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Abstract

AIM: To determine the expression of nuclear factor
kappa B (NF-xB) in human gastric precancerous
lesions and carcinoma and its correlation with CagA”*
H pylori infection.

METHODS: The expression of NF-kB p65 was
detected by immunohistochemistry (SABC assay), and
H pylori were examined using "“C-breath test, rapid
urease test and Warthin-Starry staining in patients with
chronic superficial gastritis (CSG: n = 34), intestinal
metaplasia (IM: n = 31), atypical dysplasia (AD:
n = 34) and gastric cancer (GC: n = 55). Serum CagA
IgG antibody was detected by dot immunogold filtration
assay. The correlations of NF-xkB p65 expression with
CagA'" H pylori infection as well as the histological
types, clinicopathological stages and lymph node
metastasis were analyzed.

RESULTS: The expression of NF-xB p65 in CSG,
IM, AD, GC was 15.0%, 41.9%, 64.7%, and 78.2%,
respectively, and there were significant differences
between them (y* = 43.98, P <0.01). The rates of
H pylori infection were 70.0%, 67.7%, 73.5%, and
54.5%, respectively, and there were no significant
differences between them (P >0.05). The percentage
of CagA® H pylori infection were 53.6%, 61.9%, 68.0%,
and 73.3%, respectively, and there were no significant
differences (P >0.05). In IM, the positive rate of NF-xB
p65 expression in A pylori or CagA" H pylori positive
patients were significantly higher than that in patients
without A py/ori infection or with CagA™ H pylori
infection (57.1%, 76.9% vs 10%, 25.0%, P <0.05). In
GC patients, the positive expression of NF-xB p65 was
correlation with the T stages(y*> = 5.91, P <0.05) and
lymph node metastasis (y° = 7.47, P <0.01),
but not with the pathohistological types (P >0.05).

CONCLUSION: NF-xB is constitutively activated in
human gastric precancerous lesions and carcinoma
tissue and correlates with tumor progression. The early
activation may be related to CagA” H pylori infection.
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Abstract
AIM: To construct the therapeutic system of HSV-tk/

GCV suicide gene for hepatocarcinoma cell line, and
to establish a cell model and method to examine the
effect of HSV-tk/IGCV system and its bystander effect.

METHODS: CBRH7919 cells was infected by the
active retrovirus particle excreted by the packaging cell
line PT67/tk, and then a high anti-G418 clone named
CBRH7919/tk was obtained by G418 screening for 3
wk. The total DNAs of CBRH7919 and CBRH7919/tk
cells were extracted. The cDNA fragments of HSV-tk
were labeled with Digoxin and then hybridized with the

DNAs of CBRH7919, CBRH7919/tk cells and positive
controls. The CBRH7919 and CBRH7919/tk cells were
treated with different concentrations (0.1, 1, 10, 50,
and 100 mg/L) of GCV, respectively. The mixture with
different ratios of tk positive and negative cells was
also treated with GCV. The survival rates of the cells
were examined by MTT assay. The bystander effect
was analyzed to determine a suitable proportion of tk
positive cells for the successive experiments.

RESULTS: A high anti-G418 clone named CBRH7919/
tk (tk*) was obtained. The HSV-tk gene was detected in
the CBRH7919/tk cells, while it was not detected in the
CBRH7919 cells. GCV showed significant cytoxicity
and inhibition on the proliferation of CBRH7919/tk
cells in a concentration- and time-dependent manner.
The CBRH7919(tk’) cells manifested low sensitivity to
GCV. The killing rate of GCV to the mixtures containing
5% and 10% tk positive cells were 6.0% and 25.2%,
respectively. The sensitivity of MTT assay in the
detection of the bystander effect was relatively high,
and the bystander effect was low when the mixture
contained 5-10% tk positive cells.

CONCLUSION: The therapeutic system of HSV tk/iGCV
suicide gene for hepatocarcinoma cells in rats
is successfully constructed, and the mixed cells
containing 5-10% tk positive ones can be used for
further study.

Key Words: HSV %/GCV; Suicide gene system; Hepa-
tocarcinoma; Rats; Bystander effect
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EEB R K RIFFECBRHT7919% I, A G4187
%3 wkEF G e E4-FCBRH7919/tk, ¥ K
¥R FILCBRH7919(ck ), CBRH7919/ck (ck )28 it
DNA, #2HSV—tkA B K EADightit AIk4 S, 52
FDNAZ X BDNA#AT SR, ANk 28he
HDNAA FZHEAAHSV—tkA R A0.1. 1. 10, 50,
100 mg/LEGCVHRIMER Tk~ | ck ™4, MTTH R
B EFE N GCVARIN 5 3IA4E B T4 R B sl ek 4m i 69
tk” ., th RA ML, MTTAN AEE, o &
TR KA, F R B 5 Wt b ek YA

