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Abstract

Imaging examination is the major method to
diagnose cholangiocarcinoma clinically, and
different diagnostic methods have their own
characteristics. Reasonable selection may help
to improve diagnosis. With the development
of imaging technology, progress in diagnosis
of cholangiocarcinoma has been made.
Interventional therapy has supplied an effective
approach for the patients with advanced
cholangiocarcinoma. However, many issues still
exist in clinic, and the therapeutic methods are
waiting for being standardized. Moreover, an
scientific mode of interventional therapy should
be established.

Key Words: Cholangiocarcinoma; Obstructive jaun-
dice; Imaging diagnosis; Interventional radiology
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Abstract

AIM: To explore the effect on apoptosis of
retinoic acid (RA)-induced BGC-803 gastric
carcinoma cells and its relationship with the
expression of Fas, FasL and Caspase-3.

METHODS: BGC-803 cells were treated with
different concentrations of RA (0.001, 0.01,
0.1, 1, 10, 20 ymol/L) for 72 h. Then methyl-
tetrazolium (MTT) assay was performed to de-
termine the growth inhibition of BGC-803 cells;
cell apoptosis rate was determined using flow
cytometry; the feature of cell apoptosis was ob-
served by Hoechst33342/PI staining; the mRNA
expression of Fas, FasL and Caspase-3 were es-
timated using reverse transcription-polymerase
chain reaction (RT-PCR).
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RESULTS: After BGC-803 cells were treated
with RA (0.1-20 pmol/L) for 72 h, RA inhib-
ited the growth of cells significantly compared
with that in the control group (32.61%, 44.42%,
48.14%, 51.15% wvs 0.657%; all P < 0.01). Cells
in G,/M were significantly increased after the
cells were treated with 20 pmol/L RA for 12
h, 24 h and 48 h. G, peak specific to apoptosis
was observed and also observed were chro-
matic agglutination and rupture of caryon
membrane. Expressions of Fas, FasL and Cas-
pase-3 mRNA were up-regulated significantly
by RA for 48 h compared with that in the con-
trol group.

CONCLUSION: Fas, FasL and Caspase-3 are
involved in gastric carcinoma cell apoptosis in-
duced by RA.

Key Words: Fas; FasL; Caspase-3; Retinoic acid;
Gastric carcinoma; Apoptosis
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Fas. FasL. Caspase-3/& #5401 5 22
KB, MR R KE. BB iEE E
B, Fasy HlCAFasL4s & )5, W T45 5 4l A%
LR, B BOE T Caspase-3i5 241
JEFITS. 4EH 2 (retinoic acid, RA)FFRKZ K&
iR S RS O A T - B B R M S|
MV Tt EEAE Y, AN EEAT L K
Rl (H 4k TR 5 40 PR T 4 AL
WEFUAR D RSO T 4 TR RS 5 40 B g T A
F M Fas. FasL. Caspase-33RIEX} A2, M
MiffiEFas. FasL. Caspase-32 54 RIES
9 9o A0 PR R A i R

1 RRSE

1.1 ## H 40 KB G C-803 1 BBt Ji 8
LT HE M. RA HSigma/A#]. RAFI /K Z
PP A50.01 mo /LI il A7 5 ( £ I 2834 38 42 1
E<1l mL/L, ®%G. -20°CEA7). B IRIERPMI
1640, BEME(MTT). HIEABFK. RNase.
Hoechst33342. M4k PYmE (PT) Al 6 7AiM
(DMSO)#4 H Sigma’s &. TRIzoll¥ H Promega
A F]L RT-PCRIAFIGI A KE R Y A A, 519
 F¥g AR TR AR RS A w6

12 F ik

1.2.1 @w@pedsfe: BEFR g v 5100 mL/LK g/
Ay 100 kUL #2100 mg/LEER 21K
RPMI 16408555, T37°C )50 mL/L CO, i
RS N %, MR B 5 X 10°/L, B4R
H A KA M AT S5

1.2.2 MTT:x#MRAMER B % 48 he )G 48 fe &
Kl KBGC-80341 Mk & R4 45X 107/L,

fL, ZEYER72 h, IMAMTT(S g/L) 20 pL,
AL TRA h, B0, 37 L3, INDMSO 200 L,
WEYCYEH 15 min, 45 H )RG5 570 nmit
ARG FEAE(A). VS 2P0 41 Ha A= K 30
e AERKINHR= (O IR ALA - 5250 4HA )/ O it 4
A-ZFHHA)] X 100%.

1.2.3 X 2w ek B AR A 2m e 8 o W R s
B, B FEMT TS 56 400 1 26 5 W Al 24 Ak 55 Ok it
ORI RE . LL20 pumol/L RAALFEBGC-8034H fity
0. 12, 24, 36. 48 hig i E4I L, 4 CHFI 5L
750 mL/LZBERE 5E, -20°C KA RAT. KT,
PBSYE3K, RNARGH AL, PI4Lh, Ji =0l i s
HIDNAS &, 115010 000741, EAT40 iR T
A 5 o A, KU A i G /Gy S
G,/MBII L 1 43 %, WG, W6 T 40 ffadg. Lo h
R IRALL L {IBGC-803 4 fitd Ay of i 441,

1.2.4 Hoechst33342/PIS % b 4 &, ik i) 4m AL
THHAEFHEE: 20 pmol/L RAKLFIBGC-803
0. 24, 48 h, WA, PBSTEM, BA
Eppendorfi, 1200 uL PBSEF4IM, A
Hoechst33342/PI44i(1 © 1) 40 pL, 37°CH(18
min, /035 [3E, PBSIETIRA], ¥, %6 A
8% (F A<NikonE800) W £ 3f: [ A

1.2.5 RT-PCR#: M Fas. FasL. Caspase-3&H
84 Rk LR INZE (B G C-803 41 fitd 4y Xif IR 41, 20
umol/L RAKLEE{IBGC-80341 fitd 4y S 46 4, 4373
Y12, 24, 48 h. TRIzolFEHEEUA I S RNA,
PLER AN 3606 BE TR N A5 RN 48 5 (RN ATE
260 nm #1280 nm¥I G LA 41.8-2.02 [H]),
PL1O g/LE5t I W ok Jhe Pk 265 5 L 56 4 k(28 S A
18S RNAZF LA =2.0). 1 pg i RNABE T
ek A e DNA, KNV 4AFWT: 30°C, 10 min,
42°C, 30 min, 99°C, 5 min, 5°C, 5 min. ¥ L&
TS P FE R T-P C RN E AT 9 3 S v, A
GAPDH{TE A P bx, N HOmiga2.0% 1 Fasft) L
514 4: 5“GACCCAGAATACCAAGTGCAGAT
GTA-3", Fii514: 5-CTGTTTCAGGATTTAAG
GTTGGAGATT-3', ¥ 14 v Bt 4296 bp. FasLI¥) I
W51 A : 5'-ATCCCTCTGGAATGGGAAGA-3,
NUE514: 5'-CCATATCTGTCCAGTACTGC-3!,
18 F B 4240 bp. Caspase-3 /(1 L5 14): 5'-CA
TGGCCTGTCAGAAAATAC-3', Fili5|4: 5-TA
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SKZI 28, 5. Fas. FaslLM:Caspase-3t4EFRIA S EREAMIRET e ER 3257
A204 - B 128~ C72r WA % & 5
AXWET R
L L R Al & T %7
B OxT R R e
2 2 2 BGC-803 491k A,
ar ar 3 AT 20 umol/L
© © © BT Y T BRI
CA r B SR ) R
- ! A% A, KILE
\ / L_/\ 20 pmol/Li& % T
% PI 024 0 PI 1024 0 PI 1024 PERTHARA
D 63- E 60 B 89 3, b
i 7 Fas. FasL.
Caspasef? & ik K
i - .ot K ATIA
= w2 h, BT BT
SL St ST 2R 1A e R
8 8 AR P A A
A /&BGC-8034m
,|r3 L JM\_‘ fawg £ R, EAEA
L S 14 M) T At &R
0 L - 0 L L HFme T fe
0 1024 0 PI 1024 b m A, 7
B m i
B 1 ARVERGENBREERIET. A: WHEA; B: 20 pmol/L RAVEFI12 h; C: 20 pmol/L RAVEFH24 h; D: 20 pmol/L RA 89 L] 7T 48 36 2
EFI36 h; E: 20 umol/L RA{E48 h. & i it EiflFas.
FasL. Caspase-3
4 KGR I

Ah) IG5 G,/GHA SHA G,/MEf
0 3.8 63.7 26.3 10.4
12 6.8 53.7 28.9 22.3
24 10.2 225 345 471
36 19.6 33.8 26.7 40.3
48 38.7 42.5 40.8 20.2

ACCCGAGTAAGAATGTGC-3'", ¥ 1 i Bx k176
bp. MEIRSAT: FAETE94°C, 2 min, AE1E94°C, 30
s, I8 K58°C, 1 min, ZEMH172°C 1 min. 33/MEH 5
72 CHEFES min. PCRI™WIAT20 o/LIIE bl e K
UK, B A 3 %2000 R G HE, BOLRMEE
S EAbSERR, DURE R IE N 4 S GAPDHE A
2 1R 28 P LU AL R 7 AN [F)RE AR TR] A X ot

St AR P LASPSS12.058 v i i
AEFE, PHREASIE LU IR ek 56, 22 4 e
PR 5T

2 BR

2.1 MTT4a ¥4 % % H0.001. 0.01. 0.1,
1. 10, 20 pmol/L RAYEHIBGC-80341 /172 h,
XIB G C-803 4 A 11 A= A 4 il 7 HT 52 771 o5 Ak i
PE, 40 A= A 2453 5010 0 0.984% . 6.83%
32.61%- 44.42%. 48.14%A151.15%, 201,
1. 10+ 20 pumol/L RAFIFMIHIVE FH f 25 5 1%
210.657%(P<0.01), 20 pumol/L RAFHNHIZR &3
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e T HAh A4 4H.(P<0.01).

2.2 A X e AU M 48 8 T 20 pmol/L RA
WHFEBGC-80341012. 24 h, I LiFS
G,/MYIBHE, % I 20 G/MII A1 T o5 & R
10.4%, SEGZH12. 24, 36, 48 h)5Gy/MIYI4H i
FT T B0 R 0 22.3% 47.1%. 40.3%.
20.2%(FK1). &5 EIRTE20 umol/L RAYE 4l
924 h)m, HILAG,/MIIBHL#E e o 1 5 36.
48 hJE 4RI b 2 3R bR, 5 I8 AT RE A IR
AR TRABIM 251 515E. 20 pmol/L RAYEH]
BGC-80340 /12, 24. 36. 48 it T %, ¥y
TR AL T 2%(7.82% 9.88%. 18.69%-
40.14% vs 3.05%, P<0.05, K1), JHBLE T 877
PERFAE “ WG 0" .

2.3 B EMBIIRL R Hoechst33342/PIXGE
F6 G AT D IR A R T i R IR 4
JMl, Hoechst33342&— Rl et o, his 4 i
Jukl, BEMEESY, ARUR NIRRT A, 1S
DN AP A-THEIE X 5 7 45 O, 15 B 7% 41 i,
BEIE A AT T 40 FP DN A G B (0 2 5
ANGEHENT, PINTHR A BN FEDNABRNA S, 41 i
BEPTYL o 22 0, Il WL %% 21 W7 B 1 G
J. B2 A L, IE B GC-80341 i kb — 5L,
PiHoechst33342 4L sk W5 (1,70, 40 L JE AR
$8, AR (B2A). 20 pmol/L RAALFE4H fi
24 hjm, AFOL AR A 40 e G B £
PNTESAHUN, A% e 0 AR, % e Fy
MR, AL RS T4 MR A (K2B); 48 his b



3258 ISSN 1009-3079 CN 14-1260/R WRIENEIZYE  2008FE10818H 5165 52958
iR EE
KR F R
HFERmMIEA
0 A Rk JE A

A&, T HAER
WU, A Y B A
& & B &6 57F
RET 2w
ARk,

2 RNREEMNBCC-803BTRAZ M x 200). A: XA B: 20 pmol/L RAEI24 h; C: 20 pmol/L RA{EFI48 h.

A B
500 bp GAPDH 500 bp
250 bp Fas 250 bp
500 bp GAPDH
250 bp

Caspase-3
100 bp

B 4 RAMBGCaspase-3BVFRIL. M: Marker; 1: X HHAE; 2:
RA{EFI12 h; 3: RAEFI24 h; 4: RAEF48 h.

AR N 2 (E2C).

2.4 Fas. FasLf=Caspase-33 F kX ZARAH F
BGC-803 2a it 8 T F 494 A

2.4.1 RA#HFBGC-803% L8 T 5Fas. FasLik
B &k 89 A 20 pmol/L RAVEI 412 h)s,
FasHlIFasL3 1A 51 % JE I i U (P>0.05); Bl 1
FAIF TR FEK:, 24 48 hJr, Fas#&ikH8 hn(17.69
+1.38,23.35+2.13 vs 8.4710.67, P<0.01); FasL
Fik 5 #(16.74+£1.26, 22.35+1.94 vs 9.50+
0.75, P<0.01, [3).

2.4.2 RA# FBGC-8034m it =5 Caspase-34&
B £k 89 T AL: 20 umol/L RAFEMIZIMEI2 b,
Caspase-33 1A 58 % G 2 U (P>0.05); Bl 1E
FHEF TR ALK, 24 h)5Caspase-3iA 1 11(19.94
+1.67 vs 6.42+0.47, P<0.01); 48 hJ5, Cas-

3 RARME[SFasKFasl
H’S)ﬁiﬁ A: Fas; B: FasL; M:
Marker; 1: %H1EZH; 2: RATE
FH12 h; 3: RAFERI24 h; 4
RAfEFH48 h.

GAPDH

FasL

pase-3FIE BN % (24.94+2.17 vs 6.42+0.47,
P<0.01, [K4).

3 1ie
Fas X #FApo-1, #iir 4 A CD95, Fas& 4 Mo 1
RUBEEE 1, 5 T Jie A48 kDa, &+ IR R4t
Kl 1 32 A 205, HH325 S R4 ). FasF %
DL SZ AR TE AP TE, TR T h B 1E 5 1%
SAEH. FasL NFasfitfA, Fas5FasL4s 414 40 it
KiFass Ak, T AESHARI4 MmN, %
G HIEFasd T, BrAFasL LRRAET-R 1
Caspase-3/2 KEHKMFHE, JFastFasLh
WY 43 F, WAL Caspase-3REZME KB R
W), VAT HURIAZ O Sy, M FasLRIA IS =i,
Caspae-3yi PE W] B4, Fas5FasL4i &5 )5, Fas
o H(FADD)E Caspase-8, Caspase-3. 7
SRR SN, A R T R T
T RH DV PR 52 A4 U 8 S TR () e s il P, AT ™ AR
REE: I NI A i e A et 2 VA
R, 4EHFTREENS 5 T U0 D P REA
9 OV e 40 i o AR R T, DT Ak 20 00 4 firb
JeE A0 M A AR .

AHFFFE LA B HEBGC-803 41 il 4y LR, M5%
Y RN B A AR KR . MT TSR 45 K
R, YEP IR AE B FMHIBGC-80341 A K, i
320001, 0.01. 0.1, 1. 10+ 20 umolVL AR
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LT, % Fas. FaslLM:Caspase-37r4iBisE S S/BMIRET 8 ER 3259
FEYEHIRAE R, RBILXBGC-803 4 R /LKA Jdiid [-HFas. FasL. Caspase-3[1J#&Ik SN, ;flﬁ*?ﬁZFT
77 i T3,

I e, 0.1 1. 104 20 pmol/L4
Jio A= KA 350 4 32.61% 44.42%. 48.14%
F151.15%. 0.1-20 umol/LIF3MHI/E A 2% o T Xt
I2H0.657%(P<0.01), 20 pmol/L RA 4
52 T A - 41.(P<0.01).

H, 4E 0 S E LIRS, F29
J B A M k. A PR T AT SN
L8RS, YE TR AR S 3 40 M R I Ok AR
BEL, 2E 05 Al Mg T AE ST 3RATT U 5%
B, EY4EFIRAE R Ja, A0 Mo AR 2
7R, 20 umol/L4E TR AL EEBGC-80341 212 h.
24 hj5, HILH B G/MIAFLA, G/MIIEH 4%
MO hi#]10.4%53 5 = 212 hif)22.3%F124 hit)
47.1%(P<0.01); 48 hJi N F%%20.2%, B &
Tk B A110.4%, 1k A 4 F % 6B G C-803 41 fily
A Gy/MIFFHAAE A [FII, 20 umol/L4E i 1F:
FIBGC-80341 {112, 24. 36+ 48 hj, W= %
47.82%. 9.88%. 18.69%. 40.14%, T
X FE4H(3.05%)(P<0.05), 45 FWoR, 4R AT
BGC-803 VA 1 [AI 4/ HI S I T A . E 526+ 3.
I 17 Fi Hoechst33342/PTAL9¢ Yt e (i, MIE &2
J7 THOMLEE T 40 MO T AR 4k, 2 4y (M 42 3],
B G RALE FH I TR] PR 2B, 40 52 BT A8 AN R,
Ko ik B R, G 0 e A% I 2R A
T4 TS L.

Fas. FasL/ 3115 5 1% 710 % 2 40 i 7
TR AR, EIIE B P AT — AT R A AT
5 B0 4 e X 4 B YE T, AT S I 41 G PR
W, AIETRH, Mgk 4B FE T Fas. FasL
FIEACTF AR, Fas. FasLEIEAKT-5 8
RS ER U O BT Sz g Rk
M, Fas. FasL/Caspase-37EBGC-80341 g+ %
KKK, iX S5Falchetti er al'45 B—5, =
WA E i 24 O T A R T R D, AR
JH R 4 M 9B 20 pmol/LRAFE 24, 48 hm,
Fas. FasLAIA7KFHO0 B4 N (P<0.01); [F]I
Caspase-3IA7KF IR 1 N(P<0.01), FEHEAE
FHI TR RE K, SRIB7KA38 0, S8R Fasi 427 75
FBGC-803 41 i i 1 AL A A, 14 R
AT REIE L IX 18125 Fas. FasL. Caspase-3
i, BHIRIEKT, 255534 E TR

EHEEFRATTIA R, 4 FH R ] A AR &b 52 I [] A
TS ARG N B B G C-803 41 i A= K,
FLAE MU AT e 3 22 55 40 R 1R 5 e 4
J JE 390, T IS S 4 B T B ML s AT B 4 2
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Abstract

AIM: To investigate aberrant gene expression of
chronic atrophic gastritis (CAG) precancerous
lesions in rats receoiving Qi-replenishing and
blood-activating treatment and to analyze its
pharmaco-mechanism at genetic level.

METHODS: The model of precancerous lesion
of CAG rats induced by spring insertion and
hot paste was established. One step method

www. wjgnet.com

for extraction of total RNA of rat stomach tis-
sues after administration of Qi-replenishing
and blood-activating medicinals and the stom-
ach tissue of the model group was used. After
reverse transcription and fluorescent labeling
by Cy3, Cy5, we got two groups of rat stom-
ach cDNA probes and then hybridized with
the cDNA gene expression profiles microarray
hybridization. The result was scanned by the
laser scanner and processed by software for im-
age analysis, standardization, the ratio of value
analysis, cluster analysis and gene ontology
analysis. Results of gene array were verified by
Real-time PCR.

RESULTS: Screening showed 205 differen-
tially expressed genes, of which, there were
101 up-regulated expression genes and 104
down-regulated expression genes. They
composed the gene expression profiles for
precancerous lesion of precancerous lesions
of CAG in rats treated with Qi-replenishing
and blood-activating medicinals. There were
four genes related to apoptosis including heat
shock 70 kDa protein 1a, growth arrest and
dna-damage-inducible, complement compo-
nent 9 and albumin. The Real-time PCR con-
firmed expression of HSP70 up-regulated in
rats treated with Qi-replenishing and blood-
activating medicinals, which were consistent
with results using microarray technology.

CONCLUSION: These differentially expressed
genes involved different biological processes
and gene regulations. Further analysis of the
differentially expressed genes might help re-
veal the pharmaco-mechanism of Qi-replenish-
ing and blood-activating medicinals at genetic
level.

