

www.wjgnet.com
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1 HERD mel#HsE
B HERE(x100). ARAME T AL
A: IEHTHRZE; B: Y AL B 5T 0 R AT
EGCGH R4l ¢ R, ;j}ﬂf&ﬁ
STy R . MEEAT A KR
Egiéﬁ?mf’ SF AR, LB
' S EGCG#CCLi%%
9 BT 45 e e 0 4%
Ve R B AR A

pax:| n 0 145 2% 3% 445 mean = SD

EENRA 8 8 0 0 0 0 0.00+0.00
EGCGWIBZAH 8 8 0 0 0 0 0.00 +0.00
FH4ERAE 12 0 0 1 3 8 3.568+0.19°
EGCGT#nH 14 0 8 5 1 0 1.50+0.17°

2P<0.05 vs IFE4H; P<0.05 vs L4E{vigfvg.

R 3 EGCGXCClIESRVAT A4V RERATLALRCTGFRITGF-B1 mRNAKRZE B RFRIABVFZIY

4R TGF-B1 mRNA TGF-BIEHRA CTGF mRNA CTGFEHER
ERNRA 0.39+0.15 0.36+0.15 0.15+0.06 0.17+0.08
EGCGIRA 0.38+0.14 0.32+0.12 0.14+0.05 0.18+0.09
FFAFAIERIZE 1.19+0.26° 0.98+0.24° 0.32+0.19° 0.78 £0.24°
EGCGTF¥ 0.46 £ 0.22° 0.45+0.18" 0.22£0.10° 0.36+0.15°

P<0.05 vs IEB4H; °P<0.05 vs FAEIETIA.

2A-B). BB /N 25 AR, 2T i 20 2308 1
R L N o N T N N N A B2t A
)z AR SRR, A XY R IR DU (B
1C, 20). [RILFHEAL A RILL LA, 3677 40T 40 M
AR PRI BERE FE S /N &5 e Al DR 2 B B AI, T
I J2 i £ 44 388 A R B SR, A 4 Ak R AR
75 (E11D, 2D). iz I KnodellH§ B0 T A0 F i
HATVE o0, 45 R, EGCGIRYT 4l RIBAY
M LA W35 72 77 (KR 2, P<0.05). BRI 1) 4T 4
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IR H20.5%, EGCGYATT 4K 4213.2%(3K3,
P<0.05). TIEGCGX B2 A IE 5 0 4L 18] fra 4L
S04 P AF AR AT W SR 1 22 531

2.3 EGCGFCCl, i 9 K ST 4F 4 AL AT 28 47
F 0 E R a2 00 % R LR R JH T 20 205 B 2
SO PR [ BT, 3 s S O T 20 23 o 2 e R 7K T,
X A AL FR BE AT 5T B A0 BT [ IE 6 A AR
EL A, I FAD 0 M e, P 7 T 0 A 70 41 B 285 3 vy
(P<0.05); EGCGYRYT Ja FRMili 2 e /K F i 2 T b

AL
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miAEE 2 RFLARLD
AL AEGCGH BMassionZ2 | x
GWoR Ky A BT 100). A: T IEA;
FF 4F Yt ad 25 4 B: EGCGHIAZE: C:
j§ g TR AW IFFAF 4RI, D:

e iy e
(ng/gEE M)
N W D

A B C D

3 EGCGXICCLiBFSAIRBAT A4 ATALR R RIS
SHIA. A: EHNIEZE; B: EGCGRIEZ; C: T4 1A
HIZH; D: EGCGT-lZH. P<0.05 vs I HRZH; P<0.05 vs
SFEAPIERIA.

(P<0.05, £13).

2.4 EGCGXCCl# F 09I ¢F e b K AT 4847
a-SMA KA #9%% TG ITHSCAE 4T 4EAb I 3
SRR FI I SR, 1M a-SMAJEHSCiGAL I &
BRPR. P, FATiE H e AAGER Il o-SMA
FEFFNE A I 2IE. g5 R R, 76155 AT,
oi-SM A FH 1 40 10 3= SEA7 AR T T 1R H 3 ik )
[il. 45 Tip CCl, 7 wkJi, a-SMABH A L fr 45 T
KBTI, R4 FEGCGIATT Ja 414
DRI o- SMLA BH P 240 6 PO 250 (0 SRR (4.
2.5 EGCGACCl %549 K ST 4 AT Ik AL
TR AR E 0 Frh AT U 25 i
GSHAITBARSHEE, FRITEGCGIRYT X421
ARSI Z . GSHM R T H5bt At 2128
—IERTZ. WIESAFTR, [A)IE 6 R AL (5.9
+0.2 umol/g), T 4EAL AL A1 ZA\GSH S &t 8. 3%
FPE(3.5£0.1 umol/g, P<0.05). [F] 1% Xt 41 EL

EGCGTiZH.

5, BT 4t A TBARS & &1 INZ3.245% (K 5B);
EGCGIHIT AR TBARS & 2[4 45(0.78 £0.10
umol/g, P<0.05, [¥|5B).

2.6 EGCG*T K RATIECTGFA=TGF-B1 Ak 9%
" RT-PCRZ; B4 M7 S 7 21 YA 455 200 40 i
CTGFAITGF-B1 mRNAW A b 2 v 15 %t
WA, TMEGCG T4l 2 NI, —3#F 2 i)z
S G R (K6, %3, P<0.05). 12 West-
ern blotyZ Al FFIECTGFMITGF-B 14K A K ik, 45
R W R BRI CTGFMITGE-B14R
A IA B35 TR 6 IR 4L TTEGCG 1,
CTGFMTGF-BlEE I RIAL B N, —H2
) (1 2 S 380 gevk24 e (K6, K3, P<0.05).

3 11E

AL N I R S C CLid5 3 Y JH 5 0 1Y) T 22 i
[Al. CCLy HH JH-41 B 1 40 g 5 2= P45 ORI A il =
SUF L L. a8l [ 38U o Ak, T R
TE A= 4 5 | P 4 M 453475 RN 1E £ 4 20 21
A ASHIFIT 4G B S REGC G 1 137 s 2 i
ASTHIALT W% T F%, KWEGCGRCCLGIEM
KSR IE 25 1 B A R . TR] 56 1T It L &5
FAHFE, 2CCLAFE G, KT Iud A
AR EYTBARS W& 5. IMEGCGHRE 3%
CCLITEUN K TBARSIE . GSHAE N—Ff
PO AT LE 41 P P R 40 i A8 it 45 4 %2 R
0 R O IC A i P 1R e, 6 A v A TR
PN AR REAE H ORD B R B BREE
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4 EGCGNCCl, mizaAMH

BENABFAE B gn £

IR o -SMAE T W EIRR A

Jeitn ke, HraAELF

>
~N
1
o=
> O @

1.2

WFAI B R (umol/ g2 )

B PR 2248 2 1/ T (umol/ g 25 )
& & 5

O O o <
o N D

A B C D

EBVEZE( x 200).
A: IEFGHIRZE; B:
EGCGHR4A; C:
JIF 21 4k (L A T 21
D: EGCG 4.
EGCGTHlf5, 474
XA o —SMAPRH
AT D

A B C D

5 EGCGXICCliESHIRTA 4L REEATE LRI RPGSHFITBARSAIRAG. A: 1IEH W IHAL B: EGCGRIALL; C: FF4r4 b
HIZH: D: EGCG AL *P<0.05 vs TEAAIRAL: “P<0.05 vs LTHE VIR,

M BRACI G B, A W90 R BIG SHIl 24 Ik
R S AL P i 3 B e SO SR IR A AR
S R I, CCLALER (1R BUHIEGSHAK - B3~
B, MEGCGT M AT EG SHACT B 1wy, &
TS 4h F R R A 4R 1E AH — 3, EGCGHRER
T R GSHAKFA 44 55 5% FTHS CsIr 48 AE
S W ARSI S IR F W, EGCGX T4 i i 7
PEH AL L BUAERS. 5T, Chen
et alilE 553z FIEGCG AL 2 m] DL o 1 il fig i ik
AT JERE RNV IN O 7 A K 42 CCl,
FHI SR, B, xekgt R HEGCG
A fe il PR RE ) RFEBTLCCL I 3 K
JFEFHEALAE .

HSCsHi il A2 4l JE ii(extracellular
matrix, ECM)/= A2 ) 3 Bk YR, PR E HEAE T 41 4
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PRI A RN R e P R A 3 DR FH Y. R IR
JHIE, HSCshb T# 1 RA. 5 I, HSCsHi
i, #iEa-SMAJEHSCsiF I — A H Rk,
FATHIWFFT K BLE G C G T 41 4 A0 28 Jig 1 b
Hio-SMA IR BH M 41 i 1 T B, FRIEGCG
AFIHEHS CsIfE Ak, Je i T 70 2 B 48 A B
T Ik P R 57 43 A ) 52 AR 1 T 4 R i
HERFEF 4 R R FIHS Cif k. Rk, EGCGH fig
T LA A S AR T H S Csig Ak ke By 141
YL TE K.
TGF-B15& H A O 5 58 142 BT £ 4L 4
MR 7. JEAERFS R, TGF-BIAEAAAN 25
AR S AT 4E 4N M7 A CTGF, I fa#
VE R B WERN A AR T 25 4 N2, RS 4T
Y 21 P GEF A1 B AN B 1, CTGFA 1)

Ye A B A L Yt )
Fa% A, 2ot 25
MR 1RG.
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W @) 15
AFRTA — R A 4  BEVHE
Fl. 4R TGE-p1 350 bp , )
Tk, BT R 1  Chen JH, Tipoe GL, Liong EC, So HS, Leung
pe ik & B X E R KM, Tom WM, Fung PC, Nanji AA. Green tea
B Wom s AR CTGE 383 bp polyphenols prevent toxin-induced hepatotoxicity
F 0 S KT in mice by down-regulating inducible nitric oxide-
derived prooxidants. Am ] Clin Nutr 2004; 80:
p-actin 522 bp 742751 S . ,
2 Nakamuta M, Higashi N, Kohjima M, Fukushima
A B C D M, Ohta S, Kotoh K, Kobayashi N, Enjoji M.
Epigallocatechin-3-gallate, a polyphenol component
TGF-p1 - m— 44 kDa .
e of green tea, suppresses both collagen production
and collagenase activity in hepatic stellate cells. Int
CTGF gy - Sl quuris. _ = 38 kDa J Mol Med 2005; 16: 677-681
_ 3 Higashi N, Kohjima M, Fukushima M, Ohta S,
P-aClin  g— S— —— ow— 45 kDa Kotoh K, Enjoji M, Kobayashi N, Nakamuta M.
Epigallocatechin-3-gallate, a green-tea polyphenol,
B 6 EGCGRICC ISV L4 ARBFECTGFHITGE-p] e e i Niod 2008, 110
MRNARZBEIRZRABIRIN. A: TEHX 4L B: EGCGHT A ' o
L. C: ATV RERIZH . D- i
#; C: FFAPAREIRALAL D: EGCG AL, 4 Brunt EM. Grading and staging the
histopathological lesions of chronic hepatitis: the
TGF-B1 (52315 5 HF AR 4EAb (1) 5 £ o BLAT 45 Knodell histology activity index and beyond.
o \ ) e . Hepatology 2000; 31: 241-246
#Iﬁ i&ﬂ%ﬂ%ﬁ’]ﬂiﬂ\]ﬁl‘ﬁﬂﬁ%%%%CTGFﬁ 5 Murphy M, Godson C, Cannon S, Kato S,
TGF-B1 NI g:l:gﬁ;,flt{ﬁlﬁgzmﬁ\¥, TGF-1 5| Mackenzie HS, Martin F, Brady HR. Suppression
. . btractive hybridization identifies high glucose
/ oo ; YT A e g ! su Y gh g
R CTGFAE FYAE I EF AL B Ry L R v levels as a stimulus for expression of connective
A B R A SR FFE IS R IETGF-BI1 tissue growth factor and other genes in human
; F N BB 2T o Ak B 3 = mesangial cells. | Biol Chem 1999; 274: 5830-5834
E,] % e . { AL‘L% jhf?[ )jilf ﬁ;)_twmglﬁ)@ ’*L}iﬁ 6 Ding J, Yu J, Wang C, Hu W, Li D, Luo Y, Luo H,
TGF-BUQX%*Z TR AL W& HICCLIB S Yu H. Ginkgo biloba extract alleviates liver fibrosis
}\- AT g}g&pﬁ[lﬂ' IHS, @ﬁm%UTGF—ﬁl i3] s induced by CCl in rats. Liver Int 2005; 25: 1224-1232
N o 5 7 Yumei F, Zhou Y, Zheng S, Chen A. The
22 ] EL L Yy / s
W*H(E@)E\A A5l R TR AT YA I HE R S antifibrogenic effect of (-)-epigallocatechin gallate
CTGFE— P ESEMEBRKESRAEG) =2 results from the induction of de novo synthesis of
(K340 I A 22 4 T TR 2 W e AT e qb g0 glutathione in passaged rat hepatic stellate cells. Lab
. ’ ’ T Invest 2006; 86: 697-709
Wﬂ%%q:', CTGFIE%%?HSC, HA ¥ FHSC 8 Kagaya N, Tagawa Y, Nagashima H, Saijo R,
TR, W, B AR E T BRI RIS, H Kawase M, Yagi K. Suppression of cytotoxin-
. § induced cell death in isolated hepatocytes by tea
pacd ke 3 d
CTGF mRNARIE H#&IA KT 5 A HEAG ) f catechins. Eur ] Pharmacol 2002; 450: 231-236
FEROEAR IS, TS BR 2E BT 5%; i8siRNA 9 Ramirez-Mares MV, de Mejia EG. Comparative
42 e v A N ; study of the antioxidant effect of ardisin and
THCTGFIf& L DIR ﬂ/ SULACEIEE AN epigallocatechin gallate in rat hepatocytes exposed
H, BLIWrC T GF (#4535 s H A s 1 v e to benomyl and 1-nitropyrene. Food Chem Toxicol
RS AT TG T B, Ty 200% 41015271535
P e A 1 g o . 10  Friedman SL. Mechanisms of hepatic fibrogenesis.
iR WoR, FIER RBAT, CCLE ST 4 Gastroenterology 2008; 134: 1655-1669
WK BAE VA U R I RN LA TGE-pIAT 11 17, B B A R Fp RIS AU E KR
ST Wy FETk HEBRAE A M () Jutt . 14-
CTGFHAME, itk 545 T — HENT AT Egiﬁtw’]im HFE A 2006; 14:
1 ﬁﬁ*ﬂ,ﬁ?lj ‘:F‘ ] 1/]5 . TILI]AEGCG?ﬁﬁ ﬁ% | E’kfm]ﬁélj 12 Sun K, Wang Q, Huang XH. PPAR gamma inhibits
TGF-B1. CTGFZ ik [ & e B4 8B4 | growth of rat hepatic stellate cells and TGF beta-
o - . e s induced connective tissue growth factor expression.
. AMIEFE SRR IEEGCGRE RS L e Acta Pharmacol Sin 2006; 27: 715723
lﬁHSCE@GSHé\ﬁ‘ZWﬂ?q]ﬁ?UTGF-B%ﬁgE@ﬁﬁm 13 Doh KO, Jung HK, Moon IJ, Kang HG, Park JH,
. N Park JG. Prevention of CCl4-induced liver cirrhosis
D S = = ¢ J-[7]
B TGF -p1m AT, BEANHICTGE L. by ribbon antisense to transforming growth factor-
AW EE FAEHE G C G T A 5 3 30 i betal. Int | Mol Med 2008; 21: 33-39
14 LiG, Xie Q,ShiY, Li D, Zhang M, Jiang S, Zhou H,

CCLi%E SR BT LR ik 13k 2, X — 2V [H]
EGCGHIHIFTE ARSI TGF-B1 R IA f I
554 SV R .