LR AGHSTHILS whiE 3K 2| F @ 25 169 CBRH7919/ck (k)
F A 0. HSV—ck K B K B A Dighit A R4 g #E47 5
2, MM Bk mIDNA L A AHSV—k LA R,
Wtk 4 EDNARASHSV—tk 3 B . GCVAk A %k
I Fetm L EAE AR, W LA RE . BRI
fck IS GCV AR, BLAAHSV—rk A F &k ik B
FA E YA A EN. GCVATA5%F10%ek 4 %
AR B R A 6.0%F225.2%, 4R FH5-10%4
tkRACE T B AR A% B 09 FULE RO BAK,
i LAMT TH M 3235 20 5 KB 405 4k 5,
STAE A )G SRR P 2 R o 3T 5 WL R R 3 s AR )
Wk, thTIRA TR

2. RIHIMETAT XK RAFBEBAOHSVI—k/GCV A
FREBT A%, LT IRIMR 05 & 5 0 F 2R 3
2K My 6 AL A AR dm B A A Fadeim] Ty ik

KEEE: HSVI-k/GCVE RER RS ; MFE; KR; E0E
BRE, AR, RLE, BEWL, X, TAS. ASHESR
HSV-14/GCVERERAKIDR R EZIE WAL, HREN RS
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HS V=2 k /G C Vo] 35 4H B 1 35493 4 FHY C8 328 N T I IR S
U S5 N (bystander effect) MR A A
FERTIE IS AL AL, T 55 W38 250N 384 235 25 P )
GO I LA SE DR 3 R A I PR AR A 7 S BeAT 14
HEFIRH S V-t AHE DR IR K U T 20 40 R AR CBRH7919/
th, FRESTAERXTOR R I I B R BER c &/ GCV R 4,
T RLI 52 ¢k /GCV R GEAFCBRUTO19 1K) A% %5 4 AN 55 W &
BN R ZIN s Sl T RS T 32 55 A A5 38 255 24 0 1 4 i
R R 126 7 vk

1 MRFTSE

1.1 A4 PLXSNW A 50 8 L8 B4 A 5 E
Clontech’yl; EHLFURIPLXSN/ t kR ELZHPT6T/ ¢ k4
o AT ST 4™ s K U 40 B BRC BRUT91941

PRI Ll K 22 34 0o 20 M P 41 B 55 7 AR S5 A
4 F{CorningA 7], Polybrene, G418, GCVZ:JSigma
N PE s DMEM, RPMI-1640, JA4-1iE AGibcoA H
FEdhs BRI UM DY AR Al T
FEEEHC. DNA T BEBEIR [k R 41D N A4 H 254 71
& H BESangon Y TREARAF; Dighsid A
MAAF G HRoche A H]. FEANASATBNA-321074C02
B4 (HAEspec), HIKHRS Bio-Rad), &KL
1824 (Syngene), f3E BiEs (FERCOIC), BEARL
(BioRad) , Z&ACAX (JbHi4EIZ).

1.2 &k MR, Jon. AR RAE. MTTHL I
(VY F 30 S b (09 ) 25 S 1 R 7 v 2 SR
FECBRH7I1940 M LAS X 104 /FL4Fh 155 8 15 Wk J&
G418(0, 100, 200, 300, 400, 600, 800 mg/L)
6L TR, B4 d¥RIE— Ik, BERMEEAN M, &
5 dNgIde K2 Hoer- o2 wkN 44 2er- 1
e /INGA TSR J&E Ay i 3 94 5 . 415 3 % o 40 300 A SR 73
[MIPT67/¢ kAT Hy, RrgR BRTEER I, WAERE
HAX107T cfu/LIIPTOT/ ¢ k4N L3, £80.45 um
LR pE ARt vE, WEL100 L A B K 3T
CBRH7T9194A 1, BH/SMZEZFET Ik (polybrene) 49K
FEAN8 mg/L, 2 A BHACAISHIERERE IR, ES:
k2 wkiim, SAFPUrEA I CRE, Arda hCBRUT919/tk.
121 BB Rk AR *CBRH79198 484 40k F 6
UL 7 VAR BUTRIPLXSN/ ¢4 [RIDNA,  £5£coR1/B am HI
MUY G, &R DO A G F L. 7 kbt 4 FE
FBE, 4D 1 ghrid W S U B AL 7D 1 g (M
e ) AR AR D ¢ A SE RIERER R I B ad RE L $R X
CBRH7919, CBRH7919/ ¢4 HEl¥IDNA, Byl b ol Uk S 7
Jo, HEPFPAM L1 uglDNARIL  pgFURIPLXSN/ th
[IDNA (BHPEXT ), RSN J5 5 FRC IF e APRET AT
FeAT S Y.