Key Words: Gene expression; cDNA microarray;
Chronic atrophic gastritis; Precancerous lesion;
Rats; Qi-replenishing and blood-activating treat-
ment; Traditional Chinese medicine
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LR

BH: oraa ok TRIEEEZSEER X
(chronic atrophic gastritis, CAG)J&a] J& & 49 £
F AR, WA B KPR S A E ik B
R A CAGHE AT % T 49 2 2L L)

Fik: BAXRK12KAF R Li#EcDNAY A,
M B A ERETRECAGRE I HE XK
ARy 2 F R T A, Hikh 2R REAAR,
EIHZAFhETFRECAGREIHE KRR
Z AR RGA AT A WAS B F oM. I
iz J Real-time & £ € £PCREZHSP704& A
Fik.

R ATk 2 FRAAR054, LvE
FABE 1015, TRAR104%5, ERHMRT
BAFEREFRKXACAGE L6 £ 57K
KA RE. 58 AKX 694435 B A heat shock
70 kDa protein la, growth arrest and DNA-
damage-inducible, complement component 9F=
albumin. Real-time¥ 5t £ EPCREZ &R &
B 3 A ok TG T EHSPT0A B KA b
i, 5% 5 A 45 R — 5L

i AAEREFRKACAGREIT BT ML
S SR EACR Y& B 7SV S e 2
B R R, AT A A LA
P E & A EE S CAGHE TR E 6 hL —A
B0 gmre kst A2

Xgin: BERE BRGH; 2HEBR; BIR
T KR BSELE P E

TEHE, Kk, KR XTT. /BIDANASZHUES
KEARSESERTRNENZD. BFRENBRE 2008;
16(29): 3261-3268
http://www.wjgnet.com/1009-3079/16/3261.asp

0 3I5

M2k 46 1% K (chronic atrophic gastritis,
CAG)ZMMWARGH W BEAEI L —, fE
CAGHA F kMg b )b (intestinal
metaplasia, IM)F15¢ 81425 (dispalsia, Dys) &
T R AR R b b B IS T A AR L vk
WIT AT TR I BOR . BT IR B
CAGHE AR, BIFFT 2 A0 MLV K B 22

Atk 18 e AT AR DR AR R 5, NS A 7K
PRI R MLV BT A 2 4 1 A TR A2 I
PEFIHLHL.

1 #RRT3E

1.1 A4t & Wister KR, 7 =180-220 g, i5vE
G, w3 48 ) A ST S ) BR A PR A 4
ft, SIS AV IE SR SCXX(3¢)2002-0003.
B mT P B 24K 2 AR LT s It v 2 2 B 2 ST G
& #hPses =, YFnfik's: SYXK 11-00-0029.
MR RFMHANGPING JA1003)K _LifF RFAL
28] 77 4. Agilent 2100 Bioanalyzer: Agilent: 7Y
5 G2938B; Nano Drop Spectrophotometer: %4
SND-1000; fhR{X: 5K C4; MJ PCRAX: #!'5
PTC-100; UVPZLAZH: #4-"5 HB-1000; Agilent]
A #5G2655AA; Line-gene ¢ ) & S PCRES
RGBT H B A B A w5y 6 2E
AR ODHLTGL-16(#1%); DY Y-7CT KA
5DYCP-31DA /K- HL ikl A b 5t — 4
J Py AN T b B IR RN AT R
N FE S AN EETUV-200024 TG JE T
(IR A F] 7 .

1.2 7

1.2.1 X ACAGHE A Hm TR & 5. KRAE
AHIESAT T 23 A 3%, B84 K, R FR bRt
Bk RL, B R, R et al® W71,
¥ & Wistar K LA TUE230-260 g)28 fr A2k K
16 hJi, LA10 g/LI EL L Zip R IF(S mL/kg), &
A Jpa, [ e KRR, fEm o R IR, &
#e M, 76 H ARG ] FR0.2 cm G B /D I A AL
PI—/Na, B—K42 cm, H££0.2-0.3 cmff)
B S H /34 I ol T N AR s, H
L 24 N R SR M i B R, 1 TR LR R
Gt H MEEEDI. FAREAEEALK24 h, YK
BYEESRL wkin, TSR AR K iig 60-70°C
SR AGER 2R, BEIR2 mL, E4:24 wk. I
T3 A R AL e RS R 21 K R 8 AT
R AR PSR A, Hrh7 U IR
AN RIS BN IE R Y. R S, AR
K BB AL 23 o0 28 A0S A7 4107 = -E430.7
g/(kg-d) N IR 3.5 g/(kg-d)F1 AR R 41
(TRZEKRER), WA BER AR ig 1R, 4k
12 wk, 725 25 55 12 R Ab DU S K B, BE47 904 B
I

1.2.2 LM ig 12 wk, K LBRRRERE, HIE
U, 75 2B v AR AL O, 28 S I 2

www.wjgnet.com
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HUORF 3, 1E 3 04130, HARIRE A4, HUAF  Intensity dependent normalization(non-linear or ~ M48 £ &

Je AR AT E R A%

1.2.3 XK A AKES A KR12KIEEF R L
cDNAW T, 511 060F 3L, HrfUnigene
10 695%%, CLANFEK 565745, EST47164%.

1.2.4 AR & R TRIZoBRFI UL, KH 7+
i R K — 25 VL 32 B B R 2L RN A,
i BRNAE FH Agilent 2100747 HE RN A
Frn, #f e s, HOligotex mRNA Midi
Kit(Qiagen’A d)2ifbmRNA. &F 1354 ug
mRNA, 55 FRicc DN AGE I ali b B8 ET .
RV S5 I mRN A 1 Cy3-dU TPFRC il ki 4t
8IS 2RV I mRN A 1 Cy5-dU TPAR I il
TRE.

1.2.5 YR 2 X (cDNAY K &%) WHZ E 5
[FICy3MICyShric FIHREE, HLCy34R%190 pmol,
Cy5#%60 pmol, #4E %7 uL, 2R 55 220.2 mL
PCRE M. WM ERE & TPCRIUT94°C A
PE3 minZe A, BUH I A Cot-1 DNA 1 pg , A80
1 pug[FPCRAY H1, 70°C{RIE30 min. 3 45 H
Ja, N9 pL 4 X 28T 2ol M8 wL H I,
MAABUARI36 uL, AR, BAASHR T
SR b, i BE s . AR R AKCE NN
H1XPBSIIZAT £, H42°CHATH B 42
16-18 h.

1.2.6 %7 sk ZRACHi ARG, RS PG 7,
BRANGS0CTHRMBERE 1 h, b FHhigh, 155
B IS B BRI, R AE50°CHER T
PEFR10 min. AWUEWR T TP 1, R AS0°CTI
PRI 1T T, YEH10 min, SR FEH BTG
WL, BEE2R. SRR TT T 7, SEiRDE
WIPESS min, FR2K. BUH IS A T LB 1K
HE IR PR 2 min. FHBE 7/ O0R v EUH, TS
#EN50 mLZS B0, 1500 r/min /05 min,
R B a B B OO B A &, R AT
FRas.

1.2.7 &k, HBEAEF%TF 50
BN e, AgilentI S A
PRAFFCEG, SR T, DRI
W2 [ Cy3 FICy S I JsU 4 £ U 5 3R AT 38 1
FEIE. ImaGene3. 04K AF 5 HrCy3 MICy S Fl
PECAT T I SRR LA, DA Jvp % B {E S X
10° A b B pi 4 1 kB, Hcdls 5 N\ 2 T 4
fF-Genespring, FHIBackground subtraction based

on negative controlsfliper spot and per chip

www.wjgnet.com

LOWESS normalization) /7 iEbrifEAk, 15155
ratiofH (M A2 6 Cy5 5 Cy3 1 LEAE); ratioftl K
280N T0.5 B KU AR AE 25 1 2 3R A
R i, DA O B e bm o, 9 06 Y 2 S 3R 0
LA

1.2.8 A 413 8 F 54 FIHEENIHIFR M
DAVID R GEh] 72 5 T8 FE R HEA T FE R D g e
ST,

1.2.9 Real-time® £ 2 FPCRE ZHSPT04 A
)3k 596K HPrimer premier 5 Xoligo 6%
AT, SIS NM_031971 Rattus
HSP70 192 bp, _LJjif: 5-getgatcttgeecttgagac-3;
iif: 5-caagatcaccatcaccaacg-3. RTHil#5cDNA¥
#: Microtube® HHACLHI N ZIBARNA/G IR
B, AE<15 pL, BRRNARIOligo(dT)12-18
Primer(50 pmol/L)ff H & 717143, 2.5 pL;
70°CARIRS mini GEAEVK ESVe2 minkd b &
LoD B AT B RN A/ 5140 (1AL M v 2R 4 T
Microtube® J&E#B; 7 [ idMicrotube® H LI
P B SO 5 ul 5 X M-MLV Buffer, 1.25
uL dNTP Mixture(#10 mmol/L), 25 U RNase
Inhibitor(40 U/uL), 200 U, M-MLV(200 U/uL), up
to 25 uL RNase free dH,0, 42°C {41 h; 70°C {4
115 minf5 0K _EAHD, 15 2| cDNA% Y. Real-time
PCR: Real-time PCRX N AA%: 25 pL 2XSYBR
Mix(with 4 mmol/L Mg, 1 uL PCR Forward
Primer(10 pmol/L), 1 pL PCR Reverse Primer (10
umol/L), 0.3 uL Taq DNA Polymerase, 20.7 uL
ddH,0, 2 pL ¢cDNA. Real-time PCR % v 4/F Il
1.

2 BR

2.1 BAXFARRE U LA KA RN
671.25+36.26 g(n = 3), 1EH 6 A AR E N
661.0037.29 g = 3), ~HAL LW EMEZE S
H ARV 2R B AR 5T & 603 g = 1).

22 BAKRAALHE HRIKEH, T
MM B RN T AT, A MR B
K, KA TERA—, HBIZEL. B 4 W]
AL, TEIRR/NHHEZA . 25 05 L4,
B AR R, WG, REE. INETE
S TE, HEPRCESE, AT AR R, IR
e, R AR, HEZ R 25 B B2 AN
IEH A, A% KNS —, B, IR

BEABRFH
EGEEHE®ER
X B H WA
TR P A
FLHSP70% K #
A FF, EE
HSP70% B & ik
st/ 56 R
YER, JFRete st 4s
JERSELRE
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WA # B 5 % 1 Real-time PCRZ RIZR1E
AiE R AR
AHRARER
;f] i ﬁ jg f 2 j;: REZ® AC) A BHR  FoESlE
ikga,Mg TEs 95 120 1 %
B o 5% A AT, 95 20
HSP704 B 2 7% g 58 25 45 FEE{BHERLSTREY
An AR s A 72 30
PR E YA ) .
—, AiE—F ML B 65 0 1 EREZEASIED
B 12 5 1% 38 % Hhs, 95 20
38w AR A
HRAET H A
I K Rl

1 BEREREE. A: HAWEA; B: s UkiN4; C:
IEHAH.

FU, FE2HE5(ED).

2.3 H#HRNAR EHM 28R FE RN A KA
W, A Agilent 2100347 FE 5 TR (FF i 4 5
[\ b)), AR SR RN AR L0, Wik, 4%
H28S>18S, &%, I LT A S (K2,
K12).

2.4 HAEG A FHH

2.4.1 B £ 54 FHstanford k% Eisen LabJ}
K HICluster# {4 (http://rana.lbl.gov/) 4T 43 )2
T, S5 R W] 2 ACT I 2 7 5 DR 3 08 il A o
5 BRWE A =R, PR 3000 20 1 1Y
)T AT BRI LF, BRI 45 R BV iR
F470(heat shock 70 kDa protein, HSP70) Az H:AH
AR JUANHE DR 2 B R A AR 28 A0 I 2 e 7%
iz KR DX Sk (P A 0 B o T ), s iR LA 2k
DRI RT i A A a0t MLV A AL 8 0 e 1) S
(E13).

R 2 HFERNAKRE (g/L)

paic] HRHES SRNARE AERNARE
m=uallf 1 1.88 1.78
2 2.94 1.33
3 2.65 1.50
=ENRA 10 3.36 1.26
11 3.36 1.40
12 3.26 1.63
BXRIRER 13 2.56 1.24

* 3 =RKURERERHE

MR wS 55006 55007 55008
HEERE 566 346 452
TEEREE 706 640 519

2.4.2 E A B 5 F IR IR0 0 ik bR
#E: Ratio=2m4<C0.5, P<0.05, 25120 =5k
O IR 2 R A R E LR 3. 2R I 2
=K A A I £ Ratio =2, P<0.05, miRatio<
0.5, P<0.05, ik th 7 e RIS FE R 2054, L |
W 1014k, NZERI1045%, F R %
RATIO VA B P HEHIRT30467 S 3L KI3ZRATIO
ETHFHESIRT306 51 1 W4,

2.4.3 Gene Ontology(GO)& £ o #: ZHE
LRI GO M 45 AR W, 25 005 26 K
C A G 1T 3 A% 19 Jik PR 3Rk 1) 56 e 3 J 1) 22 Fof
A2 Bk R A A i SR DR R I O, AL
) R ERER R e i e S I i = i g S B 4N
0 f AP FE T HE D L 40 A A SCFE R L o
G DRUR 0 TR L 40 PR O TR DG TR DL K 4
JH 2 A2 R 41 B AR5 AE DG HE AR, A4 o T £
JEE R IAAS F I R AT 6 5 28 ASC0E v A FH AL
B YR OC, o HSP7O3E B B IHF 97 45 SR &
WA AEC A GH I A2 K BRUBE AL b 0k R, 2805
A6 97 J5, HSPTOJER #eik b, Btk

www.wjgnet.com
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mZ2AEE
HSP704& W & ik
FREEGEER
FRER TiAEE SRR IR S
GenBank RATION RATIO2 RATIO3 GenBank RATION RATIO2  RATIO3 Ej;j};gf i
NM_012564 99.01 44.64 42.37 NM_031821 0.25 0.25 0.32 & AL kR
NM_012657 44.25 38.61 41.84 BI296915 0.23 0.32 0.29 HSP70A B & ik
NM_145779 34.25 21.14 25.06 XM_149281 0.23 0.23 0.39 4 SRR S
- - AR R AH], Al
NM_012898 26.00 23.92 22.47 NM_133404 0.23 0.27 0.49 JR AR 5 R A R B
NM_134326 24.15 19.57 21.10 BE095796 0.22 0.32 0.27 A ARFA
NM_012582 22.17 15.43 14.16 NM_031320 0.21 0.32 0.24
NM_013112 19.65 8.77 15.90 BC017596 0.21 0.15 0.30
NM_031531 19.61 8.40 11.72 XM_134666 0.21 0.29 0.12
NM_019156 19.46 8.20 10.13 NM_012552 0.21 0.23 0.18
NM_012901 17.83 8.13 7.87 BF396698 0.20 0.28 0.29
NM_053469 17.70 6.85 2.29 Al144892 0.20 0.18 0.21
NM_019184 16.03 9.90 11.55 BF544595 0.20 0.34 0.07
BQ191104 13.28 7.14 10.44 NM_012623 0.19 0.17 0.1
NM_080576 13.18 6.41 6.90 BE118680 0.19 0.14 0.22
XM_342639 12.71 8.06 8.13 M92076 0.18 0.15 0.22
NM_017233 12.38 5.56 6.99 NM_023970 017 0.15 0.17
NM_053768 12.02 7.35 13.00 XM_041991 017 0.31 0.28
BQ191104 11.86 6.29 10.28 BE099720 0.14 0.33 0.22
NM_017055 11.81 5.18 7.19 NM_012847 0.14 0.19 0.13
NM_031971 10.36 11.43 2.75 NM_013034 0.10 0.18 0.36
NM_031543 10.24 8.47 8.93 NM_152936 0.08 0.06 0.36
NM_020071 10.08 8.26 6.54 NM_016997 0.08 0.07 0.19
NM_017024 9.62 4.26 6.80 NM_016997 0.08 0.06 0.13
NM_175837 8.55 2.93 5.92 NM_012635 0.05 0.06 0.13
NM_030832 8.40 4.29 7.46 NM_012553 0.04 0.06 0.09
NM_053288 8.26 5.18 4.03 NM_139086 0.02 0.02 0.06
NM_053617 8.26 4.88 7.04 NM_173127 0.02 0.02 0.04
NM_030850 8.20 3.89 7.25 NM_054009 0.02 0.02 0.04
XM_129207 8.20 3.33 242 NM_031502 0.02 0.02 0.03
NM_057146 7.81 8.70 6.85 NM_013161 0.01 0.02 0.02
GeneBank ID gene title GenBank RATIO(10744) RATIO2(10745) RATIO3(18748)
NM_031971  heat shock 70 kd protein 1a NM_031971 0.92 1.08 0.98
Al599423 growth arrest and dna—damage—inducible Al599423 1.00 0.94 0.81
NM_057146  complement component 9 NM_057146 0.64 0.61 —
NM_134326  aloumin NM_134326 1.13 0.96 0.89

HEMH S P705E K AT 582 28 A% L7516 97 KR
CAGHRTR LB MM IR 2 —. GOt
iR ST A4 EE R AR S S TAE G
(44 L DRZE IE 8 6 BRI 85 B A R ATTO
{EL L2 6. FROFHE VLA, 73 U0G L4105 Fy Al &5
Hrh I B 4N R DR IE 6 AL A
W& P RATIOMAE K/ 7E0.5-1.52 [/], H&
PR A T B el B, 187485 8 F

www. wjgnet.com

NM_0571465E K TE &35, Ui 5 1F #x F4 L
B, AT IR 4N PR T AR 3 R A W 2
AR

2.4.4 Real-time PCRIIEL R I FEAAEA
[F] &A1 0k 2 3L R H 5L R E 1T Real-
time PCRIIE, f32ICTE, M2 H
1) 355 PRUAH b R I8 AT VRS (3R 7). &5 Rk,
H S P70KE RG34 BAE 15 REA(0.76), 25
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| ToRaRcR A [FU] ! 2 CIr 3 Dry 10

AR A B %
AIRFTHEAFE
Ak P A CAG
AT R TR AR
PEIEE R, EAR
Tr ik HA, AR A
A, AR —E
) 5 KA.

B [FU]
30 40 40
40 20 30 30
20+ 10 20 20
A 10 10
07\ — P T T T T T 1 0 0t

T T T T 171
20 25 30 35 40 45 50 55 60 [s]

E [Fu] H o Fr 12
60 ‘3‘8
40 20
207 10
0 - 0

U
20 25 30 35 40 45 50 55 60 [s]

T T T T T T T T 1
20 25 30 35 40 45 50 55 60 [s]

T 1T 1T T T 1T 171 1
20 25 30 35 40 45 50 55 60 [s]

G [FU] 13

10
5

0

T T T T T T T T 1
20 25 30 35 40 45 50 55 60 [s]

T T T T T T T T 1
20 25 30 35 40 45 50 55 60 [s]

T T T T T T T T 1
20 25 30 35 40 45 50 55 60 [s]

2 {EMAgilent 21004 DT RATEEDE BREXHFERNAMTMEVER. MAFRAGEM I, HAPRRFIO IR,
I N S BI 2 185FN28s; Horp: A-C: 28504 D—F: IR ATRAL G: FIRIRE 4.

CDC10 (cell division cycle 10. S.cerevisiae, homolog)

Sinmilar to RIKEN cDNA 2400003C14 (LOC307833f mRNA
protein tyrosine kinase 2 )

double-stranded RNA-bindine protein p74 o

Transcribed sequence with weak similarity to protein pir:CGHU1A
H.sapiens) CGHU1A collagen alpha 1

breaulated by 1.25-dihydroxyvitamin D-3

Transcribed sequénces

Similar to RIKEN cDNA 1110033G07 (LOC362087), mRNA

Similar to cleavage and polyadenylation specific factor 5; cleavage
and polyadenylaion specific fac

retinol bindine protein 4

Similar to GROWTH ARREST AND DNA-DAMAGE-LNDUCIBLE
PROTEIN GADD45 GAMMA&OCZQIDOS), mRNA

Similar to Spir-1 protein (LOC307348), MRNA

mvelin and lvmohocvte protein

Similar to Tho2 (LOC313308), mRNA

heat shock 70kD protein 1A

PKC-delta binding protein

Unknown (protein for MGC: 72616)

Similar to rcd1 (required for cell differentiation) homolog 1; FL10;
rcd1 (required for cell differe

Peroxisome proliferator activated receptor.dgamma

NAD-dependent 15-hydioxyprostaglandin dehvdrogenase

Similar to ART3 mono (ADP-ribosvl) transferase (LOC305235), mRNA
Cocaine and amphetamine regulated transcript

B 3 HTEMABRRRAENSHREE.