Lu H, Jin Y. Inhibition of connective tissue growth
factor by siRNA prevents liver fibrosis in rats. |
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Abstract

AIM: To investigate the effects and the
mechanism of triptolide (TL) on proliferation
and apoptosis of pancreatic cancer in vitro.

METHODS: Pancreatic tumor cell lines PANC-1,
ASPC-1 and SW1990 were treated with different
concentrations of TL for 24 h and then, cell death
was determined by Typan Blue Staining. Annex-
in V/PI double staining was performed to evalu-
ate TL-induced apoptosis using flow cytometry.
The expression of 5-lipoxygenase (5-LOX) and
concentration of its downstream product LTB,

www.wjgnet.com

were determined by real time PCR, Western
blot and ELISA. 5-LOX ¢cDNA stable transfected
SW1990 cells were established successfully. Af-
ter treatment with TL, it was examined for over-
expression of 5-LOX on TL-induced apoptosis.

RESULTS: TL induced prominent growth inhi-
bition and apoptosis in human pancreatic cancer
cell lines. After treatment at 50 pg/L, the cell
viability was 70.5% = 6.8%, 61.2% + 5.6% and
52.8% + 5.3% of PANC-1, ASPC-1 and SW1990,
respectively, which were significantly decreased
compared with control group (P < 0.05). The
apoptosis at 12 h evaluated by AnnexinV posi-
tive cells increased in TL-treated group com-
pared with control group (24.2 £ 3.23 vs 9.5
2.18, P < 0.05). TL significantly down-regulated
5-LOX expression in these cell lines and de-
creased LTB, concentration in supernatant (P
< 0.01, compared with control group). Further-
more, overexpression of 5-LOX in SW1990 cells
made them more resistant to TL induced apop-
tosis, significantly inhibited the TL mediated cell
death and apoptosis (P < 0.01 or 0.05, compared
with control group).

CONCLUSION: Inhibition of 5-LOX pathway of
arachidonic acid metabolism is associated with
TL’s anti-proliferation and pro-apoptotic activ-
ity. It also provides evidence that TL has clinic
therapeutic value for patients with pancreatic
cancer.

Key Words: Pancreatic cancer; Triptolide; 5-lipoxy-
genase

Ding XL, Zhou GX, Zhou XR, Wang XY. Triptolide
suppresses 5-lipoxygenase metabolic pathway and
induces apoptosis in pancreatic tumor cell lines. Shijie
Huaren Xiaohua Zazhi 2008; 16(34): 3835-3839
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BrY: 338 F AR A B B (triptolide, TL)i@ it
74 5- g B 4B (5-lipoxygenase, 5-LOX)AX 4t
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mia £ 8 PANC-1. ASPC-142SW1990# 45 4F A ; M P RHED R 2 8 rh sl 3 30 i) =40 il A g
B R A I,

TL T #p %) % F+ i
T mpYg .
T T, 42
FHHE AR+ 5
FRL RIS R
JRALH] 7, K
MR IR w5 R
ik 5-LOX, 47 4]
5-LOXAX, i@ 7%
B A F MR IR 2a
AR T

mX AR5 A B %, Real-time PCRA=
Western blot#& M TLxF5-LOX A& ik 69 % v ;
ELISA#M5-LOX T 4 = #LTB,# 4=, M&
S-LOXAEGA UL, 485 45 4 9 SW 19904
FLAR(SW1990/5-LOX), Western blot#a | % 4
A HETRE, HES-LOXAREHSWI1990
W HL5-LOX B & KA K, FHA ) ik A 5 2 i
% £3A 5-LOXATL#E 58 T8 %A,

R TLAG A e ie /A =, TL 50 pg/L
YE A 24 hJg & ks HPANC-1 70.5%+
6.8%, ASPC-1 61.2%=+5.6%, SW1990 52.8%
+5.3%, Yt R Z R Y (P<0.05); AT
Mo 12 hai 55 sT ARk, 2 F(24.24+3.23
vs 9.5+2.18, P<0.05). TLAL 2 F474]5-LOX k&
B RLTBAEMR. BEHLE, MILAS-LOXE
B kA A WHNME £ 4, 35k Lk PLTB,
RERFERFZH TWHL(P<0.01). it &k
5-LOXAESW1990%a it 3% 3% T sf TL#% 8 =
B ARITAE R, 28 s T A0 A T 34 B BAK T AT
8 28,(P<0.013,0.05).

L0 TLT A EARINE T MR 2n f 6 75 37
) e m fL B =, %A 5 TLAP 4 5-LO XA 4t
BB FEETRA A X A, —FTLTHE
BN R I AR B A 2 2 4.

KA. AR, B A NEREE SRR R A

ThE BEDE Bt THRE. SABAEEENG-LOXK
EHBESTRIREMRBCZI. BRENEKRE 2008;
16(34): 3835-3839
http://www.wjgnet.com/1009-3079/16/3835.asp

0315

JER e A LM IR 2 —, ST AR RN T
2% w2 2RI, Rk THREETAR
LS. BRIk, WA RBEHLE, B2
T8 T B 2 i PR B IR AR AT A Bt
BRI B 72 B s IR R, 4 ) A AR 2R DY A
& (arachidoic acid, AA)FI IR %2 N A
U R )40 N 188 -5 JeE e O R D)0 S- IR
A HE(5-lipoxygenase, 5-LOX) 2 MALAATREAL
H =Jfi(leukotriene, LT)F15-F5E — 4 DU 4R
(5-HETE)) B, 1540k A3 SCHRHIE 76 iR
JE AL A75-LOX B, 1M H5-LOXFH T 7 fe
FEARSN I iR 40 3 5, 5 A i
PERTMS-LOXIR AR 0] fE HAT W AE I R IR TT
JER Mg AN, T A T P BRI (triptolide, TL)A:

AP Ak, BAT R T S fE .
A BORER T, TSI FLIRE . AT e« il
SRS 2 R R PR A R T K
TIBIEFE T TLAE AR S0 XT B i fiet 41 B 96 5 K 0 12 1)
S, GRS EL TR RN 4] 5-LOXAC BT i
(GlIP S

1 SRIASE

1.1 AH TLIW s B 2 B i, R
SRS W 199048 i FhF i A8 A2 i R 5 — A
BRI Bt W A AL RE A XIS 0 RS N J e 4
PRASPC-1 [ Fifg A BFBe 40 M ZE. N B 4i
JIBRPAN C-1 HH bt 17 4 5 2 WE G T ) 25 R
S MIAE 100 mL/LARF I35 DM EMES; F2300%
R TR, TR K I & TLIR 8 784
R AR, X A NN £50.01% DMSOR; TR
12 7%

1.2.1 mp3g i 5 A=l G IEROKINTL
XoF 24 4 B A . 4 R 2 6k O i A5 0
ng/L TLACREAR L, Wt dn e, #4 TR MR FHBD
A AR ApoAlert Annexin-V kit, 2X 10°4 g
FAPBSYELVR, HIA200 w4k T B 7 40 i,
FFIN5 pL Annexin VFIS uL PIE T =615
min, IR, Annexin VI TEARE A
T 40 M.

1.2.2 Real-time PCR: TRIzol$2 U RNA, 1954 5%
SEEPCRIXA Y H TaKaRaA 7], AACHERN 4
FREAT A 51 SR S-LOX B 14
5ACCACGGAGATGGTAGAGTGCAG-3', Filf
5% 5-GCAGCTCAAAGTCCACGATGAA-3';
B-actin L35 4)5'-ATTGCCGACAGGATGCAG
A-3', Fii514) 5-GAGTACTTGCGCTCAGGA
GGA-3'.

1.2.3 et 4. NSW199041 g 37 %
5-LOX[*cDNA, & Bl 514)5'-CGCCATGCC
CTCCTACACGGTCAC-3"F1 FiF5|4)5'-CTGCT
CGAGTGCTCAGATGGCCACACTGTT-3", Fiff
W& Xho T A YIBFRAAT 55, PCREAF: 94°C
4 min, 94°C 1 min, 58°C 1 min, 72°C 4 min, 28/~
P JE72°C 10 min 1l K5 S-LOXIEH vo % 21
pGEMT-easy(Promega) #4441, M-k, HEcoR
FiXho | XU, K5-LOX cDNAJH A ik Fki
pcDNA3.191(pcDNA3.1/5-LOX), 4 o 4 ]
FuGENE 64% 4457l (Roche), [ #pcDNA3.1%5
FORiEE . T g/L G418(Calbiochem)ffiifs e

www.wjgnet.com



TRE, &5 BABEALSEEIYS-LOX SN ESRIREMIR BT n 3837
FEYL AN MIRK, JFLAS00 mg/L G4184EFFRE 5. 100+ W 10 ,0/L e
I 50 pg/L A RERE R

1.2.4 ELISA#% R LTB,4%: Rl &0 A
R&D A w], 1% Ui W] 5 A,
1.2.5 Western blot#ml: $2HUR T, 100 g/LE
NI I Sl gt s W vk, %PV DFJIE, 550 g/LIi NG
PRI TBSHE A1, 10 1000 AFHI5-LOX—Fi
(Cayman), 4°CRE7, 1 2 50000 AHRPARIC 4L,
fEH2 h, ECLZ 4, Bt 1.

Brit AR SRJUSTATA 7.0%0 tH #4450 ¥,
B Ulmean £ SDR 7R, W2 T8 %R A K
Z AR POR B R 3R T 250 #T. P<0.050 B2
BT 7K .

2 B8

2.1 TL#74%) MR 2m I3 585 52 B A == H]
10. 50. 100 ng/LHITLAL#PANC-1. ASPC-1
FISW19904H Jits, & W =5 v ARSI 5] 2 2 (1)
MIBET . W 1FTR, 50 pg/L TLAJ DL S8 &
(140 HUAE TS, 24 b5 % 40 i L 5] PANC-1 70.5%
+6.8%, ASPC-1 61.2%+5.6%, SW1990 52.8%
+5.3%, LEXHRZ(>95%) /10 ng/LAL R kb
(P<0.05).

TR T Lo 15 8 15 3 M0 1 s 4t B o 1,
BATH 50 pg/L TLYEFHSW1990 41 f10-24 h, An-
nexin V/PIXUG LG 40 L ACHS IU 40 1 3 T2 2.
S5 KIS0 pg/L TR K SW 199041 g f T,
ZI o Annexin VIHYEANHEY B9 00, 12 hdl
Lt 1A (24.2£3.23 ws 9.51+2.18, P<0.05).
122 oA — ks g 5. RO, T RG] fik i 4
HORRI RV T S g S Ao
2.2 TL#pH| MR % 20 AL S-LOX & i vA R LT B, %
7= % Western blotfill #| fEPANC-1, ASPC-141
SW 199041 g bk 3445 5-LO X & 1 1 R A (E
3A). 50 pg/L TLALHEAN i, Real time PCRAG I
5-LOXAERIRIA. 45 I, TLw] LA % 2 4
PANC-1, ASPC-1/ISW19904 Jffi5-LOX mRNA
KILE(EI3B), Bl 53N (fold)R/RTLANHE 5
LA FERTS-LOX mRNA ELAE (A B-actinhy N 245
YE). IX PRI A TLA RS2 hoglh il LU 8%
F, 12 h/F W] &, $¢7R5-LOXH] RE/2 TLI)HE
HEAL

M2, M50 pg/L TLARFESW199041
e, Western bloth 4 i H15-LOXE 1 Kk 1
B, 25 R, TLAT LA IS W 199041
5-LOXEE 1R IA(K4A). ELIS AR S AN A
JEITLAEHISW199041 w6 h)m, FiGH15-LOXIH
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1 TLXFEARELBIBPANC-1, ASPC-1RISW19908IZ:45
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FEFYILT B, MBI B, X 5 TLANE b
IR 4 2214 5-LOX 2 — S (B 4B).
2.3 i R EAS5-LOXIERSWI9904K I TLH F 49
B NBRHIHIS-LOXE X EHHESSTL
P4 T, W T 5-LOXKIE Tk, Jf
i 32 21 R e 5 YL IS W 199041 il Ak (SW1990/5-
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B RL(Pe34]) . HEY5-LOXHEK (5-LOX4L)IK)
SW199041 Jf15-LOXE KA /K, 45 R B
5A), TR E A A bk b, 5S-LOXER A & 2 B
EFRISWI1990M 415 i A, BhAh, ELISAZE FAIFSE,
S-LOXZ 4N fu 557 B3 LT B, R IA K83
TWt(P<0.01, K5B).

BAR AN M A 5 R W, S-LOXHE YL AT i
AR A I 1A OIR A (Bl AR 21 HY. AHFRAT R
I, 50 pg/L TLAEELL b — 4140 e, SW1990/5-
LOXHH HI AL T~ W {5 /D 2% Jiokr e G o) 1 4 iy
E41(P<0.05, El6A). 1fii H, 50 ng/L TLAFE24 h
JE T4 (LA Annexin VEHPEN 011t # &
%128 ks i et R ZH (6B, P<0.01). ixsbsh
R BN EIES-LOXA LR ZMHITLIE T 1
SW19904H gy 1.

3 11e
20H 20 704F AR LASK, FR I e 2% T AR R ILTLAE S
BIT 2R A, R R R LN TL
MBI T MR 3L, TR E N A 25 5
ZEM. AW R, TLA LA S bR 40 i
BB 5 T A MR T, $RORT L AT e JF A IR IR
T BRI AT 2. IRAWEST R B, TLR LA
F0AH IR 40 R S-LOXFE R [l 3Rk, BT 1Bk B,
N H5-LOXERIE HTLA T2 I /E % DIAH K.
FFCR WY, 7 e s A e 305 A vh 356
ME)S-LOXKIE B, 76 NI 4L, s
LA ARIE 52 5-LOX AR (1 ik 38 0, HAE I
S AN AN RIES-LOX. b4t 5-LOX Filf

TL:@ i 47 5] 4w B,
5-LOXAX i §
JERR I 2 B A =,
AR T 2 TLAA
TG 5 F L 89 32
i, -ATLEA
WA T s R
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A PANC-1 ASPC-1 SW1990
5-LOX | — — —

GAPDH S S —

B m2h
| m6h
0.2 O 12h
O
0.1t
0 L L
PANC-1 ASPC-1 SW1990

B 3 [RIFEMIRERS-LOXRIA. A: YRS -LOX
EH; B: BIHEAII5-LOX mRNA.