1.2.2 GCVXCBRH7919/ck 8 454 A F4CBRUT919 (¢4 )
FICBRHT919/¢ k (¢ k") #AFFL5 X 10° /41 fu g Fh96 4L
B, RRALEEEFRMLI90 pl, T HIIIAGCVIO pLAf
GOV 73 5140, 0.1, 1, 10, 100 mg/L, &FFL M ARF
200 pL, #%61EAL, BHHI6FL A Jogn ot . 5557
48, 72 hjEFBIE DB S AR L, FMT Ty
Frillck ek MMLEAFIRBEGCY R IWROLSE, TH5H %
YA

1.2.3 th'/tk BA YA 5Fek /GCV & %a 5 WA 308 69 %
w FHEREEIIT50 mg/L G41877ik CL Bt GOV 4447 SL i
F R AT S8 (W AL AN MO BRCBRHT919/ ¢k 3 wk, LAZR
FIRFGA18 Ry 24 (PR Al () ¢ kT A0 PR TR T ¢ k4
Mo R B I0%, 5%, 10%, 20%, 30%, 50%, 70%,
L00%/R A5 ek Flek 4iM, #5712 hJG34MmA100 mg/L
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FIGCY; HAMGCVIR A Flek 14 AR, &4
I3 HE T96FLEE IR, FEFL200 pLIREFRNS X 10°4 41
M, FE4l6NEAL, T37°C, 50 mL/LCOJEFR72 h, K
FAMTTILAS U A7-35 K.

Biit AR HISPSSHHRAEHT, WAL a) b
FHLSDVZ.

2 B8

255 G4 181 BUBAR 360 i e CBRHT 919/ ¢ & (1) i 3 Tk J&
$3350 mg/L. ELAWFEPLXSN/ ¢ k%, YLCBRHT919)5 i
3wk, FRIFHTCAL8 T 251k 4 AR V%, sk
CBRH7919/tk (¢k 4 M) » 4 KEEFE.

21 EERE T ARBESFCBRHA7I1969 44t k¥REN
FRACREE &, CBRHTIIIMIDNARN 5t k455 44T,
CBRH7919/ ¢k I\IDNAFI 21 JFURIPLXSN/ ¢ A TRIDNAYS) S ¢k
TREF AT B, U AR DR % G2 CBRHT919 G138 45 2]
CBRH7919/ ¢k f{JDNA_L-.

2.2 GCVATCBRH7919/ck 89 45 E R 318 W is:
WLEE, ¢ kA G C ViR B2 () 184 v AN FH B ) 48 o
MEL >, GCV10 mg/LLL_EAFE/H48 hAIGCVI mg/L
PLEAERIT2 b8 5 FL3% WAl AR 15, o 4k 4
3 20 0 v B, O RS T TN A 4l R
Az, GCVI00 mg/LAMERIT2 hEE FILFA WAFE A
JL, AT THS I35 28 24 29, 1%. GC VX ¢ & 4 fuAEH 72
hifIC5049 mg/L (1, 1), MIGCVAET T ¢4 40 it
/ANT100 mg/LEEAAMMAK RE, S5 ExX
YL LLRCA % B . AP R0 22 . HLAGCVIA100
mg/Lv YERT2 hisfek a0 A 0 BAAKHNE], A735
76, 9% (P<0. 05 vs XA, #1).

2.3 th'/thkTRA VA 3tk /GCV & Yo 3 W 2 6%
" 50%, 5%, 10%, 20%, 30%, 50%, 70%,

B1 GCV 72 hXtHk BB RMBIERA.A: GCV 0 mg/L;
B: GCV1mg/L; C: GCV 10mg/L ;5 D: GCV 100 mg/L.

1 GCVXIr* Fs~ LBEREVERS (mean +SD, 1 = 3)

5F (%)

paaalis) GCV (mg/L) 28h h

1 tk* 0 100+ 7.1 100 +3.7
2 th* 0.1 95.4+12.1 74.8+6.8°
3t 1 93.2+16.5 63.2+6.0°
4 thk* 10 55.7 + 8.2° 492 +3.0°
5 tk* 100 37.2+ 3.4° 29.1+6.4°
6tk 0 100+9.3 100 +6.7
7tk 0.1 97.9+10.5 107.3+5.9
8tk 1 925+0.7 97.9+11.4
9tk 10 100.6 +12.5 98.8+3.7
10 th~ 100 948 +11.6 76.9+8.2°

°P<0.05, °P<0.01 vsZA1.