FEA(0.81) I35 FEA(0.68) b 1345 FEA(0.46) 4
XAk A B, S 13 S FEAR K 1.67 4%
L7765 01,4845, U B 200 35 000 ifL ik T ie
7 JEHS P70 K ik 386 0, 5085 v K 45 1
—H.

3 111E

SRS HAR R m TR SRR, miEt
RF R, VRO [)05 W0 K5 DA T 110 35 [ 11 A8 Ak,
SAEGHARMU, BT rES. R
FEPRES S B W v 0 o R AL LS BRI
PETEE, JEBRUE R R 1) A 2 E A ek >
B BR AR 2 R T B AR R R R R )
Real-time PCREGR HATRE M50 R B =5

TR R . A RN A%
s, 2 AP S e R
BT H. RIS FH LR A B ARG I 25 A0
7256 R B 2 400 % 9 i AR S DR SR A 15
i, AN DRI KT R ) i A0 1M vk B 70 25 46 v
RIETORZ IR FAHLH], JfidReal-time PCR

®S  acin IIE HSP70 FEIHE ACT 27
1 19.04 19 2279 2271 371 0.76
1 18.96 22.63
2 18.83 19.1 2306 2273 363 081
2 19.37 22.40
3 20.97 21015 2493 2490 3.88 0.68
3 21.06 24.86
13 2452 2441 2889 2886 445 046
13 24.30 28.83

BAUFSERE & AR

RS R 4 R R, w0 AR CA G
AU 2K B RS R R IR AT B R, R
SR IR AR A AR, LR R
FIEIEH2054, o FIFERCN 10145, N5
[KI1044%, JL[RIF AL T 2 00 Lk 2 K BCAG
P W AR I 22 S ROk L R % . 22 S RIB LR )
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Abstract

AIM: To explore the effect of 17-DMAG, an
inhibitor specific for heat shock protein 90, on
the growth and apoptosis of gastric cancer cell
lines SGC-7901.

METHODS: Human gastric cancer cell lines
SGC-7901 were cultivated using routine method,
then treated with different concentrations of
17-DMAG. Cell proliferation was detected using
MTT assay, and cell cycle and apoptosis were
determined using flow cytometry.

RESULTS: 17-DMAG inhibited the prolifera-
tion of SGC-7901 cells in time-dependent and
dose-dependent manners (F = 241.313, 246.856,
both P < 0.001). After treatment with 17-DMAG,
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SGC-7901 cell cycle was arrested at G,/M phase,
and there was significant difference between
treatment group and control group (F = 231.991,
P < 0.001). An increase in early apoptosis oc-
curred at 24 hours’ treatment and in late apopto-
sis at 48 hours’ treatment.

CONCLUSION: 17-DMAG inhibits gastric can-
cer SGC-7901 cell proliferation and thus induces
apoptosis and accumulation in G,/M phase in
vitro.

Key Words: Gastric cancer; SGC-7901; Heat shock
protein 90; 17-DMAG; MTT assay; Flow cytometry
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WUDER. A: MR, B: 17-DMAG 2.5 mol/L4; C:
17-DMAG 5 mol/L4H.
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). 1999 Kaelin i /64 tH T 2 ri i (multi-hit
modality)BEig. %R %002 A SE— 504
ST 5 T8 B 1 22 A BELIRT, A T i 55 e ggE 4
JL A LA A7 R A Tl i Y . R TR
S I A K — ERR B T TR A 9T 1 e
Jiev 988 M B 5 THD I A A7 B B 1 R B0 AR Ak, i
Pl BRI HE. BRI RBOT S, X RIR
B T AARAT IR A A A R B A S AR A
| A B, R HEAR DR )
20 B 1, Tmo LT AERFT R I, s 5 5
W% IV 22 R EHS PO % F K 1. HSP9O
TE e 1) e Ak g S B i R b R T AR
F. R IE 0 HIHS POOIX — I £, b iy k1 o
LY R RS ST Al VA U - & W 51/ e
Yoihi, THUMR a0 S . AT, i



3272

ISSN 1009-3079 CN 14-1260/R

HFRENBHE

2008%E10318H 5165 552951

iR EE

17-DMAG # i %
Ttk A ) Bt 9 da
Je 9 HSPOO # 4
TR B, FH
rEHEPEES
Frhk e k, 6 AF
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Fa A7 5 B % 5 M
JE e F P AT 3]
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A 10001 Gate: R1
Q1:0.07%

B 1000 7 Gate: R1
Q1:4.80%

Q2:0.00%

1007 100

FL2 P1

C 10001 Gate: R1
Q1:6.26%

Q2:5.92% Q2:21.10%

Q4:4.57%

Q4:15.19% Q3:‘_}6.5}9, Q4:26.24%

T T 0.1 -
10 100 1000 © 0.1 1
FL2 FITC

1 0. 1 T T 1
1000 © 0.1 1 10 100 1000
FL2 FITC

10 100
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B 3 17-DMAGK BEMIRARSGC-7901 AT AR MY DITER. A: XHHEAL B: 3 umol/L 17-DMAGTEFH24 b; C: 3

umol/L 17-DMAG/EFH48 h.

IR A BT AR L T O R A R,
5 THTIA B bR A A, S5 &9 B R 14 H .
HSPOOZ I+ & MR R 12—, 5 2 Fh i 5
BEAR DB (A 45 4. HSPOOTE [ 4il i v () 2 1A
S I H A0 (¥92- 10451, 5 e 4 Jfa 1) A= K /0
TSP AR EZAE . Paduano er a/#RE Mg ki
FTHSP0 55 17A AGHIZR A ) R EH HEUR A )
(11100£%, DA ifi H S POOI il 371 Ay 57 2 b 3% 3 fie
ANl LR, [EAMIF ST SEHS POOHI il 51
17-AAGHI17-DMAGH 07 T i 41 st 2
FEFLMRSE  ON SR HT 21 R 45 40 M &R rp A5 2
UESE, HEEAN T Wil PR 5256,

T ge 2 L v R R, R R AT A TE
JigRg o s A LA AT ROR - AR I A,
BERIE R, ARURBARR AN 52, FHRE
AR TT IR B R T B, T2
SO T ERITHS PO 1 7-DM A GX 15 9 4
MR, AR AN 250K, N HAMTTiL
Kyl 17-DMA GAFS G C-7901 41 i (it 4= K- 4 4
H, 451 EH17-DMAGHEW] B H1HISGC-7901
g AR, L5 S IR U R - A N T A
PE. 17-DMA G40 i A5 K, 75 5 ieg 4 e 9
T2, A HEHS PO Thie, TG 5 T &
FMHER,. Raf. Ras. Akt. STATZ, ifj Hi#it
T8 40 L P4 S R (tolemerase) AR E, 1&
B D o o 1 2 S R s W 1 R4
R 040 o R 3 & B0, 17-DMAGEHFSGC-79014
T Gy/MIH,  HLA B2 1y FEBH AR A, 3R
I13E0 17-DM A GAE 5 HS PO il 741 v] i i
fIHIHS PO 7 AR T RE, T2 Mrdi i f4
R AP RE(CyclinA. CyclinBFICDKI),
4 5 958 41 LS G C-790 145 i T-Go/MIH. 75 i
B AR I 7-DMA G SGC-790141 1
TGyMI, Gy M T 1 A% A 7 0 5 S ]
Gy/G,E A, WAL BAT1Y Hphoenix flowiit

LN A A3 BT KA o AT B 38 23 BT R T 1 A%
PRI, FRATTRY H vt =4 ffe i Annexin V-FITC
P, BRI DU R A0 S G C-7901 1 KL 4 9
TR AR T, R0 g R O T AR ARSI
17-DMAGEHISGC-790141 124 h, FE 4141
JHL B S B0, A P48 hAS (B S0 T 4 i 4 o,
if HLS S E oA A S . A R A
PR SE R R A SE TR R, A2 T AR G
(inhibitors of apoptosis proteins, IAPs)i 5. I,
IHENN 7-DMA GIE i I HIHS PO LI fiE, A%
HAsurvivin, livingik T, 755 840 i
T2, [ HOE S P HIS TATS 5 7 5 & 5842 P53
S AT X R RAT R Ry
). K2R 56 umol/LAEHI48 hR Ik
5> SGC-790 1 4H LI U T, Al gk 2k, LA
3 umol/L 17-DMAGHEHI72 WK, IR HE
SGC-790141 AL T, $&nau 122 17-DMAG
PR AR A E BT, AR
2. AN SCRRIRIE 17-DM A Gl k17 22 53 249 sk
(mitotic catastrophe)? | & i 4 iU LT . Schwock
et al" ERIFFCHSPOOFI I 76T £ it 41 i fr 7 1
YRR, RIL17-DMAGH] LL 5] e 5500 41 i
WA LR, ST MR A At

M2, 17-DMAGIE it L H e 40 i
SGC-7901 4 Jf &1, 55 40 Wi T, ik 5 S 4
A=A, A R R 43 1 B8 R R T AR AT I
b7 ol
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Abstract

AIM: To study the protective effect of Picroside
Il on L-02 cell damage induced by oxidative
stress.

METHODS: L-02 cells damage induced by hy-
drogen peroxide (H,O,) were chosen to establish
the model of hepatocellular oxidative stress. The
proliferation of L-02 cells was observed using
3-(4, 5-dimethylthiazol-2-yl)-2, 5-diphenyltet-
razolium bromide (MTT) assay. The apoptosis
of L-02 cells was detected using Annexin-V/
propidium iodide, propidium iodide stain flow
cytometry (FCM). The mitochondrial mem-

brane potential (AWm) was analyzed by rhoda-
minel23 stain FCM and the level of reactive oxy-
gen species (ROS) in L-02 cells was determined
using dihy-drohodamine123 stain FCM.

RESULTS: 0.6 mmol/L H,0O, induced L-02 cell
apoptosis, increased intracellular accumulation
of ROS, decreased mitochondrial membrane po-
tential. After treatment with 0.05, 0.5, 5 mmol/L
Picroside II, H,O,-induced apoptosis in L-02 sig-
nificantly reduced (30.8% % 9.09%, 10.2% + 9.82%,
82% £ 7.10% vs 42.8% + 8.28%, all P < 0.01). At
the same time significantly reduced were H,O,-
induced intracellular accumulation of ROS and
mitochondrial membrane potential.

CONCLUSION: Picroside II has protective ef-
fect on L-02 cell damage induced by oxidative
stress and the effect might be attributed to its
removal of ROS and increased AWm level.

Key Words: Picroside II; Oxidative stress; L-02
cells; Mitochondrial membrane potential; MTT as-
say; Flow cytometry

Gu W, Fan XJ, Wu J, Niu ZQ. Protective effect of Picroside
II against H,0,-induced damage in L-02 cells. Shijie
Huaren Xiaohua Zazhi 2008; 16(29): 3274-3278

i B
BrY: K3 % % 1 (picroside [T+ &AL &
AR L-02 20 B 64 R 37 A R

ik H,0,#i 45 49 L-02 28 BAf A B AL B 3
AR, MTTaAm an fedg 28K 0L, BB &
& (Annexin-V)Fe il Feg (PT) 3 &7 X 28 it
AR(flow cytometry, FCM)#%&m &n fe. 8 ==, ¥
FERA123 45 & F C M A& ] 48 L 25 8 4k BB v, A4
(mitochondrial potential membrane, A¥m),
WA T 1235 EFCMAR N 28 e A & 1A
(reactive oxygen species, ROS)#) 4=,

£58R: 0.6 mmol/L H,0, T # FL-024a it 8 T,
20 J6L M ROSIR JE B m | 2m JioL 25 %5 AR 95 3, 152 B
B TR fk2i30.05, 0.5, 5 mmol/LiK E 694
FEF A, H0,5 F691L-0248 L8 B
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BB (30.8%+9.09%, 10.2%+9.82%, 8.2%
+7.10% vs 42.8%+8.28%, 3#1P<0.01), [ & A
2R 5 H,0, %% 8 it IR O S Fo £ 451K 55
LA DEACH

598 A 3 1 2 AL B i R 45 L-02 4 i, B
FARIPAE R, EAAUHR T AR S5 K28 i AROS A
=, B I AWmad A .

REET: HIEE I FANH; L-02; MiLehiik
RE LA, B R MR R U R AR
TRFS, SOITRE. R, 4ERR. HEEL I H,0ARIGL-024BiE

BYRIPIER. EFHENBIIRTG 2008; 16(29): 3274-3278
http://www.wjgnet.com/1009-3079/16/3274.asp

0 31

BN W P A 2 —, HRE g, A X
SRR W) A v B R H SO AR 2, AR
VPR RIIRAE FH . B B0 A 2 i o) 32223 —
2K INImIERG 2L, BT R R, Jihhik
A0S R, SHPCERE, SRR, K
25O R s A A, Serp % 1T (picroside
I CyHogO 570 T &5 12) h Mo ks i 25 1) 32
VA RSy, A AT I SRR R . PR
Py AT He S R B A TR 540 1
B I A ARG 2, AHIE7T R F 40 0 B 57
(5 425, RS TR /K (HL,0,) S 2L
JH- 40 1. (L-02:48 A% 1) 43 45 1 R4 4 FH A it
AL L.

1 RFTSE

1.1 A4t #2040 g {(EPICS ELITE ESP, Beckman
Coulter), CO,¥557 4 (Sanyo), 18'& AW 81
(Olympus), 4* H 3R {(BIO-TEK ELX800),
25 cm 4 MUk 7R M. 96fLEFFEM (Corning
Incorporated). DMEM%5 7 %£(Gibco, Grand Island,
NY, USA), /NI G2 R R A ),
Annexin V-FIFCHI M I T4 IR 7 & 0 - 9L
RO A PR A W], BEIRRE, AL L5E(EB),
FELBEME I (MTT), — H R H(DMSO)I T
Sigma(St. Louis, MO, USA), ##%i% F 11 (picroside
11, $5 111596-200402) 5 v i« 6T~ [ 24
A R P, SR TT TG M B IR
(DMEM)¥%##. %' J}8]123(Rhodamine123, Rh123,
FADMS ORI %1 g/L, T--20°CURAE4 )
ME X J}H123 (Dihydrohodamine123, DHR, f
DMSOWRALHK1 mol/L, F-20°C A7 # H)ET
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Sigma. A T4 4N IFEL-02, Sk [ ATCC, DU )I1K
SEHE RS G T T S EE AN R R, 4
FERIAEST 100 mL/L/N L35 FIDMEME; R0,
7£37°C, 50 mL/L CO,35 FE4f rh 597,

1.2 7 %

1.2.1 MTTEAaR: KRR &S X 1051440
()20 BB Rl 96 F LR FRM R, 100 pL/AL, £
0 A Bt B AR, BRI TS5 Bk
XPHCER AR A M, e 5 R TRM, IAAA TR
i (0, 0.05, 0.5, 5 mmol/L) s &+ 11
100 pL/4L, 37°C, 50 mL/L CO, 4 F 15973 h, 4%
JE A H,0, 1.2 mmol/LIYR;FEM 100 uL/4L,
{FH,0,29 )% 510.6 mmol/L. 4¥4:85771 h, ik
HO, B i 8L, AR EAVE3AN AL, 7 il 5557
24, 48, 72 h Ja, BEALIN2 /L MTT 20 pL, 85
774 h, LR FRH, IMDMSO 100 uL/AL, £ ik
SEARR G, R S 5 AR I K 570 nmAb i
I PE (A 7). B3 FLAE 304 A X an
JEAEAFE: MAFIEH = (A-A )/ (A pp-A )
X 100%. FEH3IK.

1.2.2 BRAs Bk 22 2 B 989 57 i (Annexin-Vik):
B2 X 10°AN 1 i 1) 25 BE BRI 225 om 4 fu BF
FEM, B59%24 ha, AR OO B4

0.05. 0.5 5 mmol/L(FHZ541) A& I 15 5%
WAE37°C, 50 mL/L CO5MF FHFR3 h, AT
H,O, I 3: 72, 29K °80.6 mmol/L, 1
7724 hJr, H2.5 /LA IR A i, 6 pk op
AN AR, WHE1 X 10°LL B 4i e, FHPBSES L
Ve, IA500 uL Binding BufferfIFITCARiC
HIEIC AL FTV(Annexin-V)5 pLAIS pLAAL g me
(propidium iodide, PI)E4°C J 30 min, i 44
USRS, 00 (e 3 1K - 488 nmy; & S 610 nm).
1.2.3 Zu o F kit A2 (AWYm)##m: Rh123
J2& i nT % ok A R ) B 5T S e gk,
T R A4 25 5 FLAE (1 4R 7 7). G IE 5 4l i o
R A4 0 206 s 1 1155 B P 7 0F N 2 BT A4 JRE I, ¢
R 5 P S B K. AR TR AR, e A i
SEAEPERLIR, SR RO M s LTI, 5
AWmF i, Rh123 50008 B0H 2o kifd, Mk
H SR B AR 9O, ] FH U g M ORI, i i ¢
T A 5 1R 58 59 S A I 2 R A i el 47 1 AR 1k
U, A RS A AR h 123 F 75 i e 4 i
AWm. 2y 324 h)g, 2.5 g/LIFEE ARG
DU B (R L-02.40 Jfd, WAL 1 X 10°41 i JHP B SHE27K.
HUitf7ET-20C. % TDMSOIM1 g/L Rhi123, H
AT/ LG FDMEMAMBE 210 pg/L, Hk I

AR A 0

MEkEF TR
B 2 Z BT am
JOAFRIPAER, A
AT AR AT AE R
aAE], 2R AT
st 3 B AL B
Fa tm A6 % 2@ L 8
THF@EET Y
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WA B 5 Ag 1 » BE, 1 , C8 1 » Dg, 1 2

R 3 S
MTAFEFD
A& A7 IT 4a B 04 3R
W EAER, Kb
)6 AR IR A S
TR R

PMT4 LOG
PMT4 LOG
PMT4 LOG

- ———————1
1000 1000

PMT2 LOG PMT2 LOG

B 1 ZBREHPSEES || WL-02/RET VRN, A: 1EH
mmol/LEAEZE 11 .

RGN, G T37°CHEE 45 min/G AT 40 i
A 5 Gl A Ke: 488 nmy K SHK: 525 nm),
N B30 e e = 4 A T T 5 T A A T o
AEFE. THE10 000435 40 i, LARH 40 i 1~ 24
7658 & (mean flourscence indensity, MFI)3& 7~
A¥m.
1.2.4 20, AROSA-F ¢4 #m™: DHRAE —Fh i 5
WA SR IR PEGRE, wT [ d kA0 B, g
SN 5 P HEROS(FZE N A AL AN
AR A S S AR — PP AT AT . RER
PENEIIRN123, FFHE NERIAA N, il 4 RAE
AP, 2ok — e i) ) A, B AT g =l
RLASCRS: AR N (9 . 290 b B 16 his, i 2%
IHEs 75, F LIS MDMEMPE2K, I
137 FIDMEMA B R 48K 524 1 pmol/LI¥DRH,
WG T37°CHEE 1 hfm, A4 i, PBSYELIX, i
1 X 10/ LA BB, 38 2 40 i (SRS 00 (8 e %
K1 488 nm; K HHIEK: 525 nm), I 5E B Fm oA
0 B ASCHT I 1R R AT B AL B AR
W E 10 0005 41 i, B J7 &7 HTRh123 1)1
eI B (MFT), 1A BIAR R 41 JBROS/K T
BT AR SPSS13.048 R A
AT G204, Bdimean = SDE IR, 4H 8] L3
independent-samptes #4556

2 BR

2.1 #AkiEF T AL-0220 LA = F4ER K
M Annexin-ViE G F C MAG I 40 I8 - DL T i
FHPOET 1T RET B35 S L-0240 fui T 253 Kk
B, OCIEH X Z1) . 0.05. 0.5 F15 mmol/Li 8
T ITAEHI24 hs, L-0240 Fa (19 2253550 91.7%
+8.48%. 1.2%+821%. 0.8%+4.22%F12.2%
+8.43%, LI IH411.7%+8.48% L %= 7L B
FE, RUEHTEF 1T IS S L-0241 e 1
(K1).