A SW1990/TL (50 pg/L)
0h 2h 6 h 12 h
D-LOX i ot S a—w.  o—————

B 150
=100 -
~—
2
o
K 50f
0 0 10 50 100
SW1990/TL (ug/L)

B 4 TLXSWI9904BR5-LOXFILTB, RIAMIEIH. A:
5-LOX; B: LTB,.

I%ﬁ%LTB4LTH%H%FQE 2, MAZIER F

EA AT B KCPRIA, IXEegE BPUR, 5-LOX
T e v 2 1 T i 5 IR 40 b A 2 R R AT K
CLVA IR IR, 5-LOXAN ] 7] 38 ok 17 i L i 2
AT LA R A g A% M RT (1 AR AR ST,
TLAUE B AL AE I S-LOXFE M (1 2Rk, ifg B
A LUAMEILT B A2 B 3% — J7 T IR 7 B A6
TLAEFHHLEIR) T fi#; 5 ‘7‘5@ BESR TL A e
JisE 4 B b S-LO X AR i 4%, B IA) A8 FH TLAEE

A __Wt_ Pc3 5-LOX
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B 250

200 [

o
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H 100 1
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=
=
=

-8 Wt
—&— Pc3
s ¥ 5-LOX
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SRR, L B Ak, IR
PR BN AE 1S S I PR

BATTBEMEZR), 173 TES-LOX 1 At 41
REAE B R FIRPITLE SR TR, X%
W, $0iH15-LOXAR S i 12 5 TLAE I8 T kg P n]
R AR R, Sk, fElm RGBT, AL
I 2 A A K R s AR AT W AU, T
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Abstract

AIM: To explore the changes of G and D cells,
and expression of gastrin and somatostatin in
gastric mucosa of chronic superficial gastritis
with spleen-stomach dampness-heat syndrome.

METHODS: Seventy patients were divided into
two groups: spleen-stomach dampness-heat syn-
drome group (n = 38) and spleen-stomach weak-
ness syndrome group (n = 32). Immunohistochem-
ical methods were used to detect the amounts of G
and D cells, expression of gastrin and somatostatin
in gastric mucosa.

RESULTS: Compared with the spleen-stomach
weakness syndrome group, spleen-stomach
dampness-heat syndrome group showed sig-

nificant difference in amounts of G and D cells,
G/D, expression of gastrin and somatostatin in
gastric mucosa (130.54 + 35.62 vs 111.13 + 23.79,
54.98 +19.63 vs 67.01 £ 21.56, 2.74 £ 1.36 vs 1.87 +
1.36,34.72 +17.24 vs 27.72 £ 14.23,13.90 £ 7.22 vs
19.23 £7.96, P < 0.05 or 0.01).

CONCLUSION: Elevated G cell level leads to
raised gastrin expression, decreased D cell level
leads to lower somatostatin expression, which
may be pathological basis for spleen-stomach
dampness-heat syndrome. Elevated D cell level
leads to lower somatostatin expression, decreased
G cell level leads to lower gastrin expression,
which may be the pathological basis for spleen-
stomach weakness syndrome.

Key Words: Chronic superficial gastritis; Splenogas-
tric hygropyrexia syndrome; G cells; D cells; Gas-
trin; Somatostatin

Wau J, Tian DL. Changes of G and D cells and expression
of gastrin and somatostatin in gastric mucosa of chronic
superficial gastritis with spleen-stomach dampness-heat
syndrome. Shijie Huaren Xiaohua Zazhi 2008; 16(34):
3840-3843
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BHH: R 2E AR E LM ERHGEE S
H ARG, D@l TR F b E A Kir &k
FakHyE L.

J7i%: 2004-05/2005-03 b X A A1 ERIH AL
15 AR R MR A E K B HT706], E
R E IR RAE3SY), IR R 55E324 . A Bk
LAY 7y A B B AR G DA ety #
EECN B LR i & Sl ok B

R S Eaki, R F ARG I
B, Daafie# B, G. Db, Gamje % @m4n
PPGask ik %, D@ @SS kL B H
B ¥ M £ F(130.54+35.62 vs 111.134+23.79,
54.98+19.63 vs 67.014+21.56, 2.74+1.36 vs
1.87+1.36, 34.72+17.24 vs 27.72+14.23,
13.90£7.22 vs 19.23 +7.96, P<0.052,0.01).
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0 51

5 RIS A G4 IR D 41 i 2 v 1 3 R S A o
A, Fwhrd Wb # (gastrin, Gas)FlAE KA
(somatostatin, SS)X PR R 70 WA~ AT FIAEHE 11
D) e AT A T A S IR R R A R
e I LR, AIFFE LTS Ik e R T R
(chronic superficial gastritis, CSG)&EH X%, £Ri7f
IR PRIE AT R R R R 1 ARG, DA AR
o R S, LR R UE IR AS BT, IRARAS T

1 #ER5A
1.1 ## 2004-05/2005-03 46 50 4< 151 1B B w4k,
B2 BB R H L7006, 458, g4
KL Er, #0112 A CSGI A, Fi%18-60% . I
WES I (P25 251G R 5T 3R S sty 1 o
2P 299097 CSGIM IR 7L Fa 3 J5 ) 14112 Wi b
VR, Lo R VR R3S, J25%1, L1361, P
W%36.4+72% JFE1.78 £0.564F; i RESIIE
32451, 55154, L1749, ~FEAEES41.6 £8.9%, i
F#2.98+0.634F. BRI G I A TzN, B RIEA
o SRR/ B R A, B S W R
WA A T RO A B . AL
PRI AR WRE, S K, LR R
PiANGasZ i BEPiih. RPLASSE Pk,
PV Bk A7 £ (Non-Biotin HRP Detectin
Systnm. HRP). DAB il &304 Tk st
WM EMEARAGIR A H. EEDiagnostic/A A
HEMAESPOT I KB T R4, IEE TR
5% [E Tetamorph /A 7] [f)Meta Morph <15 73 #r 4% 14
1.2 ik BB EW N E SRR ]2-3 cm(f)
K NEHRHAZ, BT HEE100 g/LIfH
P[], R AT LI S Ak DR g (A
Pt NGasZ vi PR BTN SSPUIAE R TAEW, %f
W HIPBSHUE 28— sk, LA PERE 5256 A
. gett ik HALUE4 wymiES D)y, &1
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(00 BH P D ko 4 B 5 A B B € R, %)
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N HEEN RS AT R G AR B, fo 0
T 1) B AR50 I BH P 40 P, Bt L3 S AN FE
BY 1 UG, B EAE S R ER D) A BH P 4
HOH T RRR A K BEAR. LI KN R 20 X 10.

it 4038 RHISPSS11.54 -, #E4T
RS TE. OB Llmean + SD# 7R, S HI P
SEFEAR IR

2 BER
2.1 mPTY & F IR A )G, IRERH O
BHPEY) o = 0> A fEG. DA B R, 40
MR ANE . XA M BATE. G, D4R 3 24y
AT S T A 1 MR S0 B A, AR LT
RN AR BRI E LG, DA
B Rk, A gk At 5 #IER AT, G
Mo H W12 2 T DA, Hipli#4E, DA
IR E R EE , G HUR oA, S
JEARERIE. ZMAE. BJIE. FHETE A R
&, H Gk B Al K ISk, A SR, )
SR AN DA E A S G AL, LT AR
I, Sk B 22 L, 4 HAC(1#1-2).
2.2 AR ARG, Dt 0k LA R4 I
A5 MR 2 LR RGN U H 15 %2, DA o2
H kb, HZHA I 52 57(P<0.05, P<0.01). di#al
G/D4H i LUAR K2.74 +1.36, [ RE2H G/D4H g LA
1.87 £ 1.36, i4lA W i 75 5:(P<0.05). A2 5 g
RE A EL I G B TR B GasFKIA [ 18 %, D4
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3 111E
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(mean + SD)

DB n G4k DZHfE G/D

SEHVE 38 130.54 +35.62° 54.98+19.63° 2.74 +1.36°
JBRE4E 32 111.13+£23.79 67.01+21.56 1.87+1.36

°P<0.05, "P<0.01 vs [BFE4A.

PG M 20 A e H 250, DANMAEH 2. B
RS I o0 A, LA E 2. BRI
G- DI 1) LEAE A RHE E, 1X A AT 4 Fr 1
FE e, AOCEH NEHBAG. DA
B H K GAE B AE &, A BRI A R
TEH NBAN RSB 2 8, GAIRII%H 3
Z DA, AR ER, G. DA =204 T
T 52 0 v 8 P R TS BT 3T, A AL R B
MR Gl H W 22 TDAIM, HEp R
£, DA AR IREL GARESERIE. =M
e~ TG METESCARINTE, A Gk 1
TR, AR SR, R 4B . DA B
A5G AR, P AR, SR E 2 W, 41
K. SHEFEA— 3,

BIEE &0 Gas. SSIARLAR—2, 24
LEWIRW: H pyloril& 4% CSG5H pyloril]
PECSGLLER, MLy A1 R P GassK 1B i T,

H R0 23 S SR B BB AR, 1M 1L SSTE AR
ABT SRR Y G AL H 5 1E H 4LEH pylori
BT 4R B JE B 24k, (H DA g H ) 25
TF, SEG/DA LG KT, L et alB5T
BoRG. DA ELECSGA L IEH AL
AR, B S AN 2 G R ) T
G. DA Wi/, Hop e s AN G/D4H g bk
i h: 1.8940.27; CSGFEECAGH H: 2.05+
0.34F12.2440.60, W= FIEH A . EECAG
i 1.78+0.30F11.53+0.24. G/DAAMI LAY, 1EH
TS EGAA BEEER, HE%R4., &
JEERGM . PEERATLES. HREEE R
PEEIEAI A Gas. SSMG. DAIMIIKKR, [HN¥
GG, S er al'"E JARIE T I B
M5 Gas 7 & AR, A4 BE UFRILH 1 — & 41
AL TE DI RE R P PR FAATE, 5 Gas P & PRI,
THALTE D AE AL K N EREEEL IS L. KT
et al"" RN, DANA Lo DhRETCIE, TG
RO D) REIRES, NI Ae A UM E S A Y 6e
BEEAS 1) o EL ML, X 8 er al" ST BRI
B AIICSGE RGN M % H 3% = T
2, DA H B 2K T B ALRNE W 4. S
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paxi:) n GBI S EiR GRERE DMEEEIR  DARBE
TRV 38 34.72 +17.24° 31.87 + 16.56 13.90+7.22° 20.34+11.10°
el 32 27.72 +14.23 31.34+16.44 19.23 +7.96 24.63+17.68

°P<0.05, °P<0.01 vs [BEZH.
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(F)— BRI AEAN B4R T, mTk—20 5%
Gas. SSHIZFUL, TN P )11 2. mT DL
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Abstract

AIM: To evaluate the metastasis distribution,
prognosis and treatment strategy for patients
with Dukes D stage rectal cancer.

METHODS: Clinical data, type distribution and
prognosis of 301 cases with Dukes D stage rectal
cancer who underwent surgery from May 1991
to August 2003 were retrospectively analyzed
using Log-rank and Kapla-Meier test.

RESULTS: The patients with Dukes D stage
were associated with a mean OS (overall sur-
vival) of 32.50 + 3.22 months, and OS rate were
64.61% (1 year), 26.40% (3 years) and 15.15% (5
years), respectively. The prognosis was related
to factors such as gross type, tumor differentia-

tion, T stage and surgery type. 32.56% patients
underwent side-side anastomosis and no prima-
ry-cancer-directed surgery, and 67.44% patients
underwent primary-cancer-directed surgery. Pa-
tients had significantly benefited from palliative
resection in terms of overall survival (P = 0.0158).
The patients with Dukes D stage were 10.29%
with peritoneal carcinomatosis, 32.55% with lo-
cal infiltration, 40.53% with distant metastasis,
and 16.61% with complex metastasis. The prog-
nosis among metastasis type was not significant-
ly different (P = 0.4122). Patients with synchro-
nous liver metastases accounted for 51.4% of all
cases, and 84.23% for distant metastasis, which
had a mean OS of 32.50 + 3.22 months and had
relatively longer life expectancy.

CONCLUSION: Patients of Dukes D stage rectal
cancer show no significant difference regardless
of metastasis type, and primary-cancer-directed
surgery should be actively performed and the
postoperative OS rate and quality of life can be
improved.

Key Words: Rectal cancer; Dukes D; Prognosis
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Abstract

AIM: To detect p53, malatl, ki-67 and fB-catenin
mRNA expression in colorectal carcinoma and to
evaluate its significance in molecular diagnosis
of colorectal carcinoma.

METHODS: Real-time RT-PCR was used to
detect p53, malatl, ki-67 and S-catenin mRNA
expression in samples from 47 colorectal carci-
nomas, 13 colorectal adenomas and 53 normal
colorectal tissues.

RESULTS: The expression levels of p53 and
malatl were significantly different between

www.wjgnet.com

colorectal carcinoma, colorectal adenoma and
normal colorectal tissue (P < 0.05). p53 expres-
sion levels showed an average 1.61-fold (P
= 0.000) and 2.62-fold (P = 0.000) increase in
colorectal adenoma and colorectal carcinoma
tissues when compared with normal colorectal
tissues respectively, and 1.77-fold (P = 0.026)
increase in colorectal carcinoma compared with
colorectal adenoma. Similarly, malatl expres-
sion levels were 0.55-fold (P = 0.001), 1.48-fold
(P =0.002) and 1.78-fold (P = 0.034) respectively.
However, there were no significant differences
among colorectal carcinoma, colorectal adeno-
ma and normal colorectal tissues in ki-67 and
p-catenin. The expression levels of p53, malatl,
ki-67 and B-catenin mRNA were not associated
with the staging of colorectal carcinoma. The
AUC (area under curve) of p53 and malatl were
0.755 and 0.748, respectively. The cut-off value
for p53 in colorectal adenoma and colorectal
carcinoma was 2.582 and 3.215 respectively;
for malat1, 0.925, 1.395 respectively. Logistic
regression analysis showed that p53 and malat1
entered the regression equation (P < 0.05). The
combined determination showed, the AUC were
0.785, the cut-off values in colorectal adenoma
and colorectal carcinoma were 0.750, 0.790 re-
spectively. Thus, the AUC of combined determi-
nation was larger than that of single detection
for p53 and malat1.