100% ¢ £ RS A MIZE100 mg/L GCVAEH FAEIEHH
(%) 75 h74.94£10.4, 70.4+2.2, 56.0+5.7,
47.342.0, 39.949.8, 28.4+2.6, 21.0+2.3,
23.5+1. 1. 5% ¢k [FVRE 4 Mo JC W 2 55 W 2 R
10% ¢k AN B e R A7325. 23 1 (P<0. 05 vis ¥ X R
4), CAWHRFWERN, 70% L ek TRA R
5100% ¢ A g AR Ol A 2= 57 (K12) . B s 2
(A0 S A RN 22 3 P A i AR I, & W i VT B A
DUV A0 Ml %, MT TAS MIAF TS R E01520-30%, Wl
T v BEAT AR IR T2 /MA . 41 LR B B RE M T T4 (1
(E13) , XA e M T TA W InF 4 R A RE sy, 45 2%
i e B B (1 R

807

y = —32.15Ln(x) + 83.667

60

40-

TEEE (%)

20+

0 5 10 20 30 40 50 60 70 80 90 100
e R (% )

B2 GCVIISREELHI 48y &' # R SMIESE BNV,

3R

FREFEP T67 /¢ kW E5 3 85 35 W0 4 K B 4 Ak
CBRH7919, HG418%fik k1T /A itk wfe, 5
Dighrid HSV  eABEPIEREL s A8 S5 iE W CBRHT7919/
LA IDNAC B A THSY  ¢AFEA, TMCBRH79194H il
ANTEHSY kLR, GCVAEARSM T CBRHTI19/ ¢ ki 40 LAY
Y (R A5 V6, 1 X% C BRHT9 19} 1R 2H 41l B T B it
Bk, RWIHSV A KL CAECBRHTI19/ ¢ k4 i vh 463k
HrEw G AWM. U R BRI e 7
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B3 GCVNESRELAI #8 #*. # RSEIREME BNV, A: 0%k B: 5%k’ C: 10%ek™; D2 20%ek™; B: 30%ek™; F: 50%¢ck™; G: 70%ek” ;

H: 100%ck".

BRI k/GCVRSE. 55 M E RN WL -3
GITC. 4T, A n T, (HrEg K
SURR LI 2138 1 G J T Cali g i T2 55 F AR I = N =
1) 55 W RN, 17 AN U I G 92 AL A A 5 1D 5% A0 2
BN FRATT A S T RSN 5% W 25 K s BA R B g L
B A0 B I AN IR LA ¢ & TR VR 45 40 55
FRNIE S RE, (1) CBRHTI19M [ A HE PR 58 W3
A0 R L ARE () oA 40 i R LR, 8 T R 2R
TR0 (fi 6 20 0 5% 00 3 2550 1 385 3 LG 0 40 L R AIKD » 5%
F10%¢ & "RV 4i M 5473 2 23 33l 49 6. 0%FH25. 2%, 5%
WA BNAAE A 238N T 291%F115%;  (2) 765 %
10% ¢k IR GBI Rt k/GCV RS A 5 1155 0 5 34 W
FREERAK, AR T WG W0t 55 W 208 (1) 75 2 ik
PER s (3) FIMT Tl i 55 W0 5 R0 (1) K /N AR Ak I 7
5% 10 % X PR AN LA R R ES R B 5%2H . 10%415
20%41 AP R A RE 2R, M30-50% 4100 2 5 A 8
#, 70-100% AMT TyRM & 45 Hofw . 54k, 10% /e
fitk  [PRA LLWA RERLRL H ATIRIR KT 10% o4 8%
IR N LR L e 22 ML, 855 Bk g5 ;AT
5-10% ¢ & 58 kT — AR A 16 55 0 5 R0 N 14 R
IRk th AR A

AT, NHHSVI-¢4&/GCVZRSGE ) HE Y7 V245 H Ah
CLHE NI I DR 52 36 i B 8 1 -5 At fioh 98 55 DRV 97
TR, HARIER T EARAFAE e Z 5 R0 Y ARk 11
), H R AR N I Qe U 10% i ta, KK
M S T PR L DRI T TR e PR A R T
FRRARAREE (1) 24 1 558 55 L3 205 Y ke i vy B AR DRI T
TR BSORAR A T S 3G 20w, S A, i i 4 e i
T2V GTTCEEHLHIIG s 57 M AN 254, ARG AH
PepoR Y Bk, s R, S
Ji R 2 R T, s iR L R A L R A i I
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Abstract

AIM: To explore the arsenic trioxide(As,0;)-induced
inhibition of the proliferation of mouse hepatoma cells
in vivo.

METHODS: The mice bearing H,, solid and ascetic
hepatoma cells were treated with different
concentrations of arsenic trioxide. The growth of the
solid tumor and the survival of the ascetic tumor-bearing
mice were observed. The expression of proliferating cell
nuclear antigen (PCNA) and cyclinD, of the tumor cells
were examined by immunohistochemical methods. The
changes of cell cycle were measured by flow cytometry.
The ultra-structural changes of the cells were observed
under electron microscope.