2.2 A% % % 1| 5 H,0,F 2 L-02 28 i3t 45 69 1% 3
YER KHMMTIE, QAT F = (A-A s )(A o

2H; B: 0.05 mmol/LEAEEE

PMT4 LOG

-—47"4‘
1000 1000

PMT2 LOG PMT2 LOG

I C: 0.5 mmol/LifE & 11; D: 5

il

0 0.05
THELET TIREE( mmol/L)

3007
250"
<200f
ﬁi 150+
£ 100+
50|

control

B 2 REEE | XL-024BiEH,0 R AR EEWERIMTTE
TE). control: IEFNEZHE; 0 mmol/L: H,O &40, "P<0.05
vs HLOLBRIZH, “P<0.01 vs TE %R,

A ) X 100%, AN [ B 5 B0 10X [A)— ik
FEH,O 7 HIL-0240 B ¥y AR K I an 1512, 4521
SR, SR 1T ) £ = L-02 48 M H, O 45 A5 A 23
HIEH I AETE 3. 0.5, 5 mmol/LiK FEA &L 5
H,O, MR 2 LA A7 B ik 72 57 (P<0.05).

2.3 Ak iE 5 11 sFH,0,3% FL-0248 i 8 = 69 V5
B K Annexin-V/PIiE G A F CMAS I 41 i 8 1
DL T i S 3T 11 X6 H,0,15 S L-0240 i T (1)
L. 3 TR, HH,0, 8%} (0.6 mmol/L)
YEHL-0241 924 h)5, i T2 442.8% +
8.28%; & N HEAH AN L T2 1y 1.7% £ 4.8%,
0.05 mmol/L #5311 {137 H,0,8 %924 h; 41
J T 430.8%+9.09%, 0.5 mmol/L#]#i%E
T IR H,0, 818924 h; 40 IE T3 410.2% +
9.82%; 5 mmol/LiH #4711 fRYH,0,85 7124 h;
LI T N 8.2% +7.10%. £ 5 4] 3
1T FIH, O, M 7 20 AH LU AT IH 6 14 22 57 (P<0.01).
2.4 A% 11 ATH,0, Ak i APmed T4 H
SHECEEAT 1R S FHH, 0,15 55 FL-0244 Jfa, K H]
Rh123 4 (4 F C MAS I 48 fd AW miF) 284k, W52
BOET I T- A fR 4 fE AL 25 SR an -l 4R
L-0241 i 7E H,O, 1 H24 hJ&, 4t Rh123 1
PN 16.4% +3.4% 55 1EH A H196.2% +3.2%
HI 2 R PR P<0.01), 7] WH,O, T4 A 1) AWm
NRE, LE AR IRIHE(0.05, 0.5, 5 mmol/L)#
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AL T Lok T 3h
3 3 - 2 &) B AL 7T VA 3E A%
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* 3 a = 4 ° 3 4 FRAEA, B LB
S PR AT IR 05 0%
PR T E Y
Y, BB AR
— | | ol | HT 24 I AE h 45 4
! PMT2 LOG 1000 ! PMT2 LOG 1000 ! PMT2 LOG 1000 7%:‘ 7 éﬁa‘%ﬁ SS—}H:
DS ES. A G 78 97 R
= ! 2 7= ! 2 B 97 % 97 3R
o —ANEFEZG T
@&, Bk, AFH
T KA Rk IR
3 8 PLET R &
i i E LRS-
z : z
h 4 4
1000 1 1000

PMT2 LOG

PMT2 LOG

B 3 BIREFEIEE || {RIPH,0,1FSL-024B8BTEWER. A: IEH4H; B: H,O A2 C: 0.05 mmol/LEAEET I1; D: 0.5

mmol/LEAEET 1 ; E: 5 mmol/LEAEET 1T

120
100

(o]
o

N
o

MFI (Rh123 %)
N
=)

N
o

o

a
a
a
n
B C D E
Paiil
B 4 AEEE || WH,0,iFSHIL-02 AR LRI{A R BT
B9800, A: 1EHZH; B: HLOMMEMIZE; C: 0.05 mmol/Lifji

HEH L D: 0.5 mmol/LEAEET 11 ; E: 5 mmol/LEATEET 1.
P<0.05 vs HO, M2, ‘P<0.01 vs IEHETTIAZH.

IS, AR K123 349 )6 58 5 5 H, 0,85
TV B S TF e (2 )k 28.9% £5.4%, 46.3%+
7.18%, 53.0%%6.7%, P<0.05), $&7n it 1A}
H,0, 75 [ I8 b A4 45 A W 2 i ORGP 1

2.5 #AEZEF I AH,0,# F@lsERan®
o B 1R H,0, 75 3 UL-0241 i, K
FIDHRZL 0 F CMAT I 48 g N IR O S 224k, A
WS B T D0 X PP AR A i) s . 45 5 4 1
5F77~, 0.6 mmol/L H,0,/F 116 hJ, L-0241 i
IR h123 1345 Y650 FE 86.7% & 11.4% 55 %} HE 4
1.5% £ 1.58% W] Wb 1G5, £ W45 LIH,0, )5, 41/
WROSHIF & F . AH0.05, 0.5, 5 mmol/L#
PO 1T /E, L-0240 L IR h 123135 % o
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MFI (Rh123 %)
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o

N
o
T

o

d
d
i dl
C D E
Sl
5 HAEEE | XH,0,iESML-024RPE IR R
200, A: IEH4H; B: H,O/5I2H (0.6 mmol/L H,0,); C: 0.05

mmol/LEHEZEE 1T ; D: 0.5 mmol/LiEZET 11; E: 5 mmol/L
BT, *P<0.01 vs IEETIRZE, P<0.01 vs H,OMEHIZH.

56.8%16.48%, 35.8%+15.0%, 25.6%+4.47%
EH, O, 20 W I FRAIG, 2 B B0 1 11 o] 3 o 4l
M N ROS. H,O, 15 8 21 5 25 25 ) B2 40 R0 I 44
AH LA W38 1 2 H7:(P<0.01).

3 111E

SN B i P P T PR SR O S) T LI
Mttt RN EALRESIANL RS
S, 3 EROSTE AN M Hh SR SN = 22
FREZ —. R4 NROSER.. AWm Rt
JE AL N S S A R T ) S R 3R kA
WROS R, 7] H 3 5l (0] A0 Lo R AN, 38 B
HLA B, e85 i S Ak N 4, At 2 1
BEPEI A WORSTEE(ALD) H £ G s
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AL A ek
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J 6y G A o
EAT, AR
W84

Wi BLAERAAE, R DAE— e B B Re 5 4
I R T O SF At 88 289 40 11 ) BB A AT T K,
IS IR B R AR T,

AR R R, T 11 e 8 INH,0,
P47 )5 IIL-0240 Mo A= A%, nIHiHIH,0,1%5 FL-02
AN YE T, WIS T S A B A 4
A HAT IR ER, 54 SRR IE AR, 78
FH A ST TTAE I L-0241 i J5, Ah (R T3 0 1
R I L-0240 M A L e A S 3 vk o e, R
BT 11 AS 55 0 L-0240 i A A 4 o 752k

L AR T R — AN R T
a5, ZHOIT IR A R SRR AP miF)
L R mR B 0 A A R T L ) —
AT I AR AR TR AR I, SR AR e
HVERIR, R OIS M s fLIT IR, 1R A
WPt AHFRSE IR, H,0, 0] R A Pm,
& A HFOES S, A AYmTF &, &Y
HH B4 TG 400 I 35 4 400 i ) DR 1
A e A 40 i AP m BRI

FLZ A A A AN R, — /N AR
AR SE AR IR, AR T B A B A
ROS, WHHEBAM & 10, ## A HI(OH).
AL E(H,0,)! 4. [ 0 e P A7 — B PTAR
TR, 045 A A A 4k S
B H IS A, Be 855 BR AR R o
W A IIROS, {7341 s AROSAL T~ M AR
SE II7KF. ROSHT 51 AE M I 44k, S E i
b, DNAMKIRESE, W55 — R Y| KA
PERI B . VT AR K IR O SIk 1] 2 15 41
M55 T, JHBh BELe LR ik, BRIt An i iy
RO STKF- X} 4 i P A 7 R AR PR A A A 2
(s Mt AT 5T 5 SR B R B BT I AT B
FEACH, O,/ 16 hJm 41 is AROS & &, K Wi
AT 1T AU A 5 440 e P £ 4 T e
L XFROSIITEBRAE A K, Gk k2 40 i A 1)
“Rem L) 7, EFFEROSHEZHAL, ATP.
ROS. AWm =3 Z [ (1) 5 F 5% Wi 26 KL 4k 1) 1)
R, 17 S5 0 2 40 16 1 1 R 2544 5 D RE DL K 4
FRVE T 1A 7 A 5 g, ROS A1 N v B 2 5 [R) %

T T S0 S48 3 T 440 T 1) R 4 T ol
ST LE BRROSTE T 4 A Wm R AT L)

BHBOE T 11 A7 B 5 (R 4TH, 0,0 L-02. 44 g it
B, JEHLEI T8 R w40 A f3Ek, AT
REFPUIR IS S A B VE L, B o 4 A £ it
FAL RS Thne, M BEWT e 1E A, T
RE ST Ik AR A0 P, ok A ) 47 FH i 0K 3]
DA b, 5 8 T T AE VR 7 JF R Jy T (e 453 1F
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Abstract

AIM: To investigate expression of mTOR/
P70S6K signaling pathway in human
hepatocellualr carcinoma (HCC) and to discuss
its role in the hepatocellular carcinogenesis.

METHODS: Reverse transcription polymerase
chain reactions (RT-PCR) was employed to
determine the mRNA expression of mTOR/
P7056K signaling pathway in cancerous and
paracancerous tissuess of 20 HCC cases and
normal healthy liver tissues of 10 cases. The rela-
tionship between expression of the genes mRNA
in HCC tissues and related clinical parameters
was analyzed.

RESULTS: The expression level of mTOR/

www. wjgnet.com

P70S6K signaling pathway was markedly higher
in the HCC tissues than in the paracancerous
tissues or normal healthy liver tissues (mTOR
mRNA: 0.594 + 0.218 vs 0.437 + 0.156, 0.594 + 0.218
vs 0.383 + 0.081, both P < 0.05; P70S6K mRNA:
0.610 + 0.147 vs 0.486 + 0.162, 0.610 £ 0.147 vs
0.440 + 0.141, both P < 0.05). There was a positive
correlation between mTOR mRNA and P70S6K
mRNA expression in HCC tissues (r = 0.548, P =
0.012). There was also a positive correlation be-
tween mMTOR mRNA and P70S6K mRNA expres-
sions in paracancerous tissues and the normal
liver tissues (r = 0.607, 0.737, P = 0.005, 0.015). The
expression of mTOR/P70S6K signaling pathway
in the HCC tissues was significantly correlated
with the pathological grading, the pylic cancer
embolus, but not with the diameter, level of the
serous alpha - fetoprotein (AFP), and gender.

CONCLUSION: The mTOR/P70S6K signaling
pathway is specifically activated in HCC tissues.
The mTOR/P70S6K signaling pathway might play
an important role in the pathogenesis of HCC.

Key Words: Hepatocellular carcinoma; mTOR;
P70S6K; Reverse transcription polymerase chain
reaction
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BAVFE, 5
i R
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e, AL AL
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Cyclin D, c-myc%
EXid 7 SR E S
ik A EIFEKT L
% F/mTORPIE.

Wi £#BE

Qi et alFF R AN
AR RG
R 20 4R b AR
mTOR/P70S6K
155 @ % &,
mTOR/E % i@ %
w47 ) A F e &
AL A
BKS5.erbB2/)s & iz
£ TP
B 58 KA R
ERFHEL T H
#£mTOR/P70S6K
fE 5B E. 4R
B et alFtR K
LA 8RR e
#EC9706F A &
mTOR/P70S6K A%
Fa@ %t AL T
BIERS, FE
Z ALl BT 3
B9 = S5t A7 ) 9%
B FEBE, A 6]
AR AR ey
47.

EOF Qo A Sl Y A R
2047 % ¢ &5 K F(mTOR mRNA: 0.594+
0.218 vs 0.437+0.156, 0.594+0.218 vs 0.383
+0.081, 3P<0.05; P70S6K mRNA: 0.610+
0.147 vs 0.486+0.162, 0.610+0.147 vs 0.440
+0.141, 35P<0.05). mTOR mRNAF#P70S6K
mRNAZHCCH LR P # £ ik 2 EM AT =
0.548, P =0.012), B % # 2% 5 AR R EF
4R 27 P 0 A T SEAR XM = 0.607, 0.737,
P = 0.005, 0.015). mTOR%P70S6K mRNA 7=
HCCL L oy £ A K-F 5 om0 8. I#bk
BAEHIEME, mEMB AR, 2FAFP
KF, HAFLHARXEZ.

ZEi: mTOR/P70S6KAZ 5 i@ % EHCC P 45 7+
Mg % . mTOR/P70S6KAZ 5 i@ ¥4 7T f f2 AT 4m
AT R R A, BB PR TR,

FX423: FR4PFTSE; mTOR; P70S6K; #if 7R A
Tty 5 12 o7

ERE, 2K BAE BIEK. mTOR/P70S6KIESBIgHAT4R
BIFEPHRANIBRRY. BREAEIAE 2008; 16(29):
3279-3282
http://www.wjgnet.com/1009-3079/16/3279.asp
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W 7L 204 B i 2% 25 # 2K [ (mammalian target of
rapamycin, mTOR)EITF 4 I ) —Fhifi 4t I
PRSP e, e M EENE SRS Y
T, B 52 R B AE B R, R0 A K
oA A TR AR P T A
6. P70S64HF(P70S6K)&=m TOR [ B 224 Fl i
W, HmTORBEMRAL J5 WOE, Ml &S5 -TOP
ZERIIImRN AR, ok b 22 (ORISR A,
mTOR/P70S6K (5 Tl LA it A Ar . B K
Ham R O R R, AT T RE ST
T I S 2 R R 0%, R TR
TRIT B B RAF SO I RT-PC RS
40 i i P m TOR/P70S6K £ 53 14 11 23 45 10,
AT AN 9 A R R v S

1 MRRTSE

11 A FRA KM%k 2007-04/2008-04FK 15t
FADI B 0B 40 IS b A 20491, JJ R
It 57 LUV X IR, RN 10491 1F 5 JH 41 23 73 SN
AL RS TWAE T, A2 T-80°C kAR, T3tk
16491, Eafl, EE29-70%, T I4ERE47.75%
LW LI B 2E A AR S, BT B S 1R

FAR, RirR#EZBIT . J7. BIOZOLERNA
MG AN G BN H R A IR A A), BIORT
W 3 Y (RT-PCR) WG (BUH 1 H B
B2 7)), mTORGIWI( L 5 14tk 502116, T
I 502117). P70S6K G (L 51t =
02118, FiF51HHL502119) LA K B-actiny 25|
YU 5 10537496 RS 144 5 37495)1
h B A AR TR RS AT B 2 W 7= i, 48
Wi — L JIR(DEPC, BBIA ], #it5DB0154)iR 1k
LEE(EB, TaKaRal v EENiEHE, JL/K L8, DNA
Mark(DL2000, TaKaRa/A 1), GeneAmp 57007
PCRAX(ZE E N HAEW R G A W), Hel HL Ik Bk
1% A5 (Transilluminator A 7)), RAMF G CEET
(Cary-50)(HHFE Varian 23 w]).

12 7

1.2.1 RT-PCRAZM: (1) RNAFEH S cDNAH
B: #BIOZOL RN AR & i B 3E 47 2
WAL EARNA, W55 MicDNATZBIORTIY
ey M(RT-PCR)IA G BT, (2)5K &l
BERNW.(PCR): 5% 1152 k[ 12-13], ML
WA T TR R A F S, 919750 ety
= RN LR, 51 B A I I
Wik, SBAENCBIM B HEAT T BLAS TH k(R 4k
http://www.ncbi.nlm.nih.gov/blast). (3)PCR: %
BIORT ¥ %5 5% 4™ 18 (RT-PCR )R A &5 U6 W HEAT. &
W s 4AF125 puL. 10X PCR Buffer 2.5 pL, dNTP
Mixture(10 mmol/L)0.5 pL, & I AmTOR L
NS EEPTOS6K I RS 4 40.5 uL, I
TN 24:0.5 uL, Taq mixDNA polymerase0.5
uL, RT/4)2.5 uL, ddH,0 17 pL. PCRZ M 4514
94°C 3 minTiAETE; 94 °C 30 s, 60°C 30 sF72°C
90 s, LA ISANMEIF . TAPCRI™ YIS
R CHEMILS g/LII B IERE LR T Bk 20 25, 2R
Ji LR G RGBT 4 3.

1.2.2 28R 310 FH H IR R A SRR R vk 4
17 P LA TRIRR PN TR K 58 LU ARk S e B ) 25 BT 1)
A RIB K. H MR RS R IA KT = (HIW
e DRI FEAR -1 5K BEAR) /(B X B R K A -7
K FEARD).

St A 0 BRT-PCRE RN H
SPSSIL.58AF4evk, WP ELE ek 36, P9 IR 3R
HIAH =43 BT H B 26 AH 52 43 T (PearsonAtl 2k 22 %0).
P<0.05H =5 A g0 3 L.

2 ©#HR
2.1 EBRNAS LR PTAFRNATR I HE B H vk
HR5S, 18S, 28S = 435 M 4%, FHEEAM

www.wjgnet.com



FRE, F. mTOR/P70S6KIESBEAHMBITETRNRIANIBREN 3281
| BN
* FTmTOR/
P70S6K Az 5 i@ %

ER S1¥E5I(5'-3) ¥ 18R B E bp)
mTOR 315 CTG GGA CTC AAA TGT GTG CAG TTC
5 GAA CAA TAG GGT GAA TGA TCC GGG 537
P70S6K 15 TAC TTC GGG TAC TTG GTA A
Ti5: GAT GAA GGG ATG CTTTAC T 188
B—actin _Ei5: TCC TCC CTG GAG AAG AGC TA
5 TCA GGA GGA GCA ATG ATC TTG 302
2000 bp 2000 bp
1000 bp 1000 bp
7 750 bp
. 500 bp _act
B-actin p-actin 250 b
P70S6K 50 bp

250 bp
100 bp

1 2 3 4

B 1 mTOR mRNA RT-PCRY &= #)ZRiX. 1: HCCZH; 2:
ﬁ%ﬂ?éﬁf//ﬂ\, 3: Eﬁ%’ﬂ?éﬁ@j\, 4: Marker.

JEREACIN GE A 560/ A 250 RN AWK E, HUA 50/A 550 TH.
1:1.8-2.0% H T RT-PCR [ V.

2.2 HCCR AT B & 5 442 VA B B AT 448
mTOR, P70S6K mRNA #4 % i% 5 2L mTOR mRNA
TEHCCAH LR M FRIBIKT-(0.594 +0.218) H 2 /5
T8 5541 24(0.437 £0.156) M2 1F 5 AT414(0.383 £
0.081, P<0.05). P70S6K mRNA{EHCCZH £ h) %
IE7K(0.61040.147) B 12 5 T 55 41 21(0.486 +
0.162) J2 1E 5 HF4124(0.440£0.141, P<0.05, [K]1-2).
2.3 HCC. % &R B E % AF£840 P mTOR.
P70S6K % ik 8948 2 % % {EmRNA/KFmTOR.
P70S6KAFHCC(r = 0.548, P = 0.012)E 55 H 4
=0.607, P = 0.005), M IEH AL =0.737,P =
0.015)34 2 IFHI 2R (32).

2.4 HCC¥mTOR. P70S6K mRNA# %k 5 )5
A% % % mTOR. P70S6K mRNAYEHCC
SHE SV RSN SRy SN VB L T R EPS
(P<0.05), 551, Mg EA . AFPCHIEAHK
(P>0.05,3%3).

3 e

It 5 0 IR A A R 23 T RS TR RN T 17,
EHR IR A e S A R PR 1 23 1 AL 1) 25)
T I NATITEAN. 0 e 0 Ak
WA gz Wik, H A Ay ik
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100 bp

1 2 3 4

B 2 P70S6K mRNA RT-PCRYI&F=#)RIL. 1: IEHATHL,
2: FESENTAALR; 3: HCCZBZH; 4: Marker.