CONCLUSION: The present study demonstrates
that p53 and malatl have certain application
value in molecular diagnosis of colorectal car-
cinoma to identify colorectal carcinoma and
colorectal adenoma. Furthermore, the accuracy
in diagnosis of colorectal cancer is improved by
combined assaying of p53 and malat1.

Key Words: Colorectal carcinoma; Molecular diagno-
sis; p53; malat1; ki-67; p-catenin; Real-time RT-PCR

Chang JL, Li ZG, Wang XY, Yang MH. Detection of
p53, malatl, ki-67 and S-catenin mRNA expression and
its significance in molecular diagnosis of colorectal
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BE: 5 AR 2 AN KAk K Hps3.
malatl . ki-67%=f-catenin it K% J& 5-F 5 B
o 84 3L

Fik: WKEF Rtk o3 8 K W Jg L Ar A
A7), KM IE LA LRARAL3HB], VAR FFa K
B9~ K IR I8 AT 2 6 SE 5 K ) &5 R 48 S AR
K534, JA a3 ERT-PCRI iHHm &
KR ey CHA.

LR p53. malatl E R FEMF L EHY ST
KIS 48P = 0.026, P = 0.034), {122 p353 1
EF R A L. KA S A K S 4P
FOEARRIG &, wmalat] 2 K MG, %
K Ip RERE LA Fm K Bl 5 20 P R K BIRKIE 5, K
9 BB 4AmRN A& ik kAR, ki-674 K W s 4
MR TR BT R X TNA2EQP =
0.007). B-catenin A B £ = 41 18) 69 £k £ 5+ |
Gt FHE . SRR EEFTH RN 5
BT . ZROCH &5 HT, pS36 ¥ & T @A
0.755(P<0.05), 1= K 7 B J3 487 K Wy S 2869 3%
1ECut-off{& 5% 2 2.585. 3.215, malatl ¥ ¥
£ T @ A2 0.748(P<0.05), 15 KX WA J3 20 A= K
W 9% 2884 S AE Cut-o fPA 5 31 52.0.925. 1.395;
ZTLogisticEl )2 57, pS3Femalat]# N =] )2
AR (P<0.05). BRAHMpS3Femalat] F£ X W A
TG A K B ROCH & T @ AR 40.785(P
= 0.01), £ X W Rz G 4064 Fo K B 2 20649 R 1%
Cut-offf& 271 20.750 0.790. p53Femalat]
HAEMBIROC ¥ & T @439 3 T L akAa ) 69
ROCw# & T @ #%.

58 ps3femalat] £ K JE e - F 4B PR
— 2 FVANAR, T g %5 K RS e K W
RAEA 2 A Ao ahibm ARG, = Ao
M) 64 B A 2 TSR AL Y A A

K KME; 528 ps3; malatl; ki-67,
[—catenin; LBt RN EEPCR

BEE, TEE, Tk BWE. p53. malati. ki-6770
B-cateninZERAMRNAKDIEARIDBD SIZHPREN. B
NOBZYREG 2008; 16(34): 3849-3854
http://www.wjgnet.com/1009-3079/16/3849.asp
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K S — ol Wk JPh R, B A A 35 KT 1)
P, ARTE B, KIE 1 RAT 18 A3
e R A K T 10 A0 R AE 6 [ BT B
JRE BT B 5 =, AR b B R
BET-ZR IR AR AR, RV I S AT I RO K e 1)
KA RS, HFEARJIIHE EEME

I7 77, AR BRI AT ARG, WTRORR
B e IR SR K AR AR R, RLG TR 7 AE (1 O B
P T

FAT O E S A7V 22 9 ik D)0 1009 5 R 4
P53 malatl . ki-67F\B-catenin5Ar KW K
TE R P Rk R R R W AR AL, NS IR BE A Ok
PRl 3 B R AT R B0 AT, A A AR R A it
i rh B DR 38 AR AL, A7 R] R 8 7 K A
IR AT A R A R A TR A, AT AT AR ST
K o3 12 Wribbs &9 S oy 2 Wik e, A
WIS H S 98 8 mRT-PCRECA, XA
AHRIERpS3 . malatl ki-67F\B-catenin’y HI{E
W KB EIE . K e UK mRN A&
AT TR, A B ARATT AR K e 2
W

1 #RRTSA

1.1 #+4+

L1 ARARSE: WHEIEE KR Kl
HK e () F A5 B i AL bR A, FEA b Al
SEMF 20, P DI RS mm’ {7, S7R]
TRAFAEM A T 25 T, VOB B B2 Wi (423
PRI L K12, R is Wb K, K
W IR0 e X5 KW R0 B ) o AN A kg A SIZ 56 1) e
U % W HE2007-06/2007- 127 77 = e 1 AR
F AR 00T B K i L bR AR 4790 by K s
41, B34, 16, FEFERs7.0£142%, K
Y IR 2L 2R A 13450 S K i fisa i, 3949l %
My, SRR 55.8 1 18.74, 43 IR K W LA
T K T B3R ek I P9 1 5 K b s 4 2 S 3451 Ay 1
WAL, 53261, L2141, TIIFEES56.2+15.3
%5 Hop 4740 K e 8 b L3R Hh i g s )
I3 H17.0%(8/47) 83.0%(39/47). T- A&
BT

1.1.2 &K% 5480%: TRIzol(M4 HInvitrogenA
#]), SYBR PrimeScript Real Time RT-PCR kit(%
H KiETaKaRa’ W T A A]), MX3000p €
PCR1X (%) H Stratagene A 7).

1.2 7

1.2.1 314kt 5 4 BhiGenBank3k 3 %4
FLR I mRNA ¥4, F)JHPrimer Premier 5.0%/4:
B ES 1Y, FE0E LS s 2 A N
T, DU LN 4IDNARIYS SE, 518034 b
RADEBLA R G RGN

1.2.2 RNAR I A cDNAA & $EHUE 418k
AR[FERNA, FIAT AR AT Ik 6% B 5 #7445 4260
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R 1 ASERB-actinRBOVEEpS3 malat], ki-67F13-catenintV3 Y5 mie £ RE

EE GenBankREXS £, Ttk SR (5'-3) FKE bp)

p-actin NM_001101 s ACTCGTCATACTCCTGCT 255
iy GAAACTACCTTCAACTCC

p—catenin NM_001098209 s ATGGCTTGGAATGAGAC 189
s AACTGGATAGTCAGCACC

p53 NM_000546 iz CCACCATCCACTACAACTACAT 146
™5 AGGACAGGCACAAACACG

ki-67 NM_002417 s GGGTTACCTGGTCTTAGTT 244
iy ATGGTTGAGGCTGTTCC

malat] NR_002819 s GAAGATAGGCATTTGAGTGGCT 136
s CTGAAGAGCATTGGAGATCAGC

& 2 p53 malatl, ki-67Fs-cateninFE3LADPEIKruskal-

Wallistii%i4ER

IEROIRE Kipipeee  Kipkd

=8 (IR (SESIRR) (SESIRR) PE

p—catenin  38.50 36.39 41.44 0.766
p53 20.50 38.89 55.29  0.000
ki-67 32.50 37.00 4590  0.031
malat1 32.50 20.75 47.07 0.001

nm/280 nmf LA TEL.9-2.1.2 ], RNA LK H L
28S. 18S55S =47, FIRNA 2 L, iifE 5k
¢DNA 20 pL, XMW ARZRMDHE: 5X PrimeScript™
Buffer 4 pL, PrimeScript'" RT Enzyme Mix [ 1
pL, Oligo dT Primer(50 umol/L)1 puL, Random 6
mers(100 umol/L) 1 uL, Total RNA 2 uL, RNase
Free dH,0 11 pL. &N 40: 37°C 15 min,
85C 5.

123 FaF % 8% $PCR: VKRS SYBR®
Premix Ex Taq'(2X) 10.0 uL, PCR Forward
Primer(10 umol/L) 0.8 unL, PCR Reverse
Primer(10 umol/L) 0.8 uL, cDNA 2 uL, dH,0 6.4
uL. M 4&AEH: 95°C 5 min A&, 95T 10 s,
58°C 205, 72°C 5 s, 403, M58 ), AT
Vv ith Ze 7yt

1.2.4 A FmRNAFZA KT AN ZE0H: N
MX3000pE F#PCRIL, LAB-actiny N2, AT
Real-time RT-PCRY™ 1, I -4 (1) CHfE. 18 ik
CEBEAT AN 5, S0 4RI IR A P ik
AR S 2R, B2 YE R R SRR AL (K
JWrdE 20 K M Jl g ) A0 LE 0] HZH (I 5
A1) H I EERRIE G HOCR. HHAACE = ACt
(CEIA)-ACtCRHR ), ACt = Ct( H (13 [A)-Ct(A
ZIEN).

www.wjgnet.com

Biit A Xtp53. malatl . ki-67H
[-catenin{E1EF R KR8 4 A K i
2 341TR) S 4L TR] (R P9 Y L3 3E T K ruskal-Wallis
g s HIROC 2 73 A 14 & 35 PR £ K e
UK g 2 Wb (RO, R 3 R R I 5 A
X K Ji 8 4 R0 K i 34T Lo gisticml A 4y
1 BhEGETH M  Ge vt 9/ SPSS13.0. HIExcel
NG B IR Eps3. malat] B FH A
DR K 8 20 R0 K e 4 FRTROC i 2%

2 BR

2.1 p53. malatl ki-67%=f-cateninfE £ 55 1%
20, KPR P 40 Fe K % 20 & A B L #9 Krus-
kal-Wallist 3645 R p53. ki-67Fmalat] 3L AE
IE R K B e 4 R0 K s 2 P 6 TR 34
HAG G502 53 X (P<0.05); f-catenink: N AE34]
[ (R IBE TG 245 . ps3Fki-6 746 Kk
YRR s 2 IE Y LR, malatl 15 K e 41
ik PRI KRk LER2). ps37Ek
¥ W96 A1 1 2 08 B 2 IE T R IR ZH R IA M 1,61
5P = 0.000), 75Kk 21 (1 20K 2 1E R
H L IL T 2.6245P = 0.000), 18 K42
SRR A RIS RN 177652 = 0.026);
malat] {5 K MR 41 1) e ik 2 I R gl R
EE0.55(%(P = 0.001), 75K IR I &
SEIEH R RIEF 1148652 = 0.002), £ K
s 20 1) 2 3K e 2 KW M R A I8 5 1 1.7 8 4%
(P = 0.034); ki-671F KW AR Rk 5t IE 5
R RIE B 14265 = 0.007), 1E1EH FhiliE
RN K T 980 A e K T R 98 AR K o e L 22
SR L (K3). p53. malatl . ki-67F
p-cateninF A 75 X KpS3. malatl1E K d
1) 23 B AR K i (1) 23 WA TG 56 (P>0.05, £4).

Dominique
Desvaux et al i
Real-time PCR7
AR R IE &k
HEF B P IUA
KB T
P84 % L.
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| AR A % 3 /AEFAEELLEEIKruskal-Wallisti I £ 2

A F )i
A6 R B R 8 OB
FRBMAR. X
M TE S K
89 54 B AR,
BV K WS W
LELERINEES
¥ m BILIG AR,
AR B A
W& AR
F.

458 ERBERA KipiRsa PE ERERA KigEd PlE PN il e N e PlE
(IR (IR (IR (IR (IR (IR

053 20.50 33.00  0.000 18.50 4850  0.000  10.89 19.29  0.026

ki-67 22.50 25.00  0.465 2850 4039 0007  16.94 2153 0.300

malat1 24.50 1350  0.001  26.50 39.33  0.002 11.81 2098  0.034

xR 4 BENERpS3. malatIERFHEETEDHAN

Kruskal-WallistE i 452

SPHXpREE  PREKEES

2 PE
(Y3 (Y3

53 9.13 14.19 0.098

malat] 9.75 15.79 0.071

2.2 ROCH &A= = TLogisticE )2 X T4 5K
W IR A K e, ps3~ malatl Flki-67JROC
M2k FIA(AUC) ILEES. pS3IIROCHIZE R ifi
F80.755, p534E Kl 4 i Cut-o fHH
H02.585, HUEME 870.8%, HEFME N 66.7%, ps3
16 K i 4 0 B A Cut-o FE(E L3215, UK R
88.9%, F5 5PE A 54.2%(F1A); malatl [FJROC
£k NI AR 80,748, 75 K IR 411 fe A C ut-
offEHL0.925, BUHNEK72.4%, R 1 H75.0%,
malat 115 K3 41 fe A Cut-ofFELEN 1.395, fE
PEA187.5%, 554 4165.5%(K1B). ki-671{IROC
M Mgk E X, —JtLogistic[m 55y
#t, p33Fimalatl 3 NN (P<0.05). BEA 1
Wp 53 Fmalat] 75 K B9 4L F0 K s 4 RO C
2k NI h0.785(P = 0.01), 75 K 7l sed 45 (1)
I fECut-offHI0.750, BUBNE466.7%, ik
h75.8%, {E R 211 A Cut-o FR{EHL0.790,
U 1166.7%, i 51 4 88.9% (] 1C).

3 111e

KWt KA W e 2 D IR, 2 5L R S8 (i 72
JUF- T K Wi 8 0 oh 1E 6 L e 4 T K e
SN RIRE NI, AR5 6 MR () SE il bR T SRR
3 DK I e - /S S 2R 98 2 9 1) R AR, K
Wi 3 1k FR IR AR IR B B, [ I3 J 22 AN SE 1R
FIE R, TR, 89%IK) i 4 b i £F
FLAR 2800 (0 R 41 e P % P B-catenin R 1B 34N,
[ AT — 5 P (M N B-catenin IR 18 AP,
B-catenin’k [ 1A 5 1l A I K iR 88 Jit A2 )
LAY, B Ry s3] LU S E T, H AT
(I 9% O 78 20 3iE Sep 5348 K i A R e vh i

R 5 p53. malatiFki-678IROCEIZ FEAR (AUC)

ER AUC SE 95% Cl PE

pb53 0.755 0.087 0.685-0.924 0.026
malat?  0.748 0.083 0.686-0.910 0.034
ki-67 0.615 0.093 0.433-0.796 0.300

AR, A AE K MRIR 2 A2 1 i B rp R
A AR E R 2 BN rp i R IE Y, k-6 7HE I
RN 23, Rk g, 2 &P
L U ) 384 5 DX A A N 5 A0 05 R R AL 2,
FIRBG DR, R b R TG E Ty, I IG5
i BRI A K, ki-67321k W]
BIEP malatl 27 R INI EBELR S 0 A GRS
RNA, {E45i ALk, H AT IR EE ] i
a8 1) s v JEE A OGU ), RT LU Sy TR 18 T 1 4
Fhrcm™.