RESULTS: Both high and low concentration of As,O,

inhibited the growth of the solid tumor and prolonged
the survival time of ascetic-tumor-bearing mice, and the
inhibitory rates were 39.1% and 45.7%, respectively.
The life prolonging rates were 57.2% and 97.7%,
respectively. The positive rates of PCNA and cyclinD,
expression in the As,O;-treated groups were significantly
decreased from 57.9+6.6% to 44.0+£5.0%(” <0.01), and
from 49.2+9.3% to 37.616.3% (P <0.01), respectively.
Flow cytometry showed that the percentage of G,/G,
phase cells was decreased and the percentage of
G,/M phase cells was increased. Electron microscopy
showed the typical characteristics of cell apoptosis.

CONCLUSION: As,O; can significantly inhibit the
proliferation of mouse hepatoma cells.

Key Words: As,O,; Hepatoma; Mice
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A, BEERAO%F G, BEBRERKR A AR
A1 89 1iL, PCNAZ cyclinD, & 2a4uem), fE/K4m
BB B 6 KA, o B LIRS 25 A7 Rk 4m e 3 74
RE.

FER . As,0,3 7 & RAKF F 4134 A 2 H 204 52485
WAl R TR A K, W98 E 5 A A39.1%F
45.7%, ELAA R 3E K KB AT IR R0 A G eT ], Ak
G R R K57 2%F297.7%, EAER E—F I E.

PCNAZcyclinD, Atk &8 £ 2 %A%, 45 d
57.9+6.6% % #44.0+£5.0% (P<0.01) , #49.2+9.3%
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G PR 40 LA G PR B PR A, T PR A B 2E
K S0 T IR 10 T B AR 2 . B 1R T R R
Ak IT 25, ARk, A s,0.76 20k B4k 40 1 1 I35
(APL) Y&JT (K PR AN RERE BT b OO IR Kk
[ Y ARAMIF S, A 5,04 BEFIH 22 Fh i 103 frheg 40 A
PRI, ST, oo P RS
S, B 0, 10 P ORI A FHBIE ST R 2D BeAT
FFEA 5,0,%F /I RUFFJ FRAMARIPE T, R ik
TR (KA T 1T fig

1 RAITSE

1.1 A ARRERE R RN, iE18-22 g, MMk
e, S R B B K2 55— I R B2 27 B 3l ) =5 4
Bts Hyy IS U 41 BAK B S8 e V48 I oRe s e 4G 30 o A
el 2l M 1 g/L As 0,8 W tHa /R B RBHR 226
—ImREE B SR At; PCNA, cyclinDmAbIT s i
LA A TR ) I,/ B 40 AR (R Hoo SR /N
BUK) , TEIRIAII>90%, JHRRGN 3R R 1 X 104 /L,
G AT T /0N BT Mg AU R ) RS S A 28 A 8 LA
Y, BRI N BRI P o RS 7K 2 A e B A 2R,

1.2 Fik WHSEKBENLAY J34L, o BG4 X i
41, AEPERKO. 2 mL; AL ZHA, As,0, 2 mg/kg
£90.2 mL; FAEA A, As,0, 4 mg/kgZ0.2 nl.
RRAL0, RERGVIR, HLL10 d sEAmdl T8y
Ja2 dabgt, BURR, FROE, PEAEIER=(1-42
Y V-S4 988 ot/ RSP 3898 T RE) X 100%. KR 25
UL S0 AN R LR AR AN R), T A R = (45 2
Y P30 A58 1) TR) /6 BRSPS A7 05 I TE) = 1) X 100%. 52
IR AMATIE Y R, S ZRBE, AOK, I E
M, AR FIPCNA K fiieye LinD, Hifk. W FEbrid
) —Hi. ABCIRF, DABWh, JRARZREY, BB
HEAKEATEZ R 4, 20 AR BENLPE /N
SHAHUIEK, By, 700 mL/LLEERE12 hbd |, &
Ly, BRECEE, A0 g/L RNABEAW200 ul, 37°C
KHE15 min, IOAMULERE (PT) G, g
(EEBDAT], BSFACSC alibur) Kol i = 304
LysisBAHT. SCARbs A - e B e, ik, &
%, WEMES12EM, BRI IRE W E e (h,
FEHED) BT HBE T SR 4 M R b A AR AL

Gt 2R T bR (nean£SD)
Lo, T BREIZLYSTS TR a8, SR P4
BB Ky .