POE W B, — i R R A K (S 5 ig
FEUIRE LA P BOX — Igg R B S22 AL
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(P70S6K)£mTORM H A HIEY. mTOR%E
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53 EHCCA
& a4

i A%E

A BF L OGE R
mTOR/P70S6K
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W @ 157 R
AR REI S,
T E AT, BRT
4 g&m? A = i 2548 n mTOR P70S6K r P
ELHIE 8, BT HCCH 20 0.594 +0.218 0.610+0.147 0.548 0.012
muR ARG ST ESA 20 0.437 +0.156 0.486 +0.162 0.607 0.005
e aa RME— EREFAN 10 0.383+0.081 0.440+0.141 0.737 0.015
T BB AARYE.
Zarek PE, Powell JD. A role for mammalian target
of rapamycin in regulating T cell activation versus
anergy. | Immunol 2007; 178: 2163-2170
IRERS5] n mTOR MRNA P70S6K MRNA 2 Peponi E, Drakos E, Reyes G, Leventaki V,
et Rassidakis GZ, Medeiros L]. Activation of
mammalian target of rapamycin signaling promotes
k5 4 0.651+0.167 0.604+£0.108 cell cycle progression and protects cells from
8 16 0.580 + 0.231 0.612+0.158 apoptosis in mantle cell lymphoma. Am | Pathol
3 Pene F, Claessens YE, Muller O, Viguie F, Mayeux
>400 12 0.623+0.199 0.629+0.150 P, Dreyfus F, Lacombe C, Bouscary D. Role of the
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Abstract

AIM: To investigate the relationship between
obesity and the colorectal precancerous lesion-
adenoma, and to further investigate relationship
between obesity and colon cancer and its
prevention and treatment.

METHODS: A total of 539 subjects who under-
went colonoscopy in Tongji Hospital from De-
cember 2006 to December 2007 were selected, and
divided into the adenoma group (n = 250) and
the control group (n = 289). Body height, weight,
waist and hip circumference were measured, re-
spectively. All data were analyzed using logistic

www. wjgnet.com

multi-factors regression. Four adenomatous tis-
sues, pathologically-confirmed as tubular adeno-
ma or tubulovillous adenoma, 2 with BMI > 24,
WC > 85 cm, and the others with BMI < 24, WC
< 85 cm, were selected from adenoma group, and
used to screen the differentially expressed gene by
Oligo Signal Transduction Pathway Microarray.

RESULTS: Obesity (by using BMI cut-offs) (OR
=248, 95% CI =1.19-5.20, P = 0.016) and abdom-
inal adiposity (by using WC cut-offs) (OR,4 = 1.75,
95% CI = 1.15-2.66, P = 0.009) were significantly
associated with an increased risk of colorectal ad-
enomas, especially in men(ORadj =410 and 1.70,
95% CI =1.26-13.31 and 1.00-2.88, P = 0.019 and
0.019, respectively), but there was no association
in overweight group. Abdominal adiposity based
on WHR showed no significant difference. Ge-
nomic hybridization showed 23 differentially ex-
pressed genes between the two groups. Among
them, there were 6 genes up-regulated in BMI >
24 group, and 17 genes down-regulated in BMI <
24 group. Foxa2 was up-regulated, and IL-8 and
Leptin were down-regulated.

CONCLUSION: Obesity or abdominal adipos-
ity is positively associated with colorectal ad-
enomas; the risk is highly increased in men. It
is presumed that there are several abnormally
expressed factors in the colorectal adenomous
tissues of obesity.

Key Words: Obesity; Colorectal adenoma; Epidemi-
ology; Pathway-focused chip
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— 2 5PI-3KAGE 5l 6 4% 5, e ik 4 o 1 5.
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Abstract

Multigenes and multigene interaction are involved
in the development, recurrence and metastasis
of hepatocellular carcinoma, while aberrant gene
expression is the significant cause of recurrence
and metastasis. Researches on gene changes
and gene interaction in hepatitis, liver cirrhosis
and hepatocellular carcinoma are important for
identifying the development, elucidating the
pathogenesis, and guiding the prognosis and
therapy of hepatocellular carcinoma.
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Kwack et alst
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TR e Fe |
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HE GO REM, 3
Hn 2w fRL iE pE Ae iR
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HlHE A 2P PTEN. ppM1A. Smad2f) i1
WEZRPTEN. ppMI1AZE AR Rl F i 41 i #%
FER B4 MR b, Smad2 AN TS #2 B 40 o A%
1, HLin et al™RiE HppMI1AFRESET GF-BHLT 1)
Smad2/3 LR, 1t ppM 1AM AN KA 17 41
WK T B S mad2 40 AL AR SR, W /R LR 43 AT
75 I R AR
microRNA-21(miR-21)HFTPTEN k.
microRNAs(miRNAs) 2 EgiGRNAs, i1
R %3k, Meng et a/'"'WF 57 S 7nmiR-2 176 AT
i R G A0 i R o v 0, A TR A AR
miR-21{3EIE, W TPTENWEIL, w1 i
AN I . R ER #inmiR-211 %K
i, WAl A . R NFI R, T LR
JF 40 B e Aemi R-2 T RUAA, 3400 T 40 iR iz 8l fig
77. miR-21LAPTEN A HAZHE H A%, Y PTEN
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miR-21 412 AER, st n] WmiR-2 138 i
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ST REAL th TS FH AN R 40 2R B AN [R) 2R L1
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Pinl ik, W54 225054, 540 i 3 v e 0% g

2 AR EFEEREY), tCyclinD1,
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1.4 CCND1 CCNDI1#H5CDK4/645 4, Wik
CDK4/61) 5 I, 2 18R bA R 14 1 B s S
HLEE B 1 5% T E2F, {EREDN A& &, Itk
A0 M 1 G S E NS I, AT 5 B0 B kA Pk A
KB CONDIFE 41 i 4 2 rp Rk 5 i, 9
WAL, M RE RS, HYS
TR 28 PE W BADEET. Park er ariF 5T 2R
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S KLF6R) R & MK LF6H /A1 i 5847, ok
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2.1 ANGPT ANGPTHI YA 2 55 Ji) il il o
HEJTTIR] PR AH ELAE 8 o A5 1 Rl A P AR
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RIS R, 45 5 B/ Ang-2 78 T8 W 48 vy 198
FHHULR, HEEE X, Ang-15Tie-2 mRNATE
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I8 ) Rl F (autocrine motility factor, AMF){5&
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Abstract

Radioactive seed implantation, especially
seeds implantation, which has provided an
effective method for treatment of hepatocellular
carcimoma (HCC), is attracting more and more
attention all over the world, but its dosimetry
need standardizing. Therefore, it is necessary to
perform the prospective study on the dosimetry
of "I radioactive seed implantation and seek
for the best dosage and seed activity in order
to enhance the therapeutic efficacy of "I seeds
implantation in HCC treatment and protect the
normal tissues surrounding the tumors.
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Abstract

Latest studies from home and abroad indicate
that stem cells exist in different adult tissues and
various stages of individual development. There
are stem cells not only derived from liver, but
also from other tissues, such as bone marrow
and pancreas in liver, which can differentiate
into mature hepatocyte-like cells finally.
Therefore, stem cell replacement therapy offers
a new way for the clinical treatment of hepatic
fibrosis in patients with end-stage liver diseases.
This paper summarizes the progress in treating
liver fibrosis by stem cells in recent years.
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Abstract

Leptin and adiponectin, the main metabolic
products of adipose tissues, have been implicated
in a wide spectrum of human diseases. There is
currently increasing interest in the role of these
adipokines in the development of chronic liver
diseases, mostly in patients with nonalcoholic
fatty liver disease, chronic hepatitis C or cirrhosis.
According to experimental data, increased
leptin and decreased adiponectin serum levels
have been detected initially in patients with
nonalcoholic steatohepatitis and more recently
in chronic HCV-infected patients compared
to healthy controls in most but not all studies,
while the data on the associations between
these adipokine levels and the development of
chronic liver disease are still rather conflicting.
Therefore, we summarize the progress of leptin
and adiponectin in chronic liver diseases.
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Abstract

Oxidative stress, initiated by reactive oxygen
species, is the collective pathophysiological
mechanism of many hepatopathies. Oxidative
stress results in hepatic injury mainly by priming
lipid peroxidation to change the function of
biological membrane, covalent immobilization of
biomacromolecules and destroying the enzyme
activity considering cytokine (TNF-o and NF-
kB) interaction. The role of oxidative stress in
many hepatopathies such as fatty liver desease,
viral hepatitis, hepatic fibrosis is innegligible.

Key Words: Oxidative stress; Reactive oxygen spe-
cies; Hepatic injury; Lipid peroxidation; Cytokine
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(reactive oxygen species, ROS) H Hi3&. ROSHFA
RUEE YN, 55 S 6 24 33T 4 U ) R 4 R 46 R
Ho e R DI OG, 12 B IROSH &) 38U
1N i (oxidative stress, OS)VIRA!. Lk Ty
B AR B A P~ ATP, /EROSH 3 42
SKIFEP, 54T F | R, Ikt £ROS
Yl B8 E . O ST RE A 0 I 3L [7) & i pL
. B, ASCE R I T OSTEAN A5 A3 1L
il B E AT 2R

1 SRR SRERIERTR

JIG 077 1 P95 4 g 97 A P 440 i v ) e o AR, wT
43 4 AR RS 14 i 107 99 (nonalcoholic fatty liver
disease, NAFLD)FI RS 1 g 107 i (alcoholic
fatty liver disease, AFLD). 7£& =1 g Ui BT & 9
BLHI O SHE SN, H 1ies IR I 2w AL )
]2 B2 (AL S 19984FEDay er al i)« —
AT 2t 55— RT3 B B B AT
AR s A PR 2K 1 2 S04 B 07 7 4 v 7 3
FR, JCH R R AN H ol =W, S|k paih
JH B 7 A 5 58 — R F T o RS ) (&
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NASH ¥ T 40 i DL R 2 b 4 Sy oy
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“F(tumor necrosis factor-o,, TNF-o) A4k, 1 H:
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A0 S e AR 5403, I 580 T B A4 JE (1) 388 2
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1) 58 7 (64.7%) [ FF 41 i vh 08 T 8-F2 0k S 1 1R
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[Al-¥-B(transforming growth factorp, TGFp)~

www. wjgnet.com

i

TMDA-HAS
THNE-HAS
TMAA

E—

H 4l i/ 2 -8(interleukin-8, IL-8). NF-kB%E.
NF-kB. TGF-B. IL-8FILPO;*#J4-OH T4l
(4-hydroxynonenal, HNE){E— & f£JE FILmT DL
RPN I AR, I R SN R, fx
2 EUH AN M g T

OS5 L EAFAE T IS o4 i v (3 Ak )
Wi RS54 I 8152 A-a(peroxisome proliferator
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55 TG 1/2(extracelluar signal-regulated
kinase 1/2, ERK 1/2) 1R 10 F 204 B s A
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Jp3 23 PE T 2% (viral hepatitis, VP) &I ALHI 44
W R e 4 B W, ko 2 O IE SR IO S e i 22
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H AT, BT R S OSHI R R BT
HBV(hepatitis B virus). HCV(hepatitis C virus).
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g ok 0 % e (2 DA e R 1) 21 A7 AE)
b, AL G g S N sz B, I REfL bR dE I &
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Transducer and Activator of Transcription-3,
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(matrix metalloproteinase, MMP-2)7K -1 T £F 4
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W R AT 4EAL R il B2 AT, PON-12
— R B MO % BEIE 2R I (high-density
lipoproteins, HDL)I¥I g, 75528 h AR =
BRPUEALTEYE. Ferre er a/™V R BAE FFREAL H
5 0 I3 R RF I PON- 15 026 4 35 k44 m, HLL
TP B AR, Ji BT T E S PON-1E 7K i ot
A G T I PR BRH D L 854 & AR AR AL 5
FPON- 17 11 FAI.
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Abstract

Enteric epithelial barrier injury is a new field of
the study on the cellular and molecular pathe-
genesis of inflammatory bowel disease (IBD)
in recent years. The enteric epithelial barrier is
one of the most important line of defense. Once
the enteric epithelial barrier, one of the most
important defense line in intestinal mucosa, is
damaged, the permeability of enteric epithelium
will increase, which is significantly involved in
the genesis of IBD. At present, most researches
mainly concentrate on the changes of intestinal
epithelial cells and the structure and function of
intercellular tight junction. Maintenance and re-
pair of enteric epithelial barrier may be the ideal
strategy for IBD therapy.

Key Words: Enteric epithelial barrier; Inflammatory
bowel disease; Apoptosis; Intercellular tight junc-
tion

He XY, Tang ZP, Zhang YL. Advance in enteric epithelial
barrier and inflammatory bowel disease. Shijie Huaren
Xiaohua Zazhi 2008; 16(29): 3316-3320

i B
Wb R B R A R GEF R E RS R
(inflammatory bowel disease, IBD)2m ftLf= 5-F
B IRHENFE T 0 BT AR W b B I A Rk Bk
9 ER R —, FLMN T3 A LS
Mg A, EIBDAmitA PR ELEM. BT
E‘fﬁ?ﬁ,&’fﬂ'}ﬁﬁ‘%i)ﬁémﬁﬂﬁvémﬁﬂfﬂ REE
M F AR, e Fels B LR
—T}lﬁkﬁz I3 IBD# #7 5 -,

XA B LRI SRIEMRE; SRR T A
(6 52
AR, BT, KA. BLRRESSEEBRTRS

. R B 2008; 16(29): 3316-3320
http://lwww.wjgnet.com/1009-3079/16/3316.asp

0515

WA, Bl 0 90 P i (inflammatory bowel
disease, IBD)ELIGmt i PE 45 K (ulcerative
colitis) 77 & B (Crohn's disease)ifF 57 RN,
MITHIBD AR St A 18T HIIAIR, U\ﬁ%i@
S S ) S R AR, B Ak R MR, ey
B8 b 5 5 s 45 e R LY BE (R 451405 %i&):ﬁﬁ
HIBD AR # VAR,

1 5 ERFREEVESHIZAR

o b R I3t I 3 AR T R 8L R J2% 0 e PR A
BEREAR L, XAk S AT e S B BORE A
K. o bR RIEE AT AN IR AR, BIES b iRt
AN 55 1@ A0 (R R, EE%‘L&JMIEP, 7k
Ji5e b Rz 240 0 SO VEE R AN fs W AL N AT 3R,
[7] IS BRI A AAAT T 1R o (A A 8 3 R 9 A
T, G Sl A — R AR G, R
T B A0t T ) S . 0 M 5% T i ke
RI3 530 (Ch A 755 AN 20 1 1) A ) A2 5
Uy aEIPS: ARl E (D R

www.wjgnet.com



T 5. B LRERSIAPERITER

3317

2 1B ERFEH A FEIBD R PHIER
VFZ TSR], 15 L B a@ AR T A0 i 5% i 42 45 4
(RS, A g 2R B30 3 R 1, B g L e o i 45
1% 5 T IBDIF R I FE.
2.1 fafe B3R 51BD i b Bk g R R Dh g 1 5
AEVEAOR i e b e 4 M R AT TE R D RE 1 40
S5 IR RATAE, TN T e L B 4 i R 4 i 5% 3
H SR (1) T R 2 A I 2 ey to-
skeleton). 4L 282 41 N — M A2 2R 220R R
FIgit), G =M 22 Wshd e, e A e
Lo A0y AT T A B, O Al A R T
(1 285 P 32 B S5 AR I R L. 4 i RS Sk T4
S5 ST WA, Ty AR T A4 L4 W i L
B A AL N I BT FAZ A0 I ) DR 3 Sk Beis
FT HE R 58 BEPE S AN n] B K. R, 40 iy
BRI L R R Th e i — AN B g A,

L 28 R B 2 b D] 35 ) DASE Wi 440 1 48 1)
R, IR b R e e & g s 4 e o i 4
P el £ BT RO R, AT A | e A
MBI . Soderholm ef a/PWF9TIN N, T
% VI R | JE G i [ M 1) 440 o ) 5 3
1552 B N BT RIS, A3 40 T B SE 2 4,
U, RIS AN AE G 3 M SO0 Bl e 5 8 R H
SRR, TR B T RE T RE G, T HX
WU PR 3K AT e R A T 0 S R R =L LB R
FIAE 3 e s 56 2 P 0 1 il R e
RAREEAE, W bR BEE D e 2k U 5 AL
R F M LEh B (8 3 5. Schwarz e al' ]
/N BRI L g P A R TR SRV L B SR D
S AR S R TR E N TN 2 R R 5 iR
I (lymphotoxin-like inducible protein that com-
petes with glycoprotein D for herpes virus entry
on T cells)N RN FERR 40 i B 441 Y Sont 5
W E AR, SR ORI R
R T AR A T SR LS B T S
b R A . s A R 2R A m A
RAIBDIJL#.
2.2 W k& A= 51BD B b 40k )z
R LB 4 i, ZARPTdmE . Wisir 22 LTy
PURR NIRRT, didr g2 0=
POEENOT, W LR RE3-5 REHT1IR,
MM T2 5zl R W R L s 40 i 2 3
8 B R T e A e, ROE A A gt v i
W5 b g, WA b R DRe. H R
b S A I TR R B AL TB DA AR SR )

www. wjgnet.com

L JE K2 —. Twamoto e al'" I\ K 1F ¥ 1145 iz 41
R T 3B R AR A W b R A, TS 3 3
S Ve 45 I 2 B W s b R A M Ab, s AR Ak K 4RI
AR AR Ab RS b B g PR T g o, el b
A B 1 1) B B e A A, DR T 5 B i A B )
it Strater ez al'"FIIN Sy, FEOXFH K AN
ROV T R A R I B Fas/Fas LA 5 i 3 ik
AT 1. Yukawa er al' VR B, 1530 B PE Y
W 9¢ 583 M3 sFasi B W 5K T2 i )L
TR, TS IO A I 9 SR E S R IR B
B A0 0 T RO N A K324, T Fas LR 1k
C 40 o) B (1) 2.8 4%, IfLiEsFas 5 & I
J A M T A A % V) G &R, Farrace er alil
B G5 RAERRFE N, 25K e b R 4
FT-RBEZ 80, I+ HFasR/FasLFIPS3f) 1A
ACEAR T .

V2R, RAEM I+, WTNF-a.
TL-1B% A AR InAA A « &S e g =1 2k
KRR . MEEER. A H b5 R sk
AL/ P FE B K BRI P R B R e - 5z 4 P 17
ToHGIN, (R B R b R e b D R R0, 1T
FLEEE ST 5 R IEAE". Begue et al™
WEFURIL, AAAE T RSB A b 5 T A G
TNF-0.i%5 S IFAATRAIL, & —F -5 i 1
J3 B Ly e R e PR AF DG 11 9 i 1 4 DAL, L m ik
7E R M RN i W b Rz Al e DR R 1. 53 4%,
Tkeda et al"™ IR, K S/ ik it P v 399 L
B Wiy 4 i 22 A R T 4n i, I Bk bRz 4l
I B S O B IR A ] g SO T R R
(R, DAk, M bR b 5 B b D Be S2 B4 ] e 5 )1
RS b 7 Al i IE T A ok, JEi S EUBD
KA.

2.3 mieF % EEZES5IBD FiLt IBDIH
S B T T 55 B O 4 R R T e I AR
R, AN HEFEIBD & # i my il E v
TR R R b R A M TR )
BATZ0-1. BHEEH(occludin). i EA
(cadherin). W% H(claudin)fIB-EH HE A
(B-catenin) P2 IEHE B R 15 41 M 4n
5 (0] B2 %2 52 A5 K (Gunctional complex)®f
VIR, o b Rz B ) o 42 52 5 A (0 936 5 3 e
(tight junction). Zifi%+;(adhesion junction).

ZEFTERE (gap junction)ds, A B RN T4
Frllg b 2 ot B oh e A7 A F 2. S i Ay
10T 2528 b Rz 4 Mo S i 88 PN Rz 4 ) 1 T o
T B — AN T i A B0 & 4 R “ B R D “

AT B A 5

7B
R K B
I 4a R A o F R
J7 B R A R 6 H7
AR, A AL
fi bR B T R
PR A% ST IBD#
Rk, EA
Bz LR BT
IBD# A 2 25 4
A, AR

mia £ R HE

Willemsen et alik
AIFN-y £ 2B &
& By ) F) 4 45
B E BT AL
claudin-2 /38 %
IFN-y A 35 0 J 2
B Lk Bl 2R
BR R & B 7 ) )
TR A IFN-y A~ §
) B b JBL B 5 Ak
W, TERA—A
LA R

.



3318

ISSN 1009-3079 CN 14-1260/R

HFRENBHE

2008E10318H 5165 £529ER

[ B 10

A m oL Fm o F K
TR A TR
T M L& tm e fe
e 1) % % AR
JEIBD & 9% P 8
YER.

7 TIRE, LAARS ] 20 L 1R) £ 0 32 1 R OR 15 4 i
meE. SRt 2 M R R R AL,
R E AR EEA . HEEA SRR
73 ¥-(junction adhesion molecule) R i b 45
FlZos. AF6. THO, fEARIMAIG I+, &
T B8 B JE B Bl L R IR I AE 22 7.