AT Wp53 . malatl . ki-67H
B-catenin/y HITE IE W FMEAL . KW IR AL F0K
i AImRN AR IE, Gih b 45 KR W ps3
TR W B8 21 1 30 B A 10 R 2 T = 1)
16115, 76 K 240 1 Rk & 2 1E W R B4 %
KB 262148, 18 K W 41 2k B K i
JAL RN BRI 776%; malatl 45 K IR 411 3
KB IE R AL B 0.556%, 1 K
YL IE B IR R AL R IA 51 1.484%, 11
KW 41 1) 238 5 2 K W Mt e 4 3 i R 14 1,78
15 ki-6 715 KW 41 20k 5t 1E W R4 &
IR B 14245, 78 1E 1 R ZH R0 K i M e 41 %
K M 968 00 K s A PR 308 7 e R e i 2
X; p-catenin{E3 4 )ik 7 o gt = X
ANKEKpS3 . malatl . ki-67F\B-cateninh, Hrfh
AR XEERpS3 . malatI {E K 4 )35 5 1
TR ) 43 BTG 5%, ps3Flmalat] 161 F Zh 5
4. K A K Al mRN AT R I &1
AF)(P<0.05), —#F W Hedf A K 72 W
Pr&EH).

ROC 14 /2 g b 25 Ak R S o — T 4
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SR, 5. pb3. malat]. ki-6718—cateninERMRNAKTNTEABED 2T DR 3853
- K deE 4 Fe tE Cut-o PR HL3.215, BUKTE A -@fﬁff@rk )
SRR 5 N . % AR 5 );
- ROEREE 88.9%, HFSNENS54.2%; malatl MMM FHIBUE e 2 mpss.

— 0.748(P<0.05), 1 KIAIMR 4L K Bt Cut-of I HL  malatl &£ KW 5
Roli o S 5 5 1 49 12
....... 0.925, BUHRME A T72.4%, FrmtEh75.0%, £ KM ovn, % xms 5

28 R S . Jm i B m
TR R Cut-o PRI 1,395, MIUBNE y87.50%, M 9 %l
% BB R — M

.6 0.8 1.0 1.2
=

[ERRaZe
~ malacl [l
" ROCHZ:
ﬁg}umlgrl Ay
ROCHIZE

Wik TR
0L

0 0.2 0.4 0.6 0.8 1.0 1.2
1R
C 1.2
or - ﬁ;?j/%% 7:/:.375%
ROCHZE
il 0.8 Fittps T
EZHps:
mala \',/—T N
0.6¢ R(])(Hﬁéﬂz o
; B2 KT
0.4 A O
0.2
oL" : :
1.0 1.2

1 KIFEBAFIKIBAREELEHIROCHIZ. A: p53; B: malatl,
C: p53Flmalac 1 BRI,

I HERPEI SRS AR A8 7. ROCH
RDLR . BB AT TN 5, e BB AR
PERIZEE B, 12k T IR BRI ik — A2 W
WIS WIRE S, JERerf e el S AR
Swets#fild, HRAE0.5LL T JCi2 Wi e 1A
FE(0.5-0.7) I A BRAC I HERG PE; HFLE(0.7-0.9)
I A A IR P T RRAE 0.9 LA b I v it 1 o
w1 Logisticlnl 434 n] F Sty B IE A5 43 HT 1)
P AE RN TR A SR (919 43 #5320t
® X ps3 Mimalat 1 5E KT T A 40 HT

AL SPSS13.04 AR 4 by, R
ExcelZ HIROCHIZE, JH LA R JEH 2k T
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Abstract

Esophageal replacement is needed to treat
many esophageal diseases. Based on domestic
and overseas literatures, this review analyzes
and summarizes the progress in esophagus
prosthesis during the last fifty years, including
artificial synthetic material, biologic material,
biologic composite material, biological tissue-
engineering and self-pulmonary tissue flap,
and explains their characters and exploratory
development. The best substitute, which can be
easily acquired, avirulent, with no rejection, no
carcinogenicity and absorbable, has not been
found yet.
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construction
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Abstract

Hepatitis B virus (HBV) infection is a major
worldwide healthy problem and now the virus
and the virus-caused diseases have been known
deeply. However, due to lack of a practical
and convenient animal model, the study of
HBV biology and the therapeutic development
of HBV infection are still at a low level. As a
common species used in laboratory, mice are
studied most and the genetic and immune
system are clearly understood. In this paper, we
briefly describes the mouse models currently
available in HBV.
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Bty € 2 A, B A AANIATHBV AL AT &%k
FH T AL IEAMINIR. A2 T2 AE 03
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03I
N LHIRT R i 75 (hepatitis B virus, HBV)JE T
W& JHDNAJE 2R}, & £93.2 kb 40 BUEEDNA
DR 2, A2 ) 7 B 2 e e s M 3 e S R R
Iy 5L A v B A 0 A R . AT
HBV LS8R A T A IR AR, H2
TR AT R S B8 M ) LA R i v, WnHB VI G i
A0 L ¥ 2 A%, HBVIE I (1 AL B AT 2K 1) 8
FIER 7, HB VRS 8 A x fle i U7 5 52 6l
AN L s f a1, HBV i K
AN I DR A f 2 00 R 11 J TR P2 R e
I AL R AR AT AR L A e 1) — A T B s DR 2 e
HIGMHB VIR K />, 124 1k, HBV
AR AR SIS (4 B AR 2 A T AR B e,
C AT 2 P S FFH B V3L [N 3% A R 2 & i 1)
S TR 98 40 i R e Th S, HB VIR A A Jek
YA AR AT AR T 2R A HE 0 it 4 i JH 4
Jf DA K JH 95 4 i Z2HepaR G, SR 171 & e R0 AR
K. BT AP RGRE A T H R, Eh
PR IR BE WG e 4 1+ i DR 5 ) S
WEAE PR A S 56 v SR AT (1) &5 L 75 AT R N S 5
HEATHONE. MR, SRR R4 hy b mE—fg
g AL HB VIF R A S ERF R 309, fln] L™
A5 N AR SLARAL T 41 G 2™ SR T el At
TR BRI, & A R EIR 2,
ANTE FTAE B S5 4. i —Far L

| L )
My AR AR
LI —FE %
A, NRAE—F
LI EF RN
My, BAT AT
25 R F AR B
R, BAb s FARA
ETLF &R &
FAEMFFHR
A AET RKAM
A, AL A AR
HEE— LG,
FERBH AR
— #2248
BAEEA

W@ T E A
@, Bl HI%, P
BAR MR ESF
—ERKRFMA
WP E
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W4T B A

TR K= EF R
MR B ARG S
B, FEYIT AR
H-EHEHEFRY
AI0FARLTF LT
JF, B TRAF £
% B AR R

8,

YHBV 1 8 2 7] J& R A2 /NI R Rl (tupaia
belangeri), {HHBGAUN & — PR 1, 7= 2R 1%
BEN BEARARAG, AR B AR, HBVH SR
FH+% HHBV(WHV)AIISHBV(DHB V)t 1]
PR AHB VI A A 87, B2 Rk ix sz
YIFRA S BAR I HB VAN i F AHB VI
ARSI HAT SR, BRI b 2
WIS AL R G e 15 505 2 20 TR 0 B/
SRR 205 B DRG0 /0 R 0 R ok Ay
AR NHB VI T H. AR SCAT S FF
HBV & il RS G 1)/ R AT £50A.

1 HBVEEER ) YIEEY

1.1 HBVAR Ras AR & /DREAAHBYV
NARZ IR 52 A4 B FL AR AR DG i I, DAL e v
&Y NHBYV, H 2 n] U3 ik % 38 R 77 70K A
HB VAL 20 N/ BG40 g, fEHB VAL ]
AN/ AR FIX RO 50 R B, /s B
SRANEE YL NHBYV, {H & /N ) B A T )
AU B AHBY, /MW HB VIR, 129
BRI R IS4 B 5 NI HB VIR AT [X 5,
I H DR ANHBV —FRIE g B SRR
LR /N BT DL A e R R R, BN R
I AT AT 40 B s B0 G, 3K 2 ph T A SR DR/
FEM IR R B W BOsking 52 THB VIR 5. X
SO G U B, HB VB GL HAT A Rl 5 e 1,
R IR JE s e v, T R 2R e
[ I IE B HB VIR B0 B 0 1 1 95 B0 .
PR 8 5 DR/ RO H B VI JR A F S e i 52 4R 4,
W] T 0F UK GG A T LR, fiE—
et al""TERT IR SR M (P J5R 2 Ih R, R
UL RO HB VI PR S BE IR R, [
P 5 1) /) B PR T B4 40 M S 88 i e 52 38 0 1
oL JH 400 i S5 R 0 5, E O AR SOIR 40
PRI SR TR, 2218 EXTHB V)™ A4 %
i 52 (<8, Zheng et al" "WISTHBV 43 K 40 4
FEDR /N BB Y I i BVH BV L8R S JiT 4 o g 77
(1) — AN DA, R 25 A 5 AN A 0 2
i), LU AE T DA B — LB A i
(diethylnitrosamine, DEN) T .

HB VHE DS 21 % 5L DR /)N U2 Sl HtHB V25 )
MPE A T S Dok, AU TR R
PR A0 B R T (M BTHB VR VPN, 1o HLk ok
PR SIRNAXTHBV ITATT . BFFUR I, siRNA
VPR B IR T HBVIE R 0 T B, HA
RAFFHTHB VIRSUR, 758 5D/ B mr LR

HB V¥ KT 2R BRI KPP B
SRHB VA KA B DN R HB VAL 23 4 4F H &
Yoy, A RAR, B2, WRAEIX RN AR A
HENEXTHBsAgICTLAN Y, WIAT L 7 e AT
/N BTN R R T KR HBY
FHOGIR e 245 1, UF BHHB VA 3 MECTLAN i
Tk 240 M A e 7 52, T RO
IR T HBVIR L, (H2 X SECTLI A HER A
SZHBVIEGL 40 ™, i & 5 i JEHB VAR5 1t
(R J AN B N TR, X AT BE 15 41 i S B
ST 43 10 S BT AEN, 1 HLn SR AEHBV CTL
75 SRR o 22 BR G- 1(+) 40 i, 0) ma) DA 47
X PR ZA B4, H HAS R mCTLI U 28 1
FFHB VPR 413 A 8 G 5 i [ /s BR(SCID /)
B), IZFEIE RN R AT LA B /I HBY, (AR
P ATATT I AR, (E AR 45 120N B N 4 )
A AT B AL PR 1 5 7 AR AR I, i e
ONEE 21 AN, U e] LS SCa R

1.2 HBVEZA B4 A B R T LAHBVA
SER AL B RN R 2 40, A AJHHB VIR —
AN B AN DR S R DN L XM HB VI
DRI 20 2 R DRI B T o N H B VR IR %
1 SR, JE IR RTHB VAR ST Ak K T8
RAERUHIISEm, LUK 32 0 5 R GE I .
JEWZE et al'"™ 7 —Fpa] F TR A2 2 BT
R EE TR I IPUE] & HBX S RS HL S 1)
ANIHBV XHEPR LD /N BUBEAL. AH SCHIF T3k
—UFSCHBYV XHEBE A — € MEUEEH, H
AN BBk P F B0, T et g A B0 i R R ER
BEEumY I R BoE", LBUREHLH S S
PSIAHIE N A XL DAL /I B P L A A 5
SRR, X AT LAV A0 B S R IR
MiHRas2Raf, NF2kBifli . 50ips3HkiEE
DNAZ M 5141 fugs A2, peabh, 45254 HiZ
BEAL6E JLAEH BV S 1 8 0T o 10 4 AT WE 5T,
RIXE A SEHBV & 6 Fr 0 75 (1, {HAEIS 5500
FI P Yamazaki er a/P 7 ik 78 5 X I /D
B IR EB-T- 48 32 (IFN-beta) /1 /) B
A LAAIAEIDN AR 45 4k i 5 21 TRBITHC C I
AL RIRERI XN, BB UESE 7oK
“K#ij FE (silymarin) W] LA R TR BR3E GE IR BT
I R AR, R SHE /N AT 7 R I, KSIEA
R IE FHOCRSEH AR T fp, 5801
I B PE AR E RS A, H A G RIFE. sk
IR S 4K pre S/SFEE R = M) AR B AT I I
1EH, TMipresl. pres2IX 5848 i)preS/SILIA )3
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B SDN AR ES I, 7T EESHB VAL RUFFRXTHB VA S /E Y. 20064, W2 R £E

PEHCCI R A4 5. #HBCc/HBe A g3 R /)N il
W R, 4 WA e b U A 2R A fiE A 5
MU= £ TAN M S e T 52 XILT et al ™ F 22 CMV
JHE PR MHBY CEENE T T S AR 144X
(IR DN, JF VR HB VA% B 92 T 1 3%
SADELERXTHB ¢ A g1 G5 SR AE 43497 v
(RIAE .

B2, B/ BRAERT BV I & i A AL
1 2 (AR B AR O T RA% T B, AR ImAH
WP EAT Z R 15, FEIL/N ROR R
HBVIE S, K IE ik F RS0 dE AFIZE /R Y
(I, 26—, BEERN R I S RN AR
THA HBVIE R, 705 5L /]S BRUH40 A o
ARARIHBV IE 5 & il B 5 22 cce DN A(J A A
B, DRI SR AR AN RO A 1 BRI L0 25
254)%F cceDNA A J (3 14 1.

2 HBVEEZ\ERIREY

2.1 R AT R HHHB VAR 4 4% Gtk
AP R IR SR AR I BT 4H i R, W] DU ar A
cccDNAHBV AL 4 AL, ] FH AR 732
PRIk R R A B HB VIR N 4L, th T 5 2L
(R 2L /N SRAR Y BT IE 4 . Rauschhuber e a/™!
FH— Rl 2K 74500004 25 G 55 1 471 1D J s 73 2844
GD-Adv(gene-deleted adenoviral vector)i 7. —
Tl SR /N BROBR AR . SR ST (R S B A o T
HBVAERAESA, Kby LGk 3 0 e I
B, PRAEEESTHB VIR 40 S s AR S B, 4%
1M i T8 LA HBY A & duiatt, DLAHBV
ANBE RN RURF 40 I, DRIt HB Y L REJ 4 43 2.
2.2 HBVAEDNA A 32 40 R HIEEKHBVEE
DN AVE 55 B R B IE Y, nF L] R Rl ) 7 B,
SRR ™ A2 A H B VA 7 5 R, HIX Ry
R g D U IE o — /N4 41 e 5 7 HB V.
Yang et al* B3 T RHIKAARL(1.6 mL)HE4t
JFORIDN A 7%, Al LAAE /N 8= A= e i (107
copy/mLIME) M9 5, fH &1 wkLLiE B i
PUARFICTLAN M B B0, i BRAR TR . 1fa
[F AL 7 FFNOD/SCID/N L, 95 8 1] LARR
4281 dbh b F X AN B BB R B, VS
DNA siRNAH LUFHLKHB VA HI°Y; KRR M
HHBV S . AP ESE, KRKE) ) Rk
S, KA 1.3 HB VIR A I pHB V4. 193 4
ABALB/C/INR, 87 T — P PRk i {5 1 Hos 25
Al R ACE R EITHB VAR, w LUR SR AT

www.wjgnet.com

Ketzinel-Gilad et al°*¥HBV adwl %! 1 it il )
B s E BB AR b, T K Bh ) 8 Yedd R i ik o)
SIS FIBALB/cFISCID/N AN . #£BALB/c
/NRAK N HBeAgRIHBs A g7t 553 K 4T £l =i, 10
dJi B A PO ¥ H I 4 R B AESCID /B B
M35 930 dJE 47y n LUE I 2 HBeAgFIHBsAg,
FHReal-time PCRALIIZ/HB V-DN A& il 7K1
Al LLIEFE10%-107. [F)4F Takehara et a/" F)H K5
JIEEJBARTE ST .55 HB VIE K #Balb/c# Bl 74
W, HBVAHSCHUR R I 14F, i HASI 2] T
cccDNA, i Bz B Bz 1 H AR K L.