2 #ER

TESEYG R, X AL R BT B D, AR,
EBRWMbL, KD, TEARNE RS, Hh—
HAEMZ)JE5 doeTs, MadTr 4l RSB 5 A I3,
IR BT B B0, R I SRR A s,0,1IK
T B 2 B v 791 B AT 4 9R JT RIG T RS LA ST 3898
W, AoENZER(1.9340.36 g, 1.72+0.42 ¢
vs 3.1740.75 g, P<0.01), FHAWRIZ4 5039, 1%
F145. 7%, 1 HIA s,0,BEAT S IR 2L KL (H = A
SRR AR E L, W % R (P>0.05).
[FIRE,  JEZKIRIE T 4173 A= A7 i 1) B 2 K1) R 2
(17.504+1.85 d, 22.044.10 d vs 11.13+2.64 d,
P<0.01), FEATFSY R M5BT, 2%F197. %, {H 74
BRI W 2 5 (P<0. 05), 1 BHA s,0,RERH 2
JER /N A, e 71 A S, O,/ T i

2.1 PCNAZcyclinD, ek AR AL 4R BHYESN A
I MA% A B, et R R ARk A AR e (&
1, K2). fokv) ik Qe tasmom . mAEP 104 = fF
FLEF (X 400) FL31 204000 b8 4i A b f4) BH 2 41 e
K, A9 B A0 oy B (BR L) YR YT 4L R 4n i
[P CNARH P FRIL 2 Keey ¢ 11 nD B RIE A BAK T4

B BLEPPCNATRIA( x 40). A: AEFREL/ICH IR, B: 5l As,O/A T2,

B2 BLAPcydlinDZRIA( x 40). A: AEFREL/KS AL, B: SR As,O, /AT T4H.
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M (P<0.01), 3% 5. YA s, 0,88 F HPCNAK
cyclinD & [, FHI/IN UH, A 240 1R P 184 5.

2.2 MR ISR R NHA S0, () )5
/N BRI ZK 40 M ) 3 A2 T B R AR A, G/ Gy 3 48 LN
35. 8% N F%#118. 2% (P<0. 05) , SHALH L M59. 4% LT} 5]
63. 5% (P>0. 05) , RAAHIE, MG,/ MEI4H Ha 4. 8%
EFEEI19. 3% (P<0. 05) . (I EA s, 0 4F S, /MR
K40 L S A B AR Ak 1 BHA s,0, () EZAE T
Go/G W B2 G, /MIHH, - 1015 4 J 184 5 4 FH

Rl BAENBPCNARKcyclinD,fAMRIXXRFNMEEBHNLER
(mean+SD, n=10)

A fEBRIR KB
PCNABIM cyclinD,f3i% Gy/G, S G,/M
WHRA 57.9+6.6 492+93 358 594 48
AS,O,ff  49.0+4.8 428+9.0° 339 58.4 7.7
AS,0.5  44.0+50 37.6+6.3" 18.2° 635" 193

°P<0.05, "P<0.01 vs WHBA.

2.3 WAL AR Asy Oy 77l B S ARG L2 24 ) L4
AR, AR 98, AR IR MR B s R
ik AP S ENDIRTiEA i <& S AP RS YN WA 2 NP VA Y 3
FEEL N A% b AT LR L TR B I T, B A
AR IR, MR AR, TR R IR T A M5
WK OM AR, B0 2SR, e a4t
FEAIER (B3) . SR YL, DAL i S b iR 1) 22 4k
A, IXAAR A DL R A S

3 e

A RS N I 40 R AR R L e R 4 i bk
W oAEZmE". B, AMICEE SRS
A s,0,7E S W44 A T kR 45 1 i sz i o 11 3k
T A 5,055 718 B Hoo 88 REAT AR N H 0T 90, 45 SRR
B, A s, 0, 1] A7 2050 Hb 400 11 S A48 20 A 980 B2 T TR 1)
AR, FF IR RE IR KR 4 e R SR AR AR TR], AR
HE—EMEOCR. ALK, WirdaAli

FAML S W] B A AIE . PCNAKceyelinD, 7640 i 3
(R 2 TR S T P, R A M TG R, 3
FakBE, WATRIL, XHEAIPCNA M cyclinD FHIEZR
TR A5T. 9%F149. 2%, 1A s,0/% 7524 —FH 1
FH PRI, 4050 49, 0%F142. 8%, A 's,0,1 7
A AP RIA R TR EE, 755 44, 0%
F137. 6%. L5 RFZW], As,0,i8 1 NIHPCNA KcyclinD, 2
FIRIFRIA, SR8 40 M 3558, AT A 20387 il
R B 1. N R A s 0. E R S, /s BRI ZK 4 e A
WARIE I, Go/G 3040 i AA35. 8% N P&3I18. 2%, G,/M
JU140 D) I 4. 8% ETFF19. 3%, BiHAAS,0, EEAEH T
Go/G . LI RBE, X R EH J7 X5 A2 S
TZGPAIR. G R SR R IR LR, 241 s
ATHI SRR Z1, S0 — I3, B8 IH S5 4060 40 it ) 4
[P IEHIEAT. A s, 03X PG HIER 77 2, HStephan
et al™ i flhexahydrocolupulone (HHC, 25 mmol/1)
O 7L M 4 M C F=7 BT K& (R4 FH 7 X — B0 AR
F, A s, 0438 1EH TG, /M, A 40 M HE R TSI &G,/
11, BEL AN M S -G, 101 2 G,-MII IR E R, AN T ik 12
e 20 P P 1 5 AR RO . SRR, BT K B AT
A LEFE A OGS R 4 A AR, e
I BE 4 WA S fift 2 w0 M T 5 7 ) e e 4 PR X G, A
I, FOME NSHAGH MO LE R LU G,/G Al MU Lt K iy, Xt
AR TIE AN ML DN AR B 2 B R 3RAT]
RINA 3,0, FBAEH T Mo kz S Behifhk, AT HIEARF A
MM TS SAASAE, FLEI R TN, Ui
As, 04 1] 155 - 40 o 1