T GORE I 1 B A 3 A AT I R ) %
Tl S % B 1 WA, 45 5 G Al 2
K, WA BLEE RN, Gitter et al™ 50NN
TNF-o,n] DL N b Bz 40 o 4t it 5% 0 e s 1, B
I b Bz 4 B B B f 5 b B W BHL, JF o iX 2
TNF-ou5 |2 ) b M52 7 i 200 375 P 38 v 1) = 22 J 1A
Willemsen ef a/*HJF 5T IFN-yt 4] 4 2 [ claudin-2
B F i b BB D g 2 Rl G &R, K
IRTE Nyl 1 AN [F) 4 FAL 52 06 21 4 5 22 H clau-
din-2 R A8 IR IL, BTl b R ek, 1M
SHUBDEEHI KA. Gassler et al™ W2 255 5 M
1B D i AL R348 A 11 (U B -5 3 2 1 M-
FEEE 1) A H mRNAR LI 51, (HEE ) EIBD &
FIHAGH T L. IBDE R R
Ji 8 B0 375 P 1 504 B S R FIX— W A, Hollander
et al®" W, 1BDI)—R @ ATAE M R IS
1) R 3.

3 YIcNEIBDRS R EIEIhAE

SC R B A AR B B A
I i (7] 5% 2 T M b b R bR B D g, A
I IBDIFIT S5

3.1 AFgm AR R AR Ao G T AR R BT
TP E TS T R AN i A e A B 4T
Chen er al I SEHEIR R 9 (dextran sulfate so-
dium) 75 3/ LS5 11 2 2 BUVLE B B SE 4,
JIREF P B 2 R A5 B AU 70 T 8 52 40 T R 2R
PN B B, S R AT AEI(OPC-12759)
FHIBE MR FEFR T A M(OPC-6535) bR JG I 2 &
W RA BTSN A AU E, b fide 5 i kE
TRAF LB B B BRI b e BB (1 se B, BRh
TRIT SR T B JERETE s (1 2 2

3.2 ¥ hh b A e 15 AR R KR RIS
KL, =Mfk(trefoil peptide)n] LAk K1
Han f PRk bR B AR L. I PRAE 5T s,
15 58 % R0 10t S S A7 BRI () = I Uk = ik B A
FFt i, MR RS I 3 i 2
5L RPY i 41 2 4 -1 (heme oxygenase -1)
ST RN HEE R HA R, BRCORTfE
) BRE Y, LA VDU D AESY. Paul

et al TR I, 715 RGN 5 5 10 B S
45 i 9 3% AR S 58 v SRS N N I 21 2% N 4L - 1
74k 5Nk (cobalt protoporphyrin), 7] 34
A AT, A b R a0 M TR H G R
b B AE ] R IR N 5 3 &5 I 2R S N
LN S RS iy VAU B N e NS 1 I A 1 R
FNAEU - 1A g 300 L 0F N TR v 1 4 i
T K.
3.3 sfsmpe ) B AR AE R LER AL 1 B BE I
M (myosin light chain kinase)/™FWIEK & 32 %E
WERR AL, A 53 40 0 [R]85 e 1Y) T B R e
—BH ) JEAEIFN-y I TNF-a0i%5 5 10 i -
B A P A R vy, T A UL R A AR R O T
LA 4 Jizp 1 b B D) e 25 L. DAL LBk R (1
WA RIS S b Th e . BH - K
AR PR T AR AR, ARV 2 AR N AN
AR SR T LR R O 0 R T R K
APHERIATTIBDIY — Rl /7154, Willemsen
et al™ M\ JJTFN-y 22 % R & (10 77 AEBSF(4-
(2-aminoethyl)- benzenesulphonyl fluoride)fi %
T SGE TR T 5 4 E claudin-2 1 H1L 55 TFN-y
TR I TR I R0 B L e o i 22 % IR £ 9 g 410 1) 77
AIRARIEN-y /1 3 (1) I R 15 o B IR, T 2 iy
— AN LA ) YR T ).

Tk, TR 2R e rh e 20t i b R A
20 it 1) % 2 e B HAT — s AR S, g
HEMEHIAHR S, B4 22T KSR

4 L

W 1 B Ji Wi i 26 PR FL L By e 22—, A5 24
BT 5 | B - B BRI N, EIBD AR L FE
i T B AR AL W T T T L R Al P A
i 1A) 5K AR A A N T RE R B, dEFF B R
1o b J5¢ B B R 6 7 TBD FA BT SRS

5 ZEXH

1 Madara JL. Warner-Lambert/Parke-Davis Award
lecture. Pathobiology of the intestinal epithelial
barrier. Am | Pathol 1990; 137: 1273-1281

2 Barrett KE. New ways of thinking about (and
teaching about) intestinal epithelial function. Adv
Physiol Educ 2008; 32: 25-34

3 Turner JR. Molecular basis of epithelial barrier
regulation: from basic mechanisms to clinical
application. Am | Pathol 2006; 169: 1901-1909

4 Avila J. Microtubule functions. Life Sci 1992; 50:
327-334

5 Banan A, Smith GS, Rieckenberg CL, Kokoska ER,
Miller TA. Protection against ethanol injury by
prostaglandin in a human intestinal cell line: role of
microtubules. Am | Physiol 1998; 274: G111-G121

6 Banan A, Choudhary S, Zhang Y, Fields JZ,

www. wjgnet.com



A, 5. P LRERSKIEERITRERE

3319

10

11

12

13

14

15

16

17

18

19

Keshavarzian A. Oxidant-induced intestinal barrier
disruption and its prevention by growth factors in
a human colonic cell line: role of the microtubule
cytoskeleton. Free Radic Biol Med 2000; 28: 727-738
Banan A, Choudhary S, Zhang Y, Fields JZ,
Keshavarzian A. Ethanol-induced barrier
dysfunction and its prevention by growth factors
in human intestinal monolayers: evidence for
oxidative and cytoskeletal mechanisms. | Pharmacol
Exp Ther 1999; 291: 1075-1085

Banan A, Fields JZ, Decker H, Zhang Y,
Keshavarzian A. Nitric oxide and its metabolites
mediate ethanol-induced microtubule disruption
and intestinal barrier dysfunction. | Pharmacol Exp
Ther 2000; 294: 997-1008

Soderholm JD, Olaison G, Peterson KH, Franzén
LE, Lindmark T, Wiren M, Tagesson C, Sjodahl R.
Augmented increase in tight junction permeability
by luminal stimuli in the non-inflamed ileum of
Crohn's disease. Gut 2002; 50: 307-313

Schwarz BT, Wang F, Shen L, Clayburgh DR, Su L,
Wang Y, Fu YX, Turner JR. LIGHT signals directly
to intestinal epithelia to cause barrier dysfunction
via cytoskeletal and endocytic mechanisms.
Gastroenterology 2007; 132: 2383-2394

Iwamoto M, Koji T, Makiyama K, Kobayashi N,
Nakane PK. Apoptosis of crypt epithelial cells in
ulcerative colitis. | Pathol 1996; 180: 152-159

Strater J, Wellisch I, Riedl S, Walczak H, Koretz K,
Tandara A, Krammer PH, Méller P. CD95 (APO-1/
Fas)-mediated apoptosis in colon epithelial cells: a
possible role in ulcerative colitis. Gastroenterology
1997; 113: 160-167

Yukawa M, lizuka M, Horie Y, Yoneyama K,
Shirasaka T, Itou H, Komatsu M, Fukushima
T, Watanabe S. Systemic and local evidence of
increased Fas-mediated apoptosis in ulcerative
colitis. Int | Colorectal Dis 2002; 17: 70-76

D'Argenio G, Farrace MG, Cosenza V, De Ritis F,
Della Valle N, Manguso F, Piacentini M. Expression
of apoptosis-related proteins in rat with induced
colitis. Int | Colorectal Dis 2004; 19: 451-460
Denning TL, Takaishi H, Crowe SE, Boldogh I,
Jevnikar A, Ernst PB. Oxidative stress induces the
expression of Fas and Fas ligand and apoptosis in
murine intestinal epithelial cells. Free Radic Biol Med
2002; 33: 1641-1650

Jones SA, Butler RN, Sanderson IR, Wilson JW.
The effect of specific caspase inhibitors on TNF-
alpha and butyrate-induced apoptosis of intestinal
epithelial cells. Exp Cell Res 2004; 292: 29-39

Kojima M, Iwakiri R, Wu B, Fujise T, Watanabe K,
Lin T, Amemori S, Sakata H, Shimoda R, Oguzu
T, Ootani A, Tsunada S, Fujimoto K. Effects of
antioxidative agents on apoptosis induced by
ischaemia-reperfusion in rat intestinal mucosa.
Aliment Pharmacol Ther 2003; 18 Suppl 1: 139-145
Begue B, Wajant H, Bambou JC, Dubuquoy L,
Siegmund D, Beaulieu JF, Canioni D, Berrebi D,
Brousse N, Desreumaux P, Schmitz J, Lentze M]J,
Goulet O, Cerf-Bensussan N, Ruemmele FM.
Implication of TNF-related apoptosis-inducing
ligand in inflammatory intestinal epithelial lesions.
Gastroenterology 2006; 130: 1962-1974

Ikeda H, Suzuki Y, Suzuki M, Koike M, Tamura J,
Tong ], Nomura M, Itoh G. Apoptosis is a major
mode of cell death caused by ischaemia and
ischaemia/reperfusion injury to the rat intestinal

www. wjgnet.com

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

epithelium. Gut 1998; 42: 530-537
Gonzalez-Mariscal L, Betanzos A, Nava P, Jaramillo
BE. Tight junction proteins. Prog Biophys Mol Biol
2003; 81: 1-44

Dublineau I, Lebrun F, Grison S, Griffiths
NM. Functional and structural alterations of
epithelial barrier properties of rat ileum following
X-irradiation. Can | Physiol Pharmacol 2004; 82: 84-93
=, @At B b R A B e R e R
VEFITFLRE. R ATHC R 2005; 13: 443-447
Gitter AH, Bendfeldt K, Schmitz H, Schulzke ]JD,
Bentzel CJ, Fromm M. Epithelial barrier defects
in HT-29/B6 colonic cell monolayers induced by
tumor necrosis factor-alpha. Ann N'Y Acad Sci 2000;
915: 193-203

Willemsen LE, Hoetjes JP, van Deventer SJ, van Tol
EA. Abrogation of IFN-gamma mediated epithelial
barrier disruption by serine protease inhibition.
Clin Exp Immunol 2005; 142: 275-284

Gassler N, Rohr C, Schneider A, Kartenbeck J,
Bach A, Obermiiller N, Otto HF, Autschbach F.
Inflammatory bowel disease is associated with
changes of enterocytic junctions. Am | Physiol
Gastrointest Liver Physiol 2001; 281: G216-G228
Hollander D, Vadheim CM, Brettholz E, Petersen
GM, Delahunty T, Rotter JI. Increased intestinal
permeability in patients with Crohn's disease and
their relatives. A possible etiologic factor. Ann
Intern Med 1986; 105: 883-885

Porcelli AM, Ghelli A, lommarini L, Mariani E,
Hoque M, Zanna C, Gasparre G, Rugolo M. The
antioxidant function of Bcl-2 preserves cytoskeletal
stability of cells with defective respiratory complex L.
Cell Mol Life Sci 2008; 65: 2943-2951

Oz HS, Chen TS, McClain CJ, de Villiers WJ.
Antioxidants as novel therapy in a murine model of
colitis. | Nutr Biochem 2005; 16: 297-304

Banan A, Fitzpatrick L, Zhang Y, Keshavarzian
A. OPC-compounds prevent oxidant-induced
carbonylation and depolymerization of the
F-actin cytoskeleton and intestinal barrier
hyperpermeability. Free Radic Biol Med 2001; 30:
287-298

Gregnbaek H, Vestergaard EM, Hey H, Nielsen
JN, Nexg E. Serum trefoil factors in patients with
inflammatory bowel disease. Digestion 2006; 74:
33-39

Poulsom R, Chinery R, Sarraf C, Van Noorden S,
Stamp GW, Lalani EN, Elia G, Wright NA. Trefoil
peptide gene expression in small intestinal Crohn's
disease and dietary adaptation. ] Clin Gastroenterol
1993; 17 Suppl 1: S78-591

Oberle S, Schwartz P, Abate A, Schroder H. The
antioxidant defense protein ferritin is a novel and
specific target for pentaerithrityl tetranitrate in
endothelial cells. Biochem Biophys Res Commun 1999;
261: 28-34

Paul G, Bataille F, Obermeier F, Bock J, Klebl F,
Strauch U, Lochbaum D, Riimmele P, Farkas S,
Scholmerich J, Fleck M, Rogler G, Herfarth H.
Analysis of intestinal haem-oxygenase-1 (HO-1) in
clinical and experimental colitis. Clin Exp Immunol
2005; 140: 547-555

Zolotarevsky Y, Hecht G, Koutsouris A, Gonzalez
DE, Quan C, Tom J, Mrsny RJ, Turner JR. A
membrane-permeant peptide that inhibits MLC
kinase restores barrier function in in vitro models
of intestinal disease. Gastroenterology 2002; 123:

mi:A2E
AL BT HEIL
1 R BT R
% FHEERED
S om L A= o F K
T et g, A
B bk tm e
RO FR) 5 R A
@t AT iER, 5t
b Aam ey % T
%4y,



3320 ISSN 1009-3079 CN 14-1260/R HRENBHZE  200802108318H 168 55295
W@ 53U 163-172 gamma and myosin light chain kinase in mice.
AXL%ERETHE 35  Scott KG, Meddings JB, Kirk DR, Lees-Miller SP, Gastroenterology 2003; 125: 795-804
B BE Tk Buret AG. Intestinal infection with Giardia spp. 40  Bruewer M, Luegering A, Kucharzik T, Parkos
ZHMEIBD# % reduces epithelial barrier function in a myosin light CA, Madara JL, Hopkins AM, Nusrat A.
A, AT NET A chain kinase-dependent fashion. Gastroenterology Proinflammatory cytokines disrupt epithelial
E tm ffe 5 F A 2002;123: 1179-1190 barrier function by apoptosis-independent
FAA—REE 36 MaTY, Hoa NT, Tran DD, Bui V, Pedram A, Mills S, mechanisms. ] Immunol 2003; 171: 6164-6172
}:;\ & LA s I\‘/Ierry.field M CytO(?halasin B modulaﬁtior.l of Caco.-2 41  Wainwright MS, Rossi J, Schavocky J, Crawford S,

: tight junction barrier: role of myosin light chain Steinhorn D, Velentza AV, Zasadzki M, Shirinsky V,
kinase. Am ] Physiol Gastrointest Liver Physiol 2000; Jia Y, Haiech ], Van Eldik LJ, Watterson DM. Protein

279: G875-G885

37  Turner JR, Rill BK, Carlson SL, Carnes D, Kerner R,
Mrsny RJ, Madara JL. Physiological regulation of
epithelial tight junctions is associated with myosin
light-chain phosphorylation. Am | Physiol 1997; 273:
C1378-C1385

38 Berglund J], Riegler M, Zolotarevsky Y, Wenzl
E, Turner JR. Regulation of human jejunal
transmucosal resistance and MLC phosphorylation
by Na(+)-glucose cotransport. Am | Physiol

kinase involved in lung injury susceptibility:
evidence from enzyme isoform genetic knockout
and in vivo inhibitor treatment. Proc Natl Acad Sci U
S A 2003; 100: 6233-6238

42 Miura N, Fukutake M, Yamamoto M, Ohtake N,
lizuka S, Imamura S, Tsuchiya N, Ishimatsu M,
Nakamura Y, Ishige A, Watanabe K, Kase Y, Takeda
S. An herbal medicine orengedokuto prevents
indomethacin-induced enteropathy. Biol Pharm Bull

Gastrointest Liver Physiol 2001; 281: G1487-G1493 2007; 30: 495-501

39 Ferrier L, Mazelin L, Cenac N, Desreumaux P, 43 LiH, Du Q Wang W], Wang R], Wang JH, Liu SS.
Janin A, Emilie D, Colombel JF, Garcia-Villar R, [Effect of kuijieling decoction on gene expression
Fioramonti J, Bueno L. Stress-induced disruption of TLR2, TLR4 in colonic mucosa of UC rats] Zhong
of colonic epithelial barrier: role of interferon- Yao Cai 2007; 30: 56-59

BB FEZ BB ZME

ISSN 1009-3079 CN 14-1260/R 20084 R AN VTt Fi 4 Ny b A4 &

HREATWR BAXTEBA

AFRR ATNE SIS SCERF NI RN S L IERMA S BN Mbs. Sk S iv, WU S im, A Sip, B2
TS se, i Es Aoy, SibkiEHa, T ikpo, #EHig. sFHAGES S, ke NEE liKeg, mLANGES ML, lepm(hY,
5 Jy1/min) +E%({X 251 %) + 60 = Bq, pHARE BPHELP", H pylori NBES HP, T1/2AN68 5 f§itl/28{ T, Vmax
ABEVmax, p A5 HE o, FTHERMR RSSO, AR R, tby i T ¢ 4 E 4 ST 4, G IE)E .
PRl AP, Unwy ISR B (Helicobacter pylori, H pylori), llex pubescens Hook, et Arn.var.glaber Chang(fir 44 #
IRIREER); HHK, — Y8 ST 555 (WA S, 395 imean, FrUEZESD, FITEG, ASIGFIBERP, A6 R ), 102
LR BRI TR . FOCERM ST 5 (N, O, P, S, d, Win-(normal, 1F), N-(nitrogen, %), o-(ortho, 4F),
O-(oxygen, &, JWATE), d-(dextro, £7Ji€), p-(para, X1), #Win-butyl acetate(FHR 1IE 1 HR), V-methylacetanilide(N-
FJE WK 1), o-cresol (A8 ), 3-O-methyl-adrenaline(3-O-F 3L 15 Il 5%), d-amphetamine(47 HE A< N %),
I-dopa(7CJiE % E), p-aminosalicylic acid(Xf ZIE/KMER). P11 K4 Bin vitro, in vivo, in situ; 1bid, et al, po, vs;
A L R R Iy ﬂﬂm()ﬁﬁ), VUERR), FO1), p(FE7), W), vOEEE), Q(F#E), ECRIZTREE), Sl
), (N T0)), (BT L, kat), (B IRILE, C), DRI, Gy), ABSTH RIS, Bq), p(# L, RN, g/L), (i
B, mol/L), o(#AF53 %L, mL/L), w(Ft 43 4, mg/g), bOTUREE /R, mol/g), /(KJ), b(FEJL), A(Fi 1), dF L)
R(CEAR), D(HAR), Tas Conano VA, Ty CIAE. SENF 5305 HI/NGRME, Wiras, c-mye; RN~ WK S IEE, WP16
HRL (55 R G 9K T 2008-10-18)

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

59

HFRENEIAE 20080-108318H; 16(29): 3321-3323
ISSN 1009-3079 CN 14-1260/R

B % B3 RAPID COMMUNICATION

BERBEXMHAREHMES B HENEERZ AR

FHE K T, ERR

=TS, 0B, SNFEAREMEAEN S AREMNT
510405

KT, TP EFR TdHEHM T 450008

TEE R INFRABSTHE LU tHRYEPHhE
FESRTRIETW, HRETBINAAI RO LEBZRER
#; BB DT RESRT 7o AMCXEEDTHETAN.
Jm M B2 KA H A2 B B |, No. 200607F31
BIREE: S, 510405, | "B INHHUIZES12S, [N
ERRZESIR. lyw_7614@126.com

E835: 020-36585555

RS EER: 2008-07-30 {EB[OIHHR: 2008-09-04

BEZHH: 2008-09-08 7EZHhREED: 2008-10-18

Influence of astragaloside
on gastric mucosal oxygen
free radicals and melatonin
receptors of rats with stress
ulcer

Yan-Wu Li, Ning Song, Ru-Jun Wang

Yan-Wu Li, Ru-Jun Wang, the Spleen and Stomach Insti-
tute, Guangzhou University of Chinese Medicine, Guang-
zhou 510405, Guangdong Province, China

Ning Song, Henan University of Traditional Chinese Medi-
cine Zhengzhou 450008, Henan Province, China
Supported by: the Innovation Foundation of Guangzhou
University of Chinese Medicine, No. 200607F31
Correspondence to: Yan-Wu Li, the Spleen and Stomach
Institute, Guangzhou University of Chinese Medicine, 12
Jichang Road, Guangzhou 510405, Guangdong Province,
China. lyw_7614@126.com

Received: 2008-07-30 Revised: 2008-09-04

Accepted: 2008-09-08 Published online: 2008-10-18

Abstract

AIM: To investigate the effects of astragaloside
(AST) on gene expression of melatonin receptor
and oxygen free radical in gastric mucosa of rat
with stress ulcer.