JEAENOD/SCID/ BT HB VAELE I [H] 45
K, (R — HEIHB VALY, 2
PR AN RE IR G A TS H S S BR . MAMEZ R R
AN T ZAE FHRE 1)/ ERNOD/SCID, 1 H.H1 T
TSR AR OO (A 2 T/ R4S BRI S ), )
/N S PFF U ARTEC At 25% F 3 F FF 52 7t AN e 2.

3 AN-FRERGHREL

AR NATT N P T 4 B s A 281 G 92 66R B /) B
N, 13T — SRS S AR, 711X L5 A
AU NI 40 A PT LA AE I HBYV.

3.1 Trimera«» RAEA ZHAE H 1E H Balb/c/)s
B8 SO0 7 4 1) A A0 B, I e R I
B B i (severe combined immunodeficient,
SCID)/IN R E BELH M. X P/ A HB VI G it
{1 N335 A 4t PR N C AR N, K Z180% 1A% Al /)N
BT 7R A ILAE, 41Uk A A BT RN IS
B I mRNARE I 45 J R, A JH4h s A4 v] LA
TE/N AR A7 S . X /N BB TR HB VI 25
FE AT, A 10° HBV copy/mLIL, 111 HL7 75 1.
i FRSEIN ) 4720 d, DUE A TR R 24
PR EEIG AT

3.2 NOD/SCID/» RAEA ZAE A FINOD/SCID
N EAE D N 48 L PRS2 AR B4, 4 /0N B S I
20 A A PR o- M e 1) 52 4 T 2 IR U 435 e )
(PeAA) AT RAK R AR N 40 60 P A7 37 B ], S
SRR ] LS FFHB VIR AN ), HBVHT
JRFIDN AR 7E i HAFES mo, {HiEHBV DNA
IR P AN i, HAEIA 32X 107 copy/mLIfTL
. R A U THD VIR, — B s
1R S Bie-Methudk, /N RUR N T4 & 2%
& sk D, 3 N HB VIS R4 Gk B A
JH 4 B 5 M AR A G-28 B/ B (1% /) I 5 SCID

/NEZEALL, [A Arecombination activation gene-2

BREE DAL
% B HBV, {252
Wit %A % Af e
ST AW FHF
B AT ARSI
ST EABRAB
HHBV /)y AR
X A HBV 8 55
RETEFTAHM
4 T
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1ok Xt

K LFEHBV 8
R B L
BTG, it —
I R 5 AT R
RBETERARA
WL L LR

() IAE T AN RETE UM ZA T BN, 45 R 3k
T5 mold LB R TR (A1 X 10° copy/mLifiL
i)

3.3 uPA/SCID/s R AR ZM A AT 11 2 uPA/
SCID/INE, 3X /N Bl DA R 4 N AT JH i 2k
[JuPA &K (urokinase plasminogen activator), [
5 10 I 4 AR A S 3040, AR PR A i R
BRI, iz B s HEF RE
TREAE T A0 M 0 2B KB, RS R 40 e mT LA K 3]
NEUH AR 2 S5 8 wk, IXAN RS TE A /) B R34
TEH IS, AR By, B4R H 41 i W] LA
AP RS B BURF R, A et A
() P20 R DAy 1A JH I 0 48 K38 48, 1
WS- 58 4 NP4 i fho s B S 2T H
H I, /N7 410" copy/mLIfiLiE, 3 Hoal LA
FF4E5 mo'™, A S Hep G241 f =24 ()95 7513
W n] DU GIXFE (8157 Petersen et al* ]
TX AR R 5T e T MH BV R AR 1 43125 1) 1k
AR AT A HIHB VI g 3X Fose 28 58 g H K
WHFTHBV A bk (HBe A gl Hh) I AE M 2 R IE, 1%
FERLK AR O & T HUR B P PR, GiRiX
WO S AN T S, I 2 5 R T 41
JL A A 3.

SR ] DL H AT i I HB VI G
SRR, AH S T 1% BB S S LRE, X T
WFFTHBVIIEORHLEI L, X HBV 515 T 6% R 4t
(1) AH B G R AT AR A — N HME LA 5 I 1y ) 8, — b
[ PR i R 7 v s 2 A FH N THB V A 2 4 o)
/N BREAT AR B, S5 it 1 4k % 9% (adoptive immune)
Hi TuPA/SCID /) R7EAE K R o, # B RluPAH]
ity ok, R ZuPAJED /N BUHIE S8 kA9 42
KA, 25 25 33500 BUTE40 i L A 356, S5
RPN A0 T v S JH 4 ) B A T B e T
IMEHB VI 5. uPA/SCID/I B 37 R 25
AN ), EH T A G 5 AR S g2,
I EEASREIE K E, U A TE T 23R .

I T3 —Fhiik & A Y A Fu PAS;
FER/N R AIRA G2/ (%N K A recombina-
tion activation gene-2[FJ 2R3 1M A RE T OB
T. B4iMl) 2SRk AF & 1/, HAFIE HuPA/
SCID4E &1 /INRRL, (HE T2 4G+, Bl
JH 240 B o I 40 B 5 L ) AR (T 3K 15%). 3X
MR 5 uPA/SCIDAE A —F, ] U THBV
(IR e R I 7T, BT A Tk A IS L 1) 3 2Ry
UL SOVE N 40 M AR, (R IR AR (1) 1
JE O Z A IR A FH T A 1R N T A B, I RN

,EE

SR T A0 R URARAT B, A B3R5, I Ktk
J7 SR TR A, (ER MIERT 1 BE T,
SRTIAR BT A0 B A AR 2D SR Y, I AN I EL R
IR Bl A1 0 A R B

4 5P

/N B DAy S 6 s e AT I 3, e 5 T 3%,
WAL FE R, RN e Ced e,
RGWIRNBM, XL o5 g 7/ B i
HAM SR, BRI/ BOGVE R G HBY,
HZ 58 ik 2 2 K0 0 TR T B, Hi]
DU SZE A TS A H FMHB V/N BB, i
HBVIRRERAE 1 AR A W LA, WiZhang
et al™FIH /N B AL 5L RIRLIGHTHE A (TNF
SR B3 ) T LS8 i 0 R AR G SN, T
[ A AMIFFEIRTHB V /s BB AL A7 e s FIAS A2,
B BEDRL /N SRS DR e/ Bl s K sk AR HBV
I3 BEAN FEHE N A1 0 & 2B LE LR 1R P A5 338,
B EEDRIN BRI A T LR (1) 73 WA L ZH BV
WAEEMHUR, o B AT 5 G sl b, AFUEL
PRANRE = A XTHB VIR G B, 1T LU i ik 4%
G 98 (1) 5 5 EAT 0 43 AR i 2 R A /N BT
M2 AT LU AR HB VIR [V, HLA] L
TR FTHB VA [ R A HB VA £ DL AR 7
RE RGN M, 1] AT G BURALEITEIT. ik
A /N BB L ) Je KRS AU SR VFHB VA, (1
& B B, M) B R RN R REA R
FEAEXTHB VI G, [ s s L R A, i
L D 25148 P R 5 5 2 1) T B T B 1 A JHF 40 .
DK, A B2 — 2P A9 FRAR K B e 2.
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Abstract

Based on the clinical data and fundamental
investigation, this article overviews the
current situation in preventing and treating
the recurrence and metastasis of hepatoma
with traditional Chinese medicine, holding
the opinion that researchers ought to
perform multi-center, large-sample and
random clinical trials to find out an effective
therapeutic method or prescription of
traditional Chinese medicine; thus promote
the research on the mechanism of prevention
and treatment with Chinese medicine via
multiple approaches.
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Abstract

In inflammatory bowel disease (IBD),
experimental models, especially genetic animal
models, are known as important tools for
detecting potential therapeutic agents and
investigating the mechanisms of pathogenesis.
This review is intended to cover recent advances
in genetic IBD model applications. The models
have been classified into two main categories
based on the methods of induction: gene
knockout (KO) and transgenic.

Key Words: Inflammatory bowel disease; Ulcerative
colitis; Crohn’s disease; Genetic animal model
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Abstract

The primary aim of this review is to introduce the
research status of metabonomics/metabolomics
and the application of metabonomics in
oncobiology research. At first, the concept of
metabonomics and the relationship between
metabonomics and tumors are elucidated
in detail. Then the research technologies of
metabonomics in oncobiology are introduced.
Finally, the latest advances in the application of
metabonomics in early diagnosis, treatment and
prognosis of tumors are summarized.

Key Words: Metabonomics/Metabolomics; Oncobi-
ology; Biomarker
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Abstract

Capsaicin (CAP) has multiple pharmacological
actions, and researches have been centered on its
effect on visceral hyperalgesia (VHL). Relevant
studies have shown that low doses of CAP may
cause VHL, while high doses can inhibit VHL.
This kind of mechanism may be associated with
vanilloid receptor subtype 1 (VR1) phosphoryla-
tion and dephosphorylation, substance P (SP),
calcitonin-gene-related peptide (CGRP) and
protease-activated receptor 2 (PAR2). CAP may
be promising as a new drug for VHL treatment.

Key Words: Capsaicin; Visceral hyperalgesia; Mech-
anism
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B
A Z (capsaicin, CAP)Z53AEF 72, TR
JE & 3% 3L A (visceral hyperalgesia, VHL)#) %

ML RS REHGRE ARETDANZ
CAPTT#&#% A VHL, M K 24 CAPT At T
VHLA #7445 J8 . CAPAVHL &9 4F A L) =T Ak
5 CAP % #(vanilloid receptor subtype 1, VR1)
B EVRI G BEBR A e R BRBRAL . P4 R(SP)S
W45 % 3k B 48 % AK(CGRP). & & K g iis &
A 2 R 2(protease-activated receptor 2, PAR2)
FH X, CAPT Ao R A — AP A 0l 3 49 76 75 VHL
a#2.
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(0 E R 3, MY R LT ANTE A, &
N SEG B W 2 BH Y ISR e 3 B (visceral
hyperalgesia, VHL)"". #R1fij H 3% VHLIY 25
Wb, HAERIANEAL, B X CAPIIIRAWST
JVRIF SR IE, VR R i /) BB (1
A7, CAP K VR UM VHLIFE FH O 52 Bk B2 11
. AR ICHCAPK VHL IR 5T A — 25k,

1 CAP, CAPZAREIER

CAP BB (1) 2L By, S ARz,
HABUE. 0P P SSEH. KREFR SR
CAPX PRI G, = XM &, b
PRI IR S5 AT W 357 3. 2014050448, Jancso
FICAPS Y T OH A e K A & JT R 3)).
5, A7 RCAPTESIR T I Rk i 2.

CAP it I W1 A% N4 To A RS R |
FER B 73 2 AR Sl A E R B, X2k
PR VRITL A — R R IRAE R AR A L
(RS2 AR, TR INF 2 — AN C AR T 428 ) S e 6 7
B IE, JE TR K7 4 F A B E (transient
receptor potential channel, TRP channel)Z %, X
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Abstract

AIM: To determine whether serum ghrelin level
is an independent factor associated with carotid
atherosclerosis in non-alcoholic fatty liver
disease.

METHODS: One hundred and one patients
with non-alcoholic fatty liver disease were di-
vided into 2 groups based on presence of carotid
atherosclerosis. Ghrelin level and other non-
alcoholic fatty liver disease risk factors including
age, course of disease, percentage of fat (Fat%),
body-mass index (BMI), free blood glucose
(FBG), systolic blood pressure (SBP), diastolic
blood pressure (DBP), serum cholesterol (TC),
triglyceride (TG), and liver function, high densi-

ty lipoprotein (HDL-C), low-density lipoprotein
(LDL-C), leptin and ghrelin level after multivari-
ate analysis.

RESULTS: Significant differences in age (60.1 +
10.7 vs 41.9 + 11.6, t = 8.13, P < 0.01), DBP (11.5
+240vs101 £3.5,t =239, P <0.05), percentage
of fat (30.8 + 8.4 vs 26.7 £ 7.1, t = 2.58, P < 0.05)
and course of disease(96.2 £ 61.3 vs 69.4 £ 58.9, ¢
=2.20, P < 0.05) were observed between the two
groups. Remarkable differences between two
groups were also observed in TC (7.4 £ 0.8 vs 5.1
+0.7,t=2.61, P <0.05), LDL-C (3.3£0.6 vs 2.8 £
0.5, t=4.41, P <0.001), LEP (71+220vs5.8+2.5,
t=2.76, P <0.01) and ghrelin level (5.97 £ 1.26 vs
6.59 £1.16, t = 2.54, P < 0.05). Multivariate analy-
sis showed that carotid atherosclerosis was as-
sociated with decreased ghrelin level (r = -0.565;
P <0.05), DBP (r = -0.615; P < 0.01) and LDL-C (r
=-0.571, P < 0.05).

CONCLUSION: Decreased ghrelin level may be
an important risk factor in pathogenesis of carot-
id atherosclerosis in patients with non-alcoholic
fatty liver disease.

Key Words: Ghrelin type; Non-alcoholic fatty liver
disease; Carotid; Atherosclerosis
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T M. 4Tk EFe
LDL-C#8%.

R 2 NAFLDREEMAAILIEIR (mean £ SD)

Y ALT AST TC TG HDL-C LDL-C FBG LEP Ghrelin
(w/L) (/L) (mmol/L)  (mmol/L)  (mmol/L)  (mmol/L)  (mmol/L) (ng/L) (ng/L)
AH  412+293 439+346 74+08 51+09 18+05 33+06 49+21 7.1+22 597+1.26
BH 409+264 39.8+29.7 51+07 49+06 1.7+07 28+05 43+19 58+25 659+1.16
e 0.05 0.62 2.61 1.25 1.84 4.41 1.47 2.76 2.54
= >0.05 >0.05 <0.05 >0.05 >0.05 <0.001 >0.05 <0.01 <0.05
R, A HCECR ARy THEERER GO GhrelinZK~FAIK T B

H(n, %) TR, AL LLEER AR, PR AR SE
FHAZR AT, Y LAP<0.05F8 /s 257 3 s L

2 ER

2.1 —fRAFAEEL TEAL14141, B412661, v =
0.63, P>0.05. 4Ei%. DBP. Fat%. W&t
FROPAA W TEE (R,

2.2 fik AACFAF A4ITC. LDL-C. LEP,
Ghrelin/K V- 5B L AT 23 1 22 7:(R2).