ARSI 4 B R TRA 8,0, 5 AT (1) H0H SE AR 2 iy JH- s
/N BB T IR () A K 5 (2) SiE KRR K AR s D BRI A2
TEIHE] ; (3) FiHPCNA K cyclinD 2 2k ; (4) b
S SR G, /G T 20 2, $E G,/ M T 43 %5 (B) B
IR TN, X e 5 T AT J7 AR S T A 5,050 44
P AUV, A IR R A 8,0, 697 IS it T
RS 22T A s, 053X Bk Py P 48 FH IR BL A6 4+
FBATE— W

B3 As,O,/FRBRETMREL. A: i B, D: mifil; C AT
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Abstract

AIM: To investigate the effects of hepatitis B vaccine
with CpG oligodeoxynucleotide (ODN) or Bacilli
Calmette Guerin on the immune responses in mice.

METHODS: BALB/c mice were subcutaneously
injected with different doses of hepatitis B vaccine (0.25,
0.75, 1.0 pg) combined with CpG ODN or BCG. The
levels of serum hepatitis surface antibody (anti-HBs)
were detected by ELISA assays two and four weeks
after injection. The changes of peripheral blood T
lymphocyte subsets CD4", CD8" and CD4*/CD8" ratio
were detected by flow cytometry.

RESULTS: Four weeks after injection, the levels

of serum anti-HBs in the mice injected with the
combination of CpG ODN and hepatitis B vaccine (0.75
and 1.0 g, respectively) were significantly higher than
that with CpG ODN and 0.25 pg hepatitis B vaccine
(420.56+55.66 vs 181.62+41.25, t = 0.013, P <0.05;
403.38463.85 vs 181.62+41.25; t = 0.024, P <0.05).
Compared with that in the mice only injected with
hepatitis B vaccine, the serum anti-HBs levels in the
ones injected with the combination of CpG ODN and
hepatitis B vaccine (0.25 and 0.75 pg, respectively)
were markedly higher (181.62+41.25 vs 59.16+18.43,
t = 0.022, P <0.05; 420.56+55.66 vs 241.82+23.84,
t =0.018, P <0.05). The serum anti-HBs levels in
the mice injected with the combination of BCG and
hepatitis B vaccine were not significantly different from
that with hepatitis B vaccine only. Whereas compared
with that in the CpG ODN combination groups, the
serum anti-HBs levels were lower in the mice injected
with the combination of BCG and 0.25 or 0.75 ug
hepatitis B vaccine. The percentages of CD4" and
the CD4°/CD8" ratio in the mice immunized by CpG
ODN combined with hepatitis B vaccine increased
significantly as compared with those with hepatitis B
vaccine only and the BCG combination group (CD4":
38.30+1.68% vs 31.47+2.15%, t = 0.018, P <0.05;
38.30+1.68 vs 29.31+2.97, t = 0.013, P <0.05; CD4"/
CD8™: 9.01+0.38 vs 6.45+0.39, t = 0.000, P <0.05;
9.01+0.38 vs 6.9940.79, t = 0.029, P <0.05).

CONCLUSION: CpG ODN combined with hepatitis B
vaccine not only induces high level of anti-HBs, but
also enhances the cellular immune responses.

Key Words: CpG oligodeoxynucleotide; Bacilli Cal-
mette Guerin; Hepatitis B vaccine; Anti-HBs; CD4™;
CD8"

Wang S, Chen Q, Wang X, Zhang Y, Ma L, Wang ZQ. Immunigical
effect of hepatitis B vaccine with CpG oligodeoxynucleotide and
BCG on mice. Shijie Huaren Xiaohua Zazhi 2005;13(17):2078-2081

ik B
BH: WETHZEGIHESCpG ODNFFAE %%
R, X RATHBsK - Fo fm B 52, 9% 69 3% v .