METHODS: A total of 48 experimental animals
were equally divided into 4 groups: the control
group, the model group, the AST group and the
ranitidine group. The stress ulcer model was es-
tablished using water immersion and restraint.
The SOD activity, the MDA contents were de-
termined using colorimetry, and the expression
of melatonin receptors 1 and 2 were detected in
gastric mucosa using RT-PCR.

RESULTS: Compared with the control group, the

www. wjgnet.com

model group showed increased ulcer index and
elevated MDA contents, decreased SOD activity
and down-regulated mRNA expression of mela-
tonin receptors in damaged gastric mucosa. After
administration of AST, the gastric mucosal ulcer
index decreased significantly (6.75 + 4.10 vs 16.83
+4.96, P < 0.01) and MDA contents were relieved
obviously (0.45 + 0.07 vs 0.79 £ 0.36, P < 0.05). The
SOD activity (110.62 * 26.42 vs 71.74 + 22.20, P <
0.05) and the expression of melatonin receptorl, 2
mRNA were significantly elevated (0.86 + 0.12 vs
0.54 £0.05,0.79 +0.14 vs 0.50 £ 0.10, both P < 0.01).

CONCLUSION: AST could prevent the gastric
mucosal damage of rats with stress ulcer. And
the mechanism of the gastric mucosal protection
is perhaps concerned with regulating melatonin
receptor and lessening the injury of oxygen free
radicals.

Key Words: Astragaloside; Oxygen free radical; Me-
latonin receptor; Stress ulcer
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Abstract

AIM: To investigate the relationship between the
pancreatitis cell apoptosis , Caspase-3 expression
and disease severity in severe acute pancreatitis
(SAP) rats.

METHODS: Forty SD rats were randomly di-
vided into SAP group treated with retrograde
injection of sodium taurocholate (n = 20), and
experimental group (intervention group, SAP
animal model was developed, the recombinant
human necrosis factor-alpha receptor II: IgG Fc
fusion protein was injected, n = 20). Serum amy-
lase and TNF-o were detected. And Caspase-3

expression was measured using immunohisto-
chemitry. And the apoptosis of pancreatic cells
were detected using TUNEL and the pathologi-
cal score of pancreatic tissue was estimated.

RESULTS: Serum amylase, TNF-o and patho-
logical scores of pancreatic tissues were lower
(6868.80 + 595.50 U/L wvs 5434.20 + 481.52 U/L,
258.46 + 38.57 ng/L vs 182.00+19.67 ng/L, 15.54
1 2.30 vs 11.06 £ 1.09, all P < 0.05), and the posi-
tive rate of Caspase-3 and the apoptotic index
of pancreatic cells increased significantly in the
intervention group than in the SAP group (20.06
+2.17 vs 28.52 + 3.74,10.42 £ 1.27 vs 16.23 + 2.43,
both P < 0.05).

CONCLUSION: Pancreatic cell apoptosis is as-
sociated with increased expression of the Cas-
pase-3, improved the inflammatory response
and lowered pancreatic tissue pathological score
in rats with severe acute pancreatitis.

Key Words: Caspase-3; Severe acute pancreatitis;
Apoptosis; Tumor necrosis factor-o
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of tumor necrosis factor-a inhibitor on cell apoptosis
and expression of Caspase-3 in rats with severe acute
pancreatitis. Shijie Huaren Xiaohua Zazhi 2008; 16(29):
3324-3327
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595.50 U/L vs 5434.20+481.52 U/L, 258.46+
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vs 11.0611.09, ¥ P<0.05), Caspase-3 [A 14 F Fn
Fo B AR 40 B 0 A T35 4% B F 9 2(20.06+2.17
vs 28.52+3.74,10.42+1.27 vs 16.23£2.43, 3
P<0.05).

it SAPH R ML L A B T4k
Caspase-389 3 & ik, m K& B Fo M AR 20 28
TR F IR IFE| K

X818 Caspase-3; EEREBIR K, BT, WE
HFERETF-a

o5, SR, B8, FXE, BE, TE4. TNF-olfIFINE
TERM BRI BIRET K Caspase-3RABIIN. R
fLZYS 2008; 16(29): 3324-3327
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HAE A MEBIR K (severe acute pancreatitis, SAP)
e MR FEXIRS . AL E B R, SRR
Z B UIReREnT, HORWHLEIH f s AE R A
WFFCUE S, R A0 I i T4 O S SA P TS
KARBEY"Y MiCaspase-34& 1554 M IH T
HEE AL . ABITE e R 8 K1
-ou(TNF-o0)FIHI 5% SAPAH iU i 1 M2 Caspase-33
I PR 52 M) B 5 5 7 LR FE R OC &R

1 MRRTSE
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WA SR Y TRA R A ), TNF-a
EILISARF (3 A H)), TUNELR (e
LRI R A TR A F]), BeckmanCX94: H 8)E
A B4, AL TR iR SR A IR 7 32 AR - ik
R R T (Rt A B 2 A PR A D).

1.2 7%
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MRE B N+ 4R Ak, #l KR . +dR
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1 BLAFERRLELACaspase—3BIPAIEZRIAISPRE x 100). A: SAPZH; B: T-i4H.

2  KEBEIRLALRIEIMEHE x 400). A: SAPZH; B: T4,

x® 1 BAMBZIENR. Caspase-3fEHER. BTISHARESEDHVERLEER (mean + SD)
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Abstract

AIM: To investigate the effects of simulated
gravity loss on NF-kB expression in rat intestinal
tissues, and its significance.

METHODS: Tail-suspension (TS) was used to
simulate the physiological effects of gravity loss.
Eighty male Wistar rats were randomly assigned
to 10 experimental groups suspended for 0.5, 1, 2,
7,21 d respectively and their corresponding con-
trol groups. The dynamic expressions of NF-xB
in intestinal tissues were seperately measured
using the immunohistochemistry.

RESULTS: Compared with control groups, the
expression levels of NF-«B in the intestinal tissue
of tail-suspension 0.5, 1, 2, 7, 21 d groups were

elevated significantly (10.11% + 3.29% vs 5.50% +
1.92%, 22.00% + 5.31% vs 6.50% * 2.32%, 25.50%
£4.11% vs8.75% +6.36%, 21.50% + 3.02% vs 6.75%
+2.12%,10.87% +2.64% vs 5.62% +2.13%, all P <
0.01). NF-kB expression level began to rise in 0.5
tail-suspension group, and reached the maxium
level in in 2 d group, then went down gradually.

CONCLUSION: The results suggest that simu-
lated gravity loss acts as a kind of stress to el-
evate NF-kB expression and indicate a close link
between altered intestinal NF-kB expression and
tolerance of gravity loss.

Key Words: Nuclear factor Kappa-B; Simulated
weightlessness; Rats; Intestine; Immunohisto-
chemitry

Li CL, Zhang M, Zhou JL, Cui Y, Yu PW. Effects of
simulated gravity loss on nuclear factor kappa-B
expression in rat intestinal tissues. Shijie Huaren Xiaohua
Zazhi 2008; 16(29): 3328-3331
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Abstract

AIM: To investigate endoscopic features as well
as pathological characteristics of primary gastric
malignant lymphoma (PGML).

METHODS: A total of 34 histopathologically-
confirmed PGML cases were analyzed from
January 2004 to March 2008 in our hospital. All
the patients underwent electronic gastroscopy,
parallel mucosa biopsy examination and immu-
nohistochemistry for detection of CD3, CD20,
CD45 and CK. HE staining was performed and
positive results were interpreted as H pylori in-
fection.

RESULTS: The tumor originated from corpus
(44.1%) and antrum (29.4%). Results showed
that 61.8% of the patients involved more than
2 lesions. The 61.8% of the tumor patients ap-
peared ulcerative, among which multiple ulcer
was 66.7%, infiltrating type was 26.5%, and pro-
trusive erosion was 11.8%. Immunohistochemis-
try showed B-cell lymphoma in every case, and
H pylori infection was found in 82.4%.

CONCLUSION: Wide use of endoscopy and cor-
rectness of biopsy make it important in the diag-
nosis of primary gastric malignant lymphoma.

Key Words: Primary gastric malignant lymphoma;
Endoscopy; Diagnosis
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Abstract

AIM: To improve the diagnosis of early primary
biliary cirrhosis (PBC).

METHODS: We retrospectively analyzed the
clinical and laboratory data of 15 early PBC
patients admited to the Clinical College of Dali
University from 1994 to June 2007.

RESULTS: Among the 15 patients, 2 cases were
with mild skin itch and jaundice, and the other
cases had any clinical features. ALP and GGT
increase were found in all the cases; moreover,
the levels of ALP and GGT enhanced with the
prolonging of disease course. The positive sta-
tus of AMA is specific for the diagnosis of early
PBC.

CONCLUSION: Early PBC lacks clinical mani-
festations, and increases of ALP, GGT, positive
satus of AMA are the main evidence for its diag-
nosis.

Key Words: Primary biliary cirrhosis; Early diagno-
sis; Obstructive enzyme; Autoantibody
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Abstract

AIM: To investigate and compare the clinical,
biological, imaging and histological features
of patients with autoimmune hepatitis (AIH),
primary biliary cirrhosis (PBC) or AIH-PBC
overlap syndrome (AIH-PBC OS).

METHODS: The clinical data and liver biopsy
specimens from 13 patients with type I AIH, 6
patients with PBC and 9 patients with AIH-PBC
OS in General Hospital of Tianjin Medical Uni-
versity were retrospectively analyzed.

RESULTS: Patients with AIH-PBC OS had mark-
edly higher serum aspartate aminotransferase (AST)
and y globulin (GLO) levels than patients with AIH
or PBC (132.67 + 35.05 vs 81.15 + 39.26, 55.17 + 24.38;

44.33 £8.92 v5 34.23 £9.89,33.17 £ 6.79, all P < 0.05);
serum alkalinephosphatase (ALP) and gamma-
glutamyl-transpeptidase (GGT) levels were signifi-
cantly higher in patients with AIH-PBC OS than
with AIH (218.11 + 107.79 vs 106.85 + 91.57; 280.33
* 133.51 vs 82.07 + 36.67, both P < 0.05), but lower
than that in patients with PBC (245.83 + 88.60, 315.67
1 160.01, both P < 0.05). IgM levels in patients with
PBC or AIH-PBC OS were significantly higher than
in patients with AIH (793.00 + 528.57 vs 127.33 +
30.14; 538.50 + 349.43 vs 127.33 + 30.14, both P < 0.05)
while patients with AIH-PBC OS had significantly
higher IgG levels than patients with PBC (2036.00
+457.03 vs 1121.25 £ 313.8, P < 0.05). Histological
analysis showed interface hepatitis in 88.9% and
destructive cholangitis in 66.7% of AIH-PBC OS
patients. Abdominal ultrasound showed that they
were all often associated with hypersplenotrophy
and celiac lymphadenectasis.

CONCLUSION: AIH and PBC are representative
autoimmune liver diseases in which hepatocytes
and intrahepatic bile ducts, respectively, are se-
lectively damaged by autoimmune mechanisms.
AIH-PBC OS with clinicopathological features of
both AIH and PBC shows closer clinically and his-
tologically features to AIH than to PBC.

Key Words: Hepatitis autoimmune; Primary biliary
cirrhosis; Overlap syndrome

Zhang HA, Wang BM, Zhang MF, Chang YX, Gong YX.
Clinicopathological features of autoimmune hepatic
diseases: an analysis of 28 cases. Shijie Huaren Xiaohua
Zazhi 2008; 16(29): 3338-3342
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1 AHALRIBALEHERE, x 200). A: SR B: BEAHEIRE % C: FFIIEEEREEHES.

—ABEMRENFERFHNELLER (mean +SD)

m8 AH (7 =13) PBC (7 = 6) AIH-PBC OS (n = 9) PE
TBIL(umol/L) 13.32+8.73 60.78 +27.67° 27.01+13.94 0.036
ALP(U/L) 106.85 +91.57 245.83 + 88.60° 218.11+107.79° 0.009
GGT(U/L) 82.07 +36.67 316.67 + 160.01° 280.33 + 133.51° 0.025
ALT(U/L) 64.54 + 48.00 62.05 +32.07 111.00 £52.14 >0.05
AST(U/L) 81.15+39.26 55.17 + 24.38° 132.67 +35.05° 0.025
GLO(g/L) 34.23+9.89 33.17 +6.79° 44.33 +8.92° 0.029
PT(s) 14.44 +2.03 13.27 +2.38 12.60 +1.44 >0.05
lgM(g/L) 127.33+30.14 538.50 + 349.43° 793.00 + 528.57° 0.026
lgA(g/L) 373.33+216.20 323.50+174.94 302.60 + 190.95 >0.05
lgG(g/L) 1600.00 + 562.14 1121.25 +313.80° 2036.00 + 457.03 0.043

°P<0.05 vs AlH; °P<0.05 vs AIH-PBC OS.

X 3 =EBENRARIER (1
ANAJEE  AH(7=13) PBCln=6) AIH/PBCOS (n=9) — AlH PBC  AIH/PBC OS
1:800 0 0 7/9(77.8) e =13 =6 =9
1:400  7/13(53.8)  3/6(50) 2/9(22.2) FREMAK 9/13(69.2) 1/6(16.7) 8/9(88.9)
1:200 3/13(23.1)  2/6(33.3) 0 TEPAFEHED 5/13(38.6) 0 6/9(66.7)
1:100  3/13(23.1)  1/6(16.7) 0 SCBXRMIEE  12/13(92.31) 5/6(83.33) 9/9(100)
RINERRE S 0 5/6(83.3)  6/9(66.7)
4L 4 = 20.733, P = 0.002<0.05; AlH vs AIH/PBC OS, \BEIgS 0 4/6(66.7)  4/9(44.4)

P =0.001<0.05; PBC vs AIH/PBC OS, P = 0.019<0.05.
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16.7%F188.9%, LI FEHEZ 7351 438.5% OFi
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ANJEAF A S5 R0. 66.7%F144.4%(%:3). ATH
FIATH-PBC OSET4EALTEHF3 L LA L4351
$338.5%F144.5%, Scheuers) 2 W /RPBCH#
Gradel MlGraded 1]k %453 5 50%F166.7%.
AIH-PBC OSi# Grade 1M Grade 4111 % /E %4y
K 100%H144.4%(4).
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TS AH PBC AIH/PBC OS
(n=13) n=6) n=9
Fibrosis
FO 5/13(38.5) = 2/9(22.2)
F1 2/13(15.4) = 2/9(22.2)
F2 1/13(7.6) = 1/9(11.1)
8 3/13(23.1) = 0
F4 2/13(15.4) = 4/9(44.5)
Scheuer2R
Grade1 - 3/6(50) 9/9(100)
Grade2 - 2/6(33.3) 2/9(22.2)
Grade3 - 2/6(33.3) 5/9(55.6)
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Abstract

AIM: To investigate independent risk factors
of prognosis for chronic liver failure and to
establish its prognostic model.

METHODS: Retrospective analysis was conduct-
ed on clinical aspects of 228 patients with liver
failure receiving artificial liver treatment be-
tween May 2002 and March 2007 in Tianjin third
central hospital. Data were analyzed using SPSS
13.0 statistic software. Quantitative data were
analyzed using t test and rank test, and qualita-
tive data were analyzed using Chi-square test,
then Logistic regression analysis was used for
selecting the independent risk factors affecting
the prognosis. Based on independent risk fac-
tors from Logistic regression model, prognostic
model for our patients with chronic liver failure
was established.

RESULTS: Independent risk factors included
Child-Pugh score, tyrosine, bilirubin separation

www. wjgnet.com

ALT, liver cancer, indirect bilirubin, serum sodi-
um and leukocyte. The mortality of patients with
LOG model score higher than 9.5 was 72.18%,
while the mortality of patients with LOG model
score under 9.5 was 13.68%. There was signifi-
cant difference between the two (P < 0.05). Based
on LOG model score, 7-9 score was considered
as early stage, 10-12 score as middle stage and
13-14 score as advanced stage. The mortality of
three stages were 13.68%, 68.91%, and 100%, re-
spectively, which showed significant differences
among them (P < 0.05).

CONCLUSION: Child-Pugh score, tyrosine,
bilirubin separation ALT, liver cancer, indirect
bilirubin, serum sodium and leukocyte are in-
dependent risk factors affecting prognosis. LOG
model established in our study has better pre-
dictability.

Key Words: Chronic liver failure; Prognostic factors;
Logistic regression; LOG model
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$)51.244+9.79)%5 . 228 B - i 11941, JET:
10941, S TEEE K 47.8%. HF LN K LA 2, JIT
HHE, Hrh LT 96178(78.07%), TN YT %%
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Abstract

AIM: To investigate the significance of guide-
wire in reducing complications of endoscopic
retragrade cholangiopancreatography (ERCP).

METHODS: Eight hundred and fifty one cases
undergoing guide-wire procedure were taken
as the guide-wire group while 327 cases with-
out guide-wire procedure were taken as con-
ventional treatment group. Incidence rates of
complications between the two groups were
analyzed.

RESULTS: Incidence of pancreatitis, cholangitis,
stone incarceration and total complication rate
were significantly lower in the guide-wire group
than in the conventional treatment group (2.47%
vs 4.90%, 1.41% vs 3.67%, 0% vs 0.61%, 4.70%
vs 10.40%, all P < 0.05). The bleeding rate and
perforation of duodenum were also lower in the
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guide-wire group but no statistical significance
was observed.

CONCLUSION: Guide-wire flexibly reduces
incidence rate of complications and the effect is
prominent.

Key Words: Guide-wire; Endoscopic; Endoscopic
retrograde cholangiopancreatography; Complication
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Abstract

AIM: To determine the plasma level of matrix
metalloproteinase-1 (MMP-1) and its tissue
inhibitor of metalloproteinase-1(TIMP-1) in
patients with ulcerative colitis (UC) and to
investigate their clinical significance.

METHODS: ELISA assay was used to determine
the plasma MMP-1 and TIMP-1 level in the pe-
ripheral venous blood samples from 30 patho-
logically confirmed UC patients and 15 normal
healthy controls.

RESULTS: Plasma levels of MMP-1 and TIMP-1
were significantly higher in patients with UC
than in normal controls (2.4421 + 0.5394 vs 1.8967
1 0.3737, 6.3728 + 0.4940 vs 5.5917 * 0.2968, both
P < 0.05); Plasma level of TIMP-1 was positively
correlated with the severity of the disease (¢
= 4.097, P < 0.05), but that of MMP-1 wasn't;
Plasma level of MMP-1 in moderate to severe
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patients was significantly higher than that in
controls, but no significant difference was found
between mild patients and control groups.

CONCLUSION: Plasma level of MMP-1 and
TIMP-1 are significantly elevated in patients
with UC; Plasma MMP-1, particularly plasma
TIMP-1 could be considered as simple biological
parameters for the severity and clinical diagno-
sis of UC.

Key Words: Ulcerative colitis; Matrix metallopro-
teinase-1; Tissue inhibitor of metalloproteinase-1;
ELISA assay
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UC) - R R R R A B - | (MMP-1) & 3
28 22 34 B F--1(TIMP-1) 2K F.

Fik: REZGAREZI., MR IBEL
UC % 5306 VA B IEH A 1546 64 91 8 # Bk oo,
ELISA M| % 2  MMP-14TIMP-17K-F.