2.3 F AR AR LS B AR5
NAFLD & S s ik 4k & 4 5 Ghrelink
SR @ = -0.565, P<0.05). #F5K (@ = -0.615,
P<0.0)FILDL-C(r = -0.571, P<0.05)AH ¢, HAt:
FabR ICAH .

3 11e

A HOE N A NAFLD 3 25 5) & AE S8 ik ik Al
1k, (AN AFLD )2} Ik A4k 55 W6 L IR 35 %5 D) AH ¢
T . AR R ZENAFLDE
B RSN KK Pk, DBP. Fat%. JiHfE
Sl E AT W 2 R R & R Fat%
SR R NARPI TR 07 B B2 T B i R o
JG I A4, 3 B 455 L v 2 A 1R AR I AN 4
MBI 5. A B 41Fat% LA W31k
75 51P<0.05, (HBMILLA G W # 11 2 5+P>0.05,
YT T & R AR SRS AL N AFL D & 2 1
5L DL R et B B IR W b e R .
EAEHT B2, —4{TC. LEP . Ifi3¥Ghrelin/K
VIR AAE B 22 S AYILEP = B4, 1M

RPTJE S, 8K IDBP. LDL-Chg K4
AL B 2, X FNAFLD & 2 [A
FE. AT 45 5 s : NAFLD &35 12 Ghrelin
/KF-. DBP. LDL-Cj 3 gl bk it £ i 46 e A=
ST ARG, $REENAFLD R N A% 8 e A
KARFR. Ghrelin&—~H W IE 730 WA K /N 731 I
JAk, 5 A K ER 10 23 W R 2 5 00 71 e AR
. & 3E A I I A4 Py o — 1 AR R R R o)
WA IR PERCAA, H1284N S BRI L, ib
FE AR I I PORR B AR T 45, LR £ ik
Y, PR, SR S RS EAEH,
i AR (93 ik P e & 4% T 22 E F. Ghrehn
PO LG R G R Z R R IO e, B0
IR, 45 fi e N FR KA S Ghrelin, 3%
BT Y B K L, 38 0 Co i HE o, FEASE 0
A, FG R0 SR AT )RR 0 A A
GhrelinXJ /DL 2R 481 54 H -5 A A K
ZAWMEFH TG 4. GhrelinT 52 L3 5 7 2 46
B, 25 Nk P39 5 Ghrelin, L3 2F K0 250k
HH SR 0, P38 ks B T B, SO0 O
16%, FEH H 1 122%". K, 4NAFLD &
2K Ghrelin/K-F-BRARET, nlad i LR 34N 5 i
S B KRR R A A (1) A0 AT I 2205 P Y
RE 752 BB, (s T s, DRI ()@ H
F 0} ML Bk o DL R L B S R BRI (3)
W EREBEEE . LEP. JBE S A F M, il
REACHE AL IR R, MAEHENAFLDE S KL
S kgL,
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VARRE R . OREFIIME IR Bk
Rl A IEAS R IUCR 2B PR AR IE
PR, IR PR . BLRLDL-C/K
SER I, A7 P R AR SR AEAL. ] 3 e S
Ifi ¢ Ghrelin, LEPACHIRE, ik i fo A, il
B IR,

S AR = s sl =133 A ey i tiach N s e <4 W 2
FEERETT IR IW bR, hAEfFIR A% 2003; 11: 71
B, BRI B IE A T-5Ghrelinifl ik
RIS S H ISR FITRE4E 2008; 17:
582-584

JEAKE, S, HEEY. $3k. dba B
kR, 2000: 721

IKERE. AW RTER. BB dbot: Bl iiad,
1999: 449

6 KHGEY, DAde, MR, Ghrelin SARE ORI RE.
) ESNES: + RRE5M I 2005; 32: 83-86
4  BEVE 7

JFEIERR, T, Tokse, SRIBYE, TN, . ik
1 e, B, i, BOUE. IR S

Obestalin5GhrelinfJiff sttt g, L A\
B, MUBERIIEREROAR M E 0T, SBPUFE B K4 2007; 15: 3324-3332
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Abstract

AIM: To investigate the role of nuclear factor-
kappa B (NF-kB) activation in liver injury in
rats with severe acute pancreatitis (SAP), and to
explore the protective effect of N-acetylcysteine
(NAC) against SAP-associated liver injury in
rats.

METHODS: Forty-two Wistar male rats were
divided into sham operation group (SO, n =
6), SAP group (n = 18), and SAP + NAC group

(NAC, 300 mg/kg body wt, n = 18). SO group
underwent laparotomy only. SAP model was
established by retrograde injection of 50 g/L so-
dium taurocholate into the bili-pancreatic duct
in Wistar rats. SAP + NAC group were given
NAC 300 mg/kg body weight intaperitoneally
2 h before SAP model was established. Rats
were sacrificed at 3, 6 and 12 h after operation.
The liver and pancreas tissues were obtained to
observe their pathological changes with light
microscopy. The levels of serum ALT and AST
were determined at three time points (8 rats
for each time point). The expression of TNF-a
mRNA was detected by reverse transcription
polymerase chain reaction (RT-PCR). The activ-
ity of NF-«B in liver was examined by immuno-
histochemical methods.

RESULTS: The levels of serum ALT and AST
increased significantly in SAP group as com-
pared with those in SO group at 3, 6 and 12 h
(ALT: 186.67 + 27.28, 321.17 + 56.14, 492.50 +
69.77 vs 36.83 + 7.02; AST: 255.50 + 44.15, 343.17
+43.70, 425.33 + 58.37 vs 41.67 + 5.35; P < 0.05 or
0.01). The level of TNF-ao mRNA in SAP group
was significantly higher than that in SO group at
3,6 and 12 h (0.37 £ 0.03, 0.77 £ 0.04, 0.54 + 0.04
vs 0.24 £ 0.03; P < 0.05 or 0.01). The activity of
NF-«kB was also higher in SAP group than that
in SO group at 3 or 6 h (51.95 £ 4.76, 24.67 + 4.93
vs 9.33 £ 2.05; P < 0.01 or 0.05). Liver and pan-
creas pathological damages were more severe in
SAP group than those in SO group under light
microscope. In SAP + NAC group, the levels
of serum ALT and AST (143.67 £ 16.62, 203.33
+ 25.41, 301.17 + 26.82; 136.33 + 26.27, 221.50 +
38.31, 310.50 + 38.17) decreased significantly in
comparison with those in SAP group (P < 0.05 or
0.01), and the expression of TNF-oo mRNA was
significantly lower than that in SAP group at the
three time points (0.25 + 0.03, 0.50 + 0.05, 0.43 +
0.03, P < 0.05 or 0.01). The activity of NF-xB in
SAP + NAC group was lower than that in SAP
group at 3 or 6 h (37.60 + 6.37, 12.88 + 2.66, P <
0.05).

CONCLUSION: NF-«B activation and TNF-a
mRNA up-regulation involve in the pathogen-
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esis of liver injury in SAP rats. NAC at a dose of
300 mg/kg can alleviate the pathological dam-
age to liver, and its mechanism might relate to
inhibition of NF-kB activation and reduction of
cytokines such as TNF-o.

Key Words: N-acetylcysteine; Severe acute pan-
creatitis; Liver injury; Nuclear factor-kappaB; Cy-
tokine; Immunohistochemistry; Reverse transcrip-
tion polymerase chain reaction

Zou ZD, Zhang ZZ, Song XQ, Wang L, Tu XH, Chen SQ,
Wang Y. Protective effects of N-acetylcysteine against
liver injury in rats with severe acute pancreatitis. Shijie
Huaren Xiaohua Zazhi 2008; 16(34): 3894-3899

LR
BE: #K3FN- T B ¥ bk 2R (N-acetylcysteine,
NAC)* # 72 2 Mk I X (severe acute pan-
creatitis, SAP)X RAT AR 4% 49 4% 37 48 A ZAE R
L.

FiE: Wistar K K42 R AL A3, SAP
Y1(SAP, n = 18), R A#E4T+ =35 M
ES50 g/LAF m AR BR AR ik B & SAPEEAL;
SAP+NACZE(SAP+NAC, 1 = 18), #A£42 h
26 FNAC 300 mg/kgih i AL, 1BF R
(SO, n = 6). ZEERF)E3. 64212 h, 2 FI KT
JE# Bk . MR AT IR LR, b T AR
M A BT RELE R 9R B, 4 B 3 AL AT
K] BB B fn iR ALTAASTAK T, i#45F-R
& B4k RS (RT-PCR)#: M AT 28 22 F TNF-a
mRNAF A, SP % % 204K ik Ao ) I Bk 26 47
NF-kB7E AL,

ZR: SOMmZALT. AST VAR ML
JRIL TR F M E AL, SAPLA B uF 1) BT IR A
HHETHKESOASE, NJE3. 64712 hiaf g
SALTRASTH RSO R % %(186.67+
27.28, 321.17+56.14, 492.50+£69.77 vs 36.83
+7.02; 255.50+44.15, 343.17+43.70, 425.33
+58.37 vs 41.67+5.35, P<0.052%0.01); TNF-o.
mRNA & A3 B % 3 TS028(0.370.03, 0.77
+0.04, 0.54+0.04 vs 0.241+0.03, P<0.053%
0.01); NF-xB&EM®ARE3. 6 h#¥ 2% ZFH TS0
20(51.95+4.76, 24.67+£4.93 vs 9.33+2.05,
P<0.0530.01), 12 h5SOAak £ 7 £ 2 %
M & L. SAP+NA C4H & 0 18] & T Ik 20 22 9%
R EHBRSAPAIREE, K)E3-12 hainiRALT
B ASTHKF(143.67+£16.62, 203.33+25.41,
301.174+26.82; 136.33+£26.27, 221.50+38.31,
310.50+38.17)¥ 2 F 1K T SAPLL(P<0.053%
0.01); &8, EAFIETNF-0o mRNA & A(0.25
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+0.03, 0.5040.05, 0.43+0.03) 2 Z /& FSAP
ZH(P<0.052.0.01); RJ53-6 h NF-kB#&1%(37.60
+6.37, 12.88+2.66)3 2 SAPL T F K1KLK
(P<0.05).

£Eif: NF-xB#E 1L 5 TNF-0o. mRNA & A Fif A&
5 7SAPK RIFHi4 i 42, NAC 300 mg/kgTh
2L PR AR 95 A RO R SAP K ST HiG, A AL
%) 7T 4k 55 #p 4 NF-x BiEfb ot v T i 300 40 e
B T TNF-0, mRNA £ ik K- 48 3% .

K N-ZEEER; EESMERRE
15, % T B ¥« B; WM T BN, Eh R
RA TR

LRI, SKEE, REZ, TR FNE BRDZE, T N-ZBH
RIS R RIRI A BRI BVRIPIER. BRENHE
1KY 2008; 16(34): 3894-3899
http://www.wjgnet.com/1009-3079/16/3894.asp

0315

FE 2R K (severe acute pancreatitis,
SAP) & )45 JUE R N 45 A fE(systemic
inflammatory response syndrome, SIRS)FI1Z %%
B IS 25 A 1E (multiple organ dysfunction
syndrome, MODS), &SAPHHTEEE . KEil
W I ROEFIBE T AR v ) R L, HE
X AR R B LI 52 R RS 2 —
NF-1 B ] U 92 G045 58 11 40 1 BXT -1~ 7 A 1) 25 i ik
Ik, FESAP LA K SIRSHIMODS ) A 42 5
I P A A R, — R
18 [FIN- L6 B2 R (N-acetylcysteine, NAC)Til
AE R SLIG PESAP HAT —E B 1, I rl e
SAPHI SR M543 ™ FEAR L, (R IEAE WL AR B
. AT B AR TS AP K RUF AL 4INF-« BiG
W E IR R, LENACKH;#'SAP K U
P rIAE FH B,

1 SRIRT5EA

1.1 A AR & TR Wistar K 421, 14
JiE220-250 g, P ERFEBE i sLIe s
PAE T4 E FRGB14922-94 SPFZ% it brifk), {E
SPF&A R N EAFR1 wk. LBk s v 4
(N AC)(H 2457 H20051788) I [ By M A 24
MEAERIAE FR A A, A4 3 IHIR NI H SigmaZs 7 (]
AR K LA R S5 50 g/LIFIE ), TRIzolisk
#(CEE Invitrogen’s 7)), Tag DNAK AT, PCR
22 MR RANTPs(3[E Promega/s 7)), NF-kB p65

A7 B A %

WEF R R,
NF-xBFe £ M 4
# B F TNF-o /e
SAPAT # 17 & &
5 X b R AKX
SRR, EHTRA
W Sh 5 R
0 AT B2 —.
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[ TR A mADbJH HSanta CruzA 7, SPHREAHWFDABE.  AGC AAT GAC TCC AAA GT-3', § 1 357

NI G G RECE S|
TNF-a. mRNA %
ik #aNF-kB &%
oL, AR AR
wy A EAR T SAP
FF AR 45 049 & R AL
), Fit—FBw
TNACE; 4 SAP
FF AR 45 049 7T 4e 4k
JA AL

03 ) 6 (4 A N B AR B AR TT R A PR A
F]), AU 270084 A 344650 4 (H A< Olympus
AT, PCRY A 1 [H Eppendor 2 & 77 i,
PCREIY) 1 LA T AR TREH AR RS B 2
ik

1.2 7%

1.2.1 448 42 HUSAF AR e & Wistar K 4% B 1AL
TRy 3L, SAPLL(SAP, 11 = 18) SR ey
WATHENSO /LA 35 IH R B v i A 7. S AP
SAP+NACHI(SAP+NAC, n = 18)EH T2 hotdy
T SNAC 300 mg/kg i AL HE; R F
RL(SO, n = 6)IFNEJGANEN S+ —Fa W AR
T PR ZE R AN [R] B 8] 2 P 23 A AR S 3L 6112
h3L3/N 4.

1.2.2 SAPEER ) &1 22 CHR[5]H % SA PR
B SIS ETRRAE 12 hy, @K, DU EL
ZZH(40 mg/k g T ) ip BRI K BUJS, Tk TG A
AT, FIIES D) O, BRI
T AR ILRAL, 45 3k R IKEE T AR EL
Sk R T T ER W RE, BE IR, AT
PN BRE £50.5 cmigR JE, (70 3 ik 2 Je P41
PTARH R AT30E NS0 g/ 35 JIH R 40 %51
mL/kg, ¥ B2 minf5 LBRBNIKICHE K, IREFE
W10 min, K. ARJ510 minREf kTS 4
HHERIKS mL/kgh T, DL e AR 5 R IRAA.
1.2.3 ARARE A I AR M 41K RAERLE 1)
I ] it ¥ S S50 AE 70 3 119 13 B B 2289200 mg/kg
A 5T B ) 2 AR ALY, PR TG TR A5 TR SR BUH A
ZURNMIB bR A, KSR AR B 72 (D)4
SULR WL BUF AR R PR A2 emZid,
40 g/LEERIE e, B85, Bifle. Al (oAl
PIF, AR - (HE) YL, S T W 2T i
o BRCR . (2)F D ReFR AR B Ik i
2 mL, 3000 r/min{.r10 min, H_FJZ Mi#-20C
TRAE, EEIAU 270028 B 2 2E A 73 A 400 & JH- 1)
AEfEPRALTFIAST. Q)AL TNF-a mRNAZK
ik FF 2 SERT-PCRET I TNF-o. mRNAZR L. Y
WEIRAEIT AL, HITRIZo R — 4 T
FEASRNA, 30 A 536 B 71260 nm
F1280 nmAb W HCAE, Wl e RNAJK FERIA . Bl
HLI RN A 5% A cDNA, 1 LATNF-o5 |
PWHATPCRY MY, B-WBhE I (B-actin)fE R NS
M. TNF-a5 19 L P40k 5-GCC AAT GGC
ATG GAT CTC AAA G-3', Fi#J¥5h: 5-CAG

bp; B-actin L ¥ %1 4: 5'-CAC GAT GGA GGG
GCC GGA CTC ATC-3', FUff#4I4: 5-TAA
AGA CCT CTA TGC CAA CAC AGF-3', 51419
38 1 Bt241 bp. PCREATH: 94°CAL 130 s, 58°C
B K30 s, 72°C i1 min, L35G, 72°C 4E
18 min. {5 pL PCRY™ 4 S8 = #7120 g/LEEfIE
Bl b LUk, SRAE UGS I E H AR TNF-o
FIB-actind K] (1) HLIK 455 A FEAEL, DA LU %
IRRFIIE RImR N AFHXS 5 & (4)H IENF-x Bi&
PERTIN: 232 ORI, FH S 44k ik
AU BENF- By 1. 20 2O H P FE v
W T, HOBK . AR, %4 um B
DI, RHAGEASUL =5 2P R EA-
R AR I B L(SPIK), AT e AL g (. 45
VEF B S P e A4 R & Ui W B AT, —Bi LAE
WEEAT 2 100, HBERRZE 0T (PBS)HE —Pifk:
h 7 ORI 2 A B4 Ak 41 B B (R
g0 M AR Y R0 A ALET (10X 40)
A B A BN LR 4 N, B R =
N1/N X 100%.

it AbFR N HISPSS13.0% A4, HE%L
it Fdmean & SDHIR, K H #1855 77 % 53 HT(One-
way ANOVA), P<0.05 2 543 B34 i L.

2 #R

2.1 MR IR IR AR NS SOLB IR A
DL 55 A SAPHL A I 1) it 2] WL AR s N ik
WK, BRRR R AR H IR ZE, R B 0 € 5
AR, ST O SAPHNACALA IN IR
MR SAPAL W B akA%. HeEE T So4l
TR T 75 5 R A 0 S, A T DO ) B 5
S AP % IF [] im0 AN [ J8E PR J o T e k7
Jif TC G R PR E DX R A 2R (1] BR 21 41 B 5 AT, 0T
DL 2 PR MR, SRAE I 5 ntk
ARG, Forpr A2 b B f A BH 2 SAP+HNAC
S5 T T R I I IRAE, R RGN R
TR 38 e SAPZH [7] i 1) 557 BH SRk .

2.2 IFIEJR PR AR E NAUEE: SO &
L, RGN, ToiBh, Tz, A& W Sk
A% SAPL A R) m 35 AT WA [F) R B 7e al o Ji
i, B AR, 12 hal WL M 3 (R kL
SAP+NACL#- i 8] i FR AR IS AP W]
B GBET: SOLLT AT Z5 e oK W 2
W, AR AT WF S 9K, SAPLL I A] s A WAN[A]
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min s

baxi:) TNF-o. MRNAZRIX NF—«B3E 14 (%)
3h 6 h 12h 3h 6h 12h
SOZH 0.24+0.03 0.24+0.03 0.24+0.03 9.33+2.05 9.33+2.05 9.33+2.05
SAPH 0.37+0.03 0.77+0.04° 0.54+0.04° 51.95+4.76" 24.67 +4.93° 14.60 + 3.46
SAP+NACZH 0.25+0.03° 0.50+0.05° 0.43+0.03° 37.60 +6.37° 12.88 +2.66° 10.32 + 1.68
°P<0.05, °P<0.01 vs SOZH; “P<0.05, P<0.01 vs SAPLH.
A 600 []so# b B 5001 []SO# b
5501 [ SAPZ 450 H SAPZH
500 HM SAP+NACZH W SAP+NACZH b
5 5 400+
< 450+ N c
2 400- S 350}
S b b
~ =~
# 350+ d JT;H( 300+ c
uad L il 250
& 300 250
= 250+ a c £ 200+
< 200 < ¢
H c T 1501
2 150 00k
100
501 50+
0 0
3 6 12 3 6 12
t/h t/h
1 BLEMBALTRIASTESESLEER. A: ALT; B: AST. 'P<0.05, "2<0.01 vs SOZH; ‘P<0.05, ‘P<0.01 vs SAPZ.

FEEE IS4 5K, 40 M i AR 1, IS B A
RECHEHOIR H ML IRFE, o] WLt 28 P 40 i 52 v,
BRI AR ZEIX B, I LA12 W 2
A5 N TP EE; SAP+NA CHLA s I8) i BT M 2E e
A BIEFSAPAL W] Wyl

2.3 fF e ALTARASTH A7 L4 SO ALTA!
AST/K P43 436.83+7.02 U/LFAI41.67+5.35
U/L, ¥{ETE 5, SAP413-12 h ALTRIAST/K
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56.14 vs 36.83+7.02, 492.50+69.77 vs 36.83+
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YA G 22 0 PR LR ).

3 e

SAPJEAMEFE UL 2UBSE, A I, 1 XK,
FERIER A, I IRAE T 20 518 10%-20%, +
FHRE30%". H RNy, FE A 4N i
AR TR A I 2 KRNI ER T, H R A ) %8

%A R &
T TNF-a#NF-
kB £ SAP AT #i 45
0 K R R AR,
FART T TH
7 & R wk, Ak
SAP AT #1532 4
T 5% 3 fe BB AR
P&, XSAPH 45
FHALIT Hap
FRAH— R



3898 ISSN 1009-3079 CN 14-1260/R MR AMIZYE 200812880 2165 34
lféag?E ﬁi:j . FE R S N, 5 R BN SIRS, JE7%EMODS, R, 34T T A NE-kBIE AL M TNF-00 mRNA
N- ¥k A ;: Y N ¥ 1 1
;@g_ﬁ%ﬁ?;;g@ R FESAPRA LI A FEEHCT, | KA 5 T SAPHFHI, NF-«BiFiL I 11
ii‘gﬁ;’*’;g\j JUE A Ay B I L 97 [0l 37 o U () DA 28 B8 BY, A AT TNF-o 2540 o B 145 R IR 7E S AP 4%

2 -F R£163.20,
& —Fk A AL
FRNEREA A
W AR A, Ty
) K IEN T Ao
K fm e B F 9 &
R, BB B R
JF R 6 45

(Kupffer)4i il by 82N HLAA 5 k% R 40 1 50%,
I 52 [ 40 B ARE 1 80%-90%, & 1 A 48 1k 4 Jf
DR 1) R B Al ™, AR R F AR S AP
i BRSNS 2 P B S5 S AP
55 9% e b Vs B A%, WIF9E S AP 45453 11 1
BUL, T B4 b3 e 9, BIKMODSIFIK
AREEER X

TNF-oufflf A Ay A2 70 PR TR ¢ b de i T i
AL A 40 B A 1, S5 SAPR) ™ E M
MIZIERTE S APTIUR (fehs 2 —1M. B mik
I TNF-aAME A EAEA LA M I 7E
I RS 5 R R 45 2 Fh 98 PR 40 L I 7~ T L- 1,
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Abstract

AIM: To examine association of HIF-1a
with iNOS, COX-2 in gastric cancer and
their relationship with tumor angiogenesis,
clinicopathological feature and prognosis.

METHODS: Immunohistochemical technique
was used to detect expressions of HIF-1a and
iNOS, COX-2 in 54 cases with gastric cancer.
The association between HIF-1a expression
with iNOS, COX-2 in tumor angiogenesis was
analyzed, and clinicopathological features and
prognosis of patients were investigated.

RESULTS: The percentage of HIF-1a, iNOS and
COX-2 protein positive expression was 74.07%,
66.67% and 62.9% in gastric cancer, respectively.

The expressions of HIF-1a, iNOS and COX-2
were significantly higher in gastric cancer than
in normal gastric tissue (P < 0.05). The expres-
sions of HIF-1a, iNOS and COX-2 in gastric
cancer were significantly associated with TNM
stage, invasive depth and lymph node metas-
tasis (P < 0.05) except for tumor grading. There
were positive correlation among HIF-1a expres-
sion with iNOS, COX-2 (r = 0.596, r = 0.875, r =
0.502; all P <0.05).

CONCLUSION: HIF-1a and iNOS, COX-2 play
very important roles in the development of gas-
tric cancer. The over expression of HIF-1a induc-
es tumor angiogenesis and invasion by activating
the transcription of iNOS gene and COX-2 gene,
thus joint detection is recommended for diagnosis
of gastric cancer and estimation of prognosis.

Key Words: Hypoxia-inducible factor-1a; Inducible
nitric oxide synthase; Cyclooxygenase 2; Gastric
cancer; Immunohistochemistry
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#262.9%, HIF-105iNOS. COX-2/ § /&40
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A FRAAE SN, Ak, ik ] LL i 22 A
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HIF- 1ot S S0IRZS TR LB AR B 10 A% O T8 42 TR
T %S A E A W (inducible nitric oxide
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(-): BEPEAN I 26 <5%; BHE(+): BEESN % =5%.

it AT K SPSSI12.0% k47 ge it
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Abstract

AIM: To analyze the serum proteomic pattern of the
fatty liver disease (FLD) patients, to build a diagnostic
model and to evaluate its clinic significance using
magnetic bead and MALDI-TOF-MS.

METHODS: WCX magnetic bead and MALDI-
TOF-MS were used to detect the serum pro-
teomic patterns of 95 modest FLD patients, 76

mild FLD patients and 99 healthy persons (HP).
Biomarker Wizard software was used to ana-
lyze protein peaks for significant difference. The
model was then built by Biomarker Patterns
Software and was further evaluated in blind test
for reliability.

RESULTS: A diagnostic pattern for modest FLD
from HP using m/z 7626.2, 24147.7, 6118.2 was
established with 90.2% sensitivity and 93.9%
specificity. A sensitivity of 90.9% and a specific-
ity of 92.0% in blind test were obtained. One
diagnostic pattern using m/z 7626.2, 3286.0,
2760.7,2543.1, 2746.1 was established to differen-
tiate mild from modest FLD; the other diagnos-
tic pattern using m/z 7626.2, 11721.0, 24141.7,
8529.1, 9042.7 was established to differentiate
mild FLD from HP.

CONCLUSION: Proteomic technology can sig-
nificantly identify novel significant biomarkers
in the serum. The diagnostic pattern consisting
of three differential protein peaks can discrimi-
nate the modest FLD from HP. The diagnostic
pattern consisting of five specific differential
protein peaks can differentiate mild from mod-
est FLD as well as mild FLD from HP.

Key Words: Fatty liver disease; MALDI-TOF-MS;
Magnetic beads

Yan HJ, Chen ZJ, Zeng Q, Chen C, Zhang LH, Li N, Xu Y.
Screening serum biomarkers of fatty liver disease using
proteomic technology. Shijie Huaren Xiaohua Zazhi 2008;
16(34): 3904-3909
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Abstract

AIM: To examine expression and clinical
significance of serum TNF-a, TGF-B1 and hs-
CRP in non-alcoholic fatty liver disease.

METHODS: A total of 51 cases with simple ste-
atosis, 48 cases with non-alcoholic steatohepa-
titis and 32 controls were enrolled from depart-
ment of gastroenterology in the third hospital of
Wuhan. Serum level of hs-CRP was determined
and serum TNF-o and TGF-f1 levels were de-
tected using ELISA method.

RESULTS: Results showed that TNF-a, TGF-p1
and hs-CRP were independent risk factors for
non-alcoholic fatty liver disease. The levels of
serum hs-CRP and TNF-o were significantly
higher in non-alcoholic steatohepatitis patients
than in simple steatosis patients (3.92 + 1.41 vs
2.01£0.39,8.13 £4.21 vs 3.97 £ 0.94, both P < 0.05).

However, no significant difference was observed
in serum level of TGF-B1 between simple steato-
sis and non-alcoholic steatohepatitis groups.

CONCLUSION: TNF-a and hs-CRP could be
used to differentiate patients with non-alcoholic
steatohepatitis from simple steatosis.

Key Words: Non-alcoholic fatty liver disease; Tumor
necrosis factor-o; Transforming growth factor-p1;
High-sensitivity C-reactive protein
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Abstract

AIM: To investigate essentiality of laparoscopy
and endoscopy co-therapies for pancreatic
pseudocyst and to propose a reasonable
algorithm.

METHODS: The clinical data of patients with
pancreatic pseudocyst who underwent endosco-
py and laparoscopy treatment in department of
Tianjin Mini-invasive Surgery, from March 2000
to April 2008, were analyzed retrospectively, in-
cluding general information, success rate, recur-
rence rate and incidence of complication, etc.

RESULTS: Compared with abdominal surgery
group, no significant difference was observed in
success rate, incidence of complications either
in laparoscopy therapy or endoscopy therapy
group, but shorter treatment sessions, less bleed-
ing during operation and shorter hospital stay
were noted. (110 + 30, 47.1 + 15 vs 150 + 24; 100
+30,20+8vs 380 £40;,10 +3, 6.7 + 3 vs 16 *+ 4,

www.wjgnet.com

all P <0.05). Success rates for the three treatment
groups were < 90%. However, 3 cases who re-
ceived endoscopy and laparoscopy co-therapies
had minimal invasive injury, and 2 cases whom
open abdominal surgery failed obtained desired
results following endoscopy therapy.

CONCLUSION: The endoscopy and laparoscopy
co-therapies are safe, effective and minimally
invasive for pancreatic pseudocyst.

Key Words: Pancreatic pseudocyst; Endoscopy;
Laparoscopy
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