R UCEH o FMMP-1. TIMP-1K-F
25 FahrRa(2.4421+0.5394 vs 1.8967 %
0.3737, 6.3728 +0.4940 vs 5.5917+0.2968, 35
P<0.05); UC% # s X TIMP-1K-F 5531 =
A2 HE ZEAE(r = 4.097, P<0.05), 7
MMP-1K-F 5 mH= E/R2ELAKNE; F-F
A EH hEMMP-1K-FA I3, mBzA &

# e EMMP-169 K -F R 3R AR B89 £ 3.

ZEi%: UCE # o PMMP-15TIMP-1 2305
KA MMP-1, 45 %) 2 TIMP-17T 38 5%, 4 FI
BUC ™ 42 5 VA BN R 18] 3 ) 4789 91 7]
A 2 M S AE AT

KF: BmUEHR; EREREAR-1;, R
EREAMHASIMHEF-1; ELISA

TEE, BHRAE KT REMEESRXEEBEMRMMP-15

| L )

BEREY, KREe
/&% @ By-1(MMP
- Fe K A SR
& B 1 20 47 3 )
#F(TIMP-1) £ 3%
% M2 %(UC)
BE L pm gk
FEH B m, B
ik A =% EUC
# R Rt A b A
FTEHMER. &
B 4147 MMP-1
FaTIMP-144 & %
% AL Sh R
PR R B
s, KB E I
FHUCEHF
MMP-14=TIMP-1
KTy TALR A

W@ T ERE

Sk S HIR, H
BHEERABER
AR E B2 AR
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HARRE/BE  3351-3353
& B (MMPs) &

Ho2n % A7 ) A
(TIMPs), 45 3 &
MMP-14=TIMP-1,
5UCH A9k % %
89 BF 5% A B
KB WM Y
.

i A2E

UC & & fh
MMP-14=TIMP-1
KFARIFFZ, £
#A 28 2% F MMP-1
FaTIMP-144 & £
3k 7T VA3l At g1 )
R I H R R
TIMP-1#9 % i &
FEUCHESE
EZEAML. B
sb, MR b o
MMP-1. 432
TIMP-13fUC# 3%
B Fo g M 2 A2
JE 6 ) B AR R —
&L, TR
A B F BUC &
AR AR Y B
o9 14 5 &9 5h A e
EX L F 700
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BTk 4R (ulcerative colitis, UC)H&—Ff )5
DS AS B 11 T R0 45 Jip i M AR R S 1k 8RE T 9
Wi, AR E IR KGR JE T 2, 1GR3
BRI TS < R Me A 2 I, st e
AN, 2 BRI RAEE TR L. 24 A1k, 3
W5 KOs RS R B, AEU CAS i AL Rl I 4H
2, ZFMMPs & TIMPs[f12 A 380, Ff LA
MM Ps 8805 4 W Gt M AR R A2 X MM Ps A&
TIMPs[FZRIEFHX AL, MMPs/TIMPs[T LA
AT AN R AT RS U C ok A e e 1) LA
2 U A A R B R U C IR A
MMMP-1 L TIMP-17KF48 =0 H o, EWNA
KUCHE SN IMMMP-1 X TIMP-1/K -l % (1)
WFFT NG D>, ASCR FHELIS AVENIE UC 4 1 ¢
MMP-1. TIMP-17K, £ =& AEUCH 55 .

1 RS
1.1 A EFEARMR IR IR R I W8 S B2 A
2 WA UCH] EE 3041, Y1441, Ze16fil, 1
F49.37+15.56%, w45l all, 145l
W2, B KRG AR 17, H AR 7. 4
9P B 5 20004F Jl s 5t 9z 1 &5 1 4 12 Wit
BT RSB |, RS2 WrbsdER 304U C
S AR (124) Je rp- AL (1841 I AL A%
¥ B8 J A R 2 A A 38 Bk 1 OE N 1S AR
IR, FrEewl, ko, IR 46.52+
17.56%.
1.2 7k SRR ARk, ELTSAEN
SEMAEMMP-1. TIMP-1/KF. 7 &6 A 55 [F
R&DA ), $AE 20 B4 AR 70 & 1 W 15 33047
it FE AR KA R E T ST K&
SpearmantH P ES3 AT, I LAP<0.05 A Gt 27 2

2 BR

2.1 UC& % 5 2t BE 20 fo ¥ MMP-15 TIMP- 1K -
#m & UCHH M MMP-15TIMP-1/KF- 41
S Hb T IR O A (P<0.05, 3% 1).

22 e EMMP-15TIMP-1KF £ R FAE &
Fragal 2 HR-E RS R MMP- 1K 23 &
T IE T 415 R (P<0.05), RS I
MMP- 1K P B0 A TS 12 2 7 (P>0.05). %
R R B R TIMP- 1K B % 5 T 1F

DR [MAZMMP-1 [MARTIMP-1
uc 2.4421 + 0.5394° 6.3728 + 0.4940°
WIRA 1.8967 + 0.3737 5.5917 +0.2968

°P<0.05 vs WHHB4AE.

ma MMP-1 TIMP-1

Lzl 2.2063 + 0.3952%° 6.1411 + 0.4839
thEsAY 2.6778 + 0.6835° 6.6044 + 0.5041°
SHRE 1.8967 +0.3737 5.5917 + 0.2968

°P<0.05 vs BIEHY; °P<0.05 vs NWIBZA.

i AL (P<0.05), - K TIMP-17K
S TR AL R R (P<0.05, K2).

2.3 2 MMP-1. TIMP-1%& 5 J%tE = 42 F AR
KMESH MK TIMP-17KF-5U CHEH i 1 ™ 5
TR 5 5 25 TE MO (¢ = 4.097, P = 0.000<0.05), AH
KEZHCN0.658, BV ERE Il 3 TIMP- 17K
fr; AL MMP-17KF- 5 U C 88 35 3 1 7™ R R
TCHKAEP>0.05).

3 e
UCHE PG PR R Stk 2OREVE I, i B 1 )
AT R MR, b gl sk, e B R
cheEH RN M, DL AN AN i (extracellular
matrix, ECM)&J (R B#fi%. T, ECMREAE T
HIHMMPs K 58 B, 24ECM I BEARFLIE K T4 1k
I, A4 2B R B W57 1) T . MMPs &
— 2 45 S AL N 5, 25 40 R A 58 5 1k
O3 B AR TR — W MO P9 IR, 2 2 oy B 2T 4
M. B AN BN, A RO A
i 5 A AN A3 . P MIMIP- 1 SRR ) J5 Jie Ji i,
TR T 10 TR X, AEAb AT A
fiE(MMP-2. MMP-9)#UE. TIMPs it FHIFTECM
fit, FHIMMP sl VK — 20 50 WA U BH 2 11, At AT
25 55 Y GGG R IO ST RN R, AT DL A B 5 i 4K
SHECMIT 40 fu A% 5 L. H i /e mi 7L 3 2 40
Mo R BT VORS00 k: TIMP-1. -2, 314,
Hrp, TIMP-152—Fh 431 it 429 kDalf) i %
PERESR (A, EEAMHIMMP-1. -3, -9,
AR, MMP-15UCE# 455 R4l
LatEB . B A B R R IR
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FRIMAEU CIZ5 i A2 A 2 MMP-11 R 1A
B SN, JLERIE K K5 U C A 28R i 21
Iy WM DG, UC S 45 i 72 1) 0 X I TIMP-1
mRNA R IK B 5 DI Tl =, 7Et X &
JE R i 9- 1245, e A 45 AR IESE T &
FI K 12255 5 mRNAZK - ik — 5,
MMPs/KFARAELL L, AR Al n, £
—UERE . TP RGBSR R . Atk
ik &5 A RE 1R 20 I B e] TR . B SRR
B, MMPs 135 £ T LAAE IE 5 i e
R AN E HE . AR HELISATEN EUCE#
MAEMMP-1. TIMP-1KV-. &R E7R, UCHES
M2EMMP-1. TIMP-17K -3 W & & 1 % X
WA, BHAEUCE#E b, g5l A2 MMP-1A1
TIMP-1RIE R0, v LA s e 20 40 J& i .
I, I MMP-15TIMP-1/KF 1] LME hUCE
W R — AN R AT WA A e bR 534, gk
TIMP-17KF 5955 1% )™ 5 B 52 AR OC, i 17 8
i, MR TIMP-1K P, 3 7E— e FEE L,
1M FE TIMP-17KF- 0] BA s e U C R85 45 )1 b i
L5 A FE LA R s e SR A DR, af
FKTIMP-17KF 0] LAAE Ay S U C B8 35 93 17 7™
FEPE I35 2% 45F5. Baugh et a/” ot 4t 12
RUCHEZMMP-1E SR L R IB B H A
W, HAMREG R —5. Wiercinska-Drapalo
et al®'N FHELTS AL 52 45 R HMMP-1
TIMP- 115397V 45 W 98 58 5 035 T I 7K A8EE
w0 IR W A L IR HTIMP-1107K - 5
WEE SRR WG shie 2. KIS 3R
. CRMEREIEME. it EIF, MMP-1
LEUCH I 23 s e vt 45 22 A H, UC
(145 A 23 MM P-1 (1 30k B B 38 i, HRIA
KT 1 AR 5 U CIR 0 243 34 #H DG 11
{H, AHFIE K DL MMP-1 [ KA A - 1
FEUC B v 3 vy W A2, 70 0 8 0] A I 3%
IR R TC G v 2 e, LRIB KT 5 i 18 ™
JETCARGAE, XAl e 5 A SRR K. 5
AN, B JEII T MMP-1. TIMP- 135 PE 321 % K]
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A3 Bh AU CF™ TR LA S R V2 W ] 5 S AT
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Abstract

AIM: To observe the therapeutic effects of
gentamycin combined with sodium bicarbonate
for irinotecan-induced diarrhea.

METHODS: A total of 98 patients with stage IV
cancers were allotted into prevention group (n =
52 patients) and control group (n = 46 patients)
from July 2006 to May 2008 in our hospital. All
patients received the chemotherapy includ-
ing irinotecan. The prevention group received
gentamycin combined with sodium bicarbon-
ate before the use of irinotecan for 4 d, while
the control group received routine treatment.
Tropisetron was conventionally used to prevent
the vomiting in both groups. All adverse effects
were evaluated using NCI-CTC standard.

RESULTS: The use of gentamycin combined

with sodium bicarbonate resulted in signifi-
cantly higher stool pH value (t = 15.295, P < 0.05),
significantly reduced the incidence of irinotecan-
induced diarrhea (13.70% vs 34.83%, P < 0.001)
and medications (Loperamide: y* = 23.844, P <
0.001; Smecta: Xz = 25.054, P < 0.001; Somafos-
tatin: Xz = 8.561, P = 0.003; Fluid replacement: Xz
= 8.007; P = 0.005). At the same time, bone mar-
row suppression, nausea and vomiting and liver
function were also improved in the prevention
group (x* = 80.335, 60.339, 5.155, P <0.01 or 0.05).
However, there were no significant differences
in appetite, constipation, renal function between
the two groups.

CONCLUSION: Gentamycin combined with
sodium bicarbonate proves to be useful for pre-
venting the diarrhea induced by irinotecan and
is recommended for wide use.

Key Words: Irinotecan; Diarrhea; Gentamycin; So-
dium Bicarbonate; Prevention

Mei Q, Cao Z, Chen Y. Gentamycin combined with
sodium bicarbonate for prevention of irinotecan-induced
diarrhea: an analysis of 52 cases. Shijie Huaren Xiaohua
Zazhi 2008; 16(29): 3354-3358

D
B MR K EZBRAHREM A TGP
#) % B (irinotecan) FT B 75 49 77 2L

J7ik: K 2E2006-07/2008-50% FF084 45 A4
BB T AT 69 B R % R ) AT, b
BIRBAR MR RE R EF, PR
(A4, n = 52), {Ly7 AT 1 dFF 46 7 IR BR B8R E40 A=
KRR FEFRBEBREMA BR2 g, HRIR; KK
FEEGRITU, 4 X2K), £R4 d; xBAB
20, n = 46), KA FHF HA G, RS
xR LA AL ST B ) 3 LR Fe 0 8] ER A bk
F 4B By i BAL ST e Wl R BB
KA NARALE.

SR AZSBATEIRG T &40 X EpHIAL

(¢ = 15.295, P<0.05), MLiB K % A R F EAK
(13.70% vs 34.83%, P<0.001), FLi& &5 A
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= 25.054, P<0.001; £ ¥4pZ: y* = 8.561, P =
0.003; #BkAN&: y° = 8.007; P = 0.005); [ &,
AT BosvRek, B AR E LA AT IE
1&(x* = 80.335, 60.339, 5.155, P<0.013%0.05),
T RHORR . ARAL. B E A R £ T

Bk vIRR K FF A BB 240 A AL A 2L
TR 5 LB R RO 5, ABAT T

XgiE: LB R BRBREM; RAEE;
1]

135, B, T, RASRIK SRR MR PRI IR
155201, AL A SEILAYRS 2008; 16(29): 3354-3358
http://www.wjgnet.com/1009-3079/16/3354.asp
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PFEF Bé(irinotecan, CPT-11, FF¥40) &35 1
BRBRATAED), RetE R PEHHEIDN A R AL i
[, 19984E3RAIFDAILUE, H TH B4 H
FEI Ry Br, R R S-FU/LV A i
W2h H I M — b7 &, O A5 A 254
EVRYT I . . B AE, M)
2 AR IR R M e AP R R S AL I 7
PR Al Pk R 2 —, A HRGE A B 2 25 k34
JEMEVE e A ik 44.4%, TV H ] BUR S BT
A 273 i 1 IR AR 38 S PR & 3k mT el
PRI B T S S B, (B Py DA 3 T (A
FARIE. TR A20064F Lk AE 223N ROK
B 2% G B R AU e Uy B 3 R P U S
H A SV T A R PR S . A SO 3R}
2006-07/2008-05 98114252 5 7 R e 7 Sk s
{1 G0 S0 e A 91 0 R, LIRS A R R
W [ 2 5.

1 MRRSE

1.1 A e4£2006-07/2008-05 98451 FAHE: Bt ips
B2 U T 4B (1) 0802 s 40 i 27 12 W Ay
it ek HE; ()M PEInternational
Union Against Cancer Classification (UICC) 73 #]4
VI, NEeTFARF Q) F<T5%; (4 ECOGVI I
<2; (5)H fiis LT AE: WBC>0.004/L, PLT>0.1/L,
Hb>9X 10° g/L; FFIhAg: IHLT <15 mg/L, #4
B<1EH ERRAEM P B 2hae: UUH<15 mg/L;
(O)THALEAE I [8) 22702 mo; (DMTT HEF &
PR HE () MR B RE . 2, A
H520 3, 1974 FEILT 7 BAHA6 i, JL
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FEofl, i 7], XLeRifiL @ 10 BLEIA. BIY
AN, BE60), k38l (H 1,58 1 1); 4RI
1E25-70C 4148454 £9.2) % .
1.2 7 %
1.2.1 %97 7 %0 5200 3 3k 197 B AT 7
A5 FHAF IR B VR 97 1 DK B 32 RS Tk IR S )
Jr T TS (AL, 464 B3 Lk 178 I Wik
AT (BAL). A4LTALIT T LR IFdfipo kiR
SURMRIPR K B R (R UV R IR2 g, 3UUd; B
KEBZERXEX 10" U, 21k/d), iEH4 d; BAAH
WRTREVEN R R KB 2. — HUH D R el K
B 2, BE TP OH K& 2 s T ik
BE, IR TR RIS IR T CE )R Z54 mg, 2R
JEAF2 hRZh2 mg), LRI VIRFG T 45 d G
12 h, ANEIT48 h. 2N, T RE L, K
P S AR 2, DL R 70 Y54 LA o
FT A B AT AT 340 S T2 5-H T3 52 4% BH ¥ 771
SRR MK, AR R 2 T 1 DAL S B 4
0.5 mg TP S IHBR RE L5 A AE. R AT T
W BC<0.003/LFI/E 85 3 gkt T BE(NCI-
CTC V3.0) UL R HEAE FH IS ). i 15 350
B 1R BB D 2 R R R R T BT,
15 B Sk e 3 ST U5 %L W ARG RE IR
k6 wkIIE H W%
1.2.2 M2 KAZpHAA: WA B A A B Ja
H1-5K HARHEME ) RAE. B KRR AHS mL
JIA25 mLZEIRKIRS), 7£20°C F 30 mink
b TR G, FpH V(RS AR R
AR F A= IPHS-3C, K FE 90.01)il 5 pHAH.
1.2.3 REBE B FMAR4: NCI-CTC, Version
3.0VEM T KA AN KR Y.

Yt b8 A HISPSS13.0% k0, %
BFE MRS 0K R TR, v TR
Ky R FHeR 5, P<0.057n A Gt 27 75 L.

2 BR

2.1 BB A ARBRAE AARBIETE RAER,
1-245 IG5 I HE 28 Je 3-A 9] IG5 e A2 538 (8 A1
TP (R ). 45 SRR 1R K %7 22 R TR
A RE T 8 S R AR A, IF HoRe BRI IES (1™
LS.

2.2 KABpHAE LU AL A P AR R 1-5
K ASRHAM R R FEApH, AZH404 RATFEAK
H 15/ 83, BA3’A Kb AR A 144N 835
A KAFp HAH Y Bl JE8.21-9.64, “FY{H H8.77+

CPT-113]42 8 8
B ET IS
FoiR R VILE, T
MBS ERH
J&24 h 3L iR
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B EARE R
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WA # 5 5 ® 1 FAESRERER
AXLKAEXE
X
B IR A AH B4
g & RN 2 ) &5 -
3, TR MLIE & BHIE BB RER%) BHEIE BB RER%)
igff‘iii%‘?g 1-248 15 197 7.61 38 178 21.35 14,534 <0.001
M, FA R R
Bk A 3-44 12 197 6.09 24 178 13.48 5.887 0.015
. Eir 27 197 13.70 62 178 34.83 23.056 <0.001

xR 2 WASHRARNER

AL
a5 4

BLH

Eﬁﬁ IE\E

FBZy f&EF

e EEHBl(%) B

FE\E ﬁﬁ% X2 P
¥ EEBl(%)

BIRTER 24 197
BERIR 15 197
AR 11 197
Bl 13 197

12.18 59
7.61 48
5.68 26
6.60 28

178 F1B
178 26.97
178 14.60
178 15.73

23.844
25.054
8.561
8.007

<0.001
<0.001
0.003
0.005

0.44, B41 K Afp HAH Y [F /£6.32-8.05, “F3{H N
7.2140.46. ALATH BoRe = 15.295, P<0.05, ¥t
B A p HAE A S 2 1k 22 5, 4 R W IR K
B R AR AN B A 80 W s pHAE (& 1).
2.3 A5t R AE L AR W T, A4LRIB
AR T ety R B, R0k R . R
A 22 o I  5 BER RCR R B AP A
PEZER(P<0.05, R2). g5 R W, NRIKKEHESR
R IR 0 oD CA 3k B 24 W e W s )
(i) () A FH 0 % i

2.4 AR BB IRYT WHIANA W T A i
i i A NG SN L R N Y S Vg
PO, WFFCR I, Fofth 32 BEAN [ RNAR U £ AR
POR, EEAN, KA, gE R, TRER
K5 2B B SV F Be DR e A ) ST iX
I A5 FAAN RSO (K3).

3 it
P ST A — Tl s G T I R BRAT AR,
S ARG T R S A . S AR
K2 BN G R IR TR 1) F A2 A
PN T- K052 3-SR (SN-38), P S #iEh
FIBF-DNAK G454, BLIEDNAREEA, 5l
EDNAXUHEWTERY, T A AE T, A 4 i S
SEZi), FEAEH TSI

CPT-115] & (1 55 A 45 53 s R e vk
JiGg1s, BT 22524 W I, O
HEARZ5 G E R I —, 45 TRIFE & ] 22/ ; IR

9.501

9.00

8.50 7

GO @D OOWOO@O O —

8.00

FAFpHIE

7.507

7.00 7

O G3BoOCDO ACBD Go@OO0 @

6.50 7

6.00 |

1 REKRBpHELR.

RAENEYS, h e REIvE R, EH 2524 hig
PR AR B E W, 8 BT A O R
B, BRI wkiT B R AEIR RIS Y
A B 18] g 3 3 B S B S 2B S K. EBR A IRT
53 8 U7 S rp O LSS 1 ORRR A () R A I ) Ay
T B B S i 1LRP 75 Saltz er al' IS
W, ST RIS S-FU/LVIR YT B A5 M 45 B
B IR RPENRYS KA N 85%(1-44)), Hrh34k
H115%, 42% }18%. 7EDouillard er al'' 5T,
AL FEIE A S-FU/LVIR YT #8145 1 g 16
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Abstract

A male patient of fifty-eight years old was diag-
nosed with cryptogenic cirrhosis in other hospi-
tal. However, we concluded it Budd-Chiari Syn-
drome by multislice spiral computed tomography
and inferior vena cavography. He had no clinical
manifestations of Budd-Chiari syndrome, such
as ascites, varicose veins of lower extremity and
pedal edema. Moreover there were rare collateral
pathways. The patient’s symptom was released
and without complication after successful inter-
ventional therapy.

Key Words: Budd-Chiari Syndrome; Cryptogenic
cirrhosis; Collateral pathway; Multislice spiral com-
puted tomography
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39.2 g/L. Ik 12.36 mmol/L. B LIfig 1E 4. fuji ¥
TeFRIgG 1650 g/L, IgA 846 g/L, IgM 130 g/L, i
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