T, 5. R ERESSCrCEEERAERNFNEW/) SRR S0 2079

Fik: AR LHFEEERARFKAESCpG ODNRF
I g R, RELISAZ A HHBsKF, #AX
o ALK ) S B s C D4 e CDY TH E I L B4 &
Poae i oW

R 24 wkiE, ¥, BN ZLHAEGES
CpG ODNLARHBsK-F B F & TN Z LA G
20 (420.56+55.66 vs 181.62+41.25, ¢ = 0.013,
P<0.05; 403.38+63.85 vs 181.62+41.25; ¢+ = 0.024,
P<0.05) 29 HARLEH.CpG ODNELSAL
PR ORI, A, THABLHFAE R
HBs/K-F48 LA AT A S AR (181.62141.25 vs
59.16 £ 18.43, ¢ = 0.022, P<0.05; 420.56 +55.66 vs
241.82+23.84, r = 0.018, P<0.05) A2Z# & LI
VROV EERA U ASHREBAN AT THAE E
AL HVACPG ODNEA W 52 THF L * £ 09 5 HBs
KRIFREG FAVKESUE LR AR GHARZFR,
12 EIRAAK . P A ARG RHBsK-FIKTCpG
ODNEKA.CpG ODNEKALUCDS THE ML E 4
WefrCD4 " /CDS " WARMA 2.3 T30 TAF B eI
AN GHEA (CD4": 38.30+1.68 vs 31.47£2.15,
r=0.018, P<0.05; 38.30+1.68 vs 29.31+2.97,
£ = 0.013, P<0.05; CD4"/CD8": 9.01+0.38 vs 6.45
+0.39, ¢+ = 0.000, P<0.05; 9.01+0.38 vs 6.99 +
0.79, ¢ =0.029, P<0.05) .
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LRI i3 (HBV) R 5 4 RV BT V2 AT, HB VIR
genrghi ot A ER R, 5k, i
e IR AE B UIA oG, 2 ™ T 18 N A e 1) e e
i, HOH AT S = a5 BV 9T 5. PO AATTAN W
R (R TR AR I i Ik A5 ) 4 AL R I R
ok, RILAHBEDNA S HE IR C p GIE P R f iz
FREAE, N TA RS A EEAGC p GHE P 1 B I A8 A%
1% (CpG oligodeoxynucleotide, CpG ODN) LA |7
FESee e KRB R MICDG ODNAMY g 2
FZKCER Y LR, T H RS T H R 2L T HL 2 4
it S 3 I BRA TR 5 C p G P 1) B i S A% 1 1R
(CpG ODN) F-RA P IS £ JFFH 0 /N BUATTH B s 7K
RN Gz I RENR, A S RTRT S e v e s VR T

ROEHIN T 5.

1 RIAISE
1.1 A BEPEBALB/c/NR45L, 6-8JHU%, W55,
H20-25 g, WM SR Eh# 0. CpG ODN
B %1 415" — TCCATGACGTTCCTGACGTT—3", fH Fifg
T AW AR A R A A A . LRFREHT b st Kz
Wik B A BR S =1 AR P2 R A D A A A B T
FEFTHEAE. FITCARIL BT/ ERCD4  mAbRIPEARIC I BT/
fCD8 mAb, X FR 3 AP ITCAR I BT EL I gG2b,
PEFRICHIPT R IgG2a, W HeBioscienceN . & &
I P95 B R PR (PUHB s ) W70 G0 1 ARk 22 s I
Rt 2 30 e 2 . it XAl e ASCh 95 [EBec ton—Di ckon 4 )
FACSCalibur.
1.2 Frik SRR T SEBALB/ e /Nl L
H5CpG ODNVREGWICH]: MM MK, Ty m=ifl
& (0.25, 0.75, 1.0 pg) , MBI T20 ug CpG
ODN. ZHFEE T 5 RA MR A WEC T . LR AR
. ERAE (0.25, 0.75, 1.0 pg) , 0.1 mg
A TS K. L8N R I 3R 419N (f
NS I, AL SR ALY (AL S
10.25 pg, (A2) OEET0. 75 pg, (A3) SMFEETH
1.0 pg; CpG ODNEKA L9 I & 41 AB4L 4y : (B1)
ZHFPET0. 25 pug+CpG ODN 20 pg, (B2) ZJFHE0. 75
ugtCpG ODN 20 pg, (B3) ZMF¥#E1Hi1.0 pgtCpG ODN
20 ng; RAHBES OHHERBEE A ACH S (C) &
JFEET0. 25 pg+ RAN0.1 mg, (C2) ZJH¥ETH0. 75
pgt R0, 1 mg, (C3) LHFEWIL. 0 pgtkAWO0. 1
mg. 2 4wk /N RBRERI, 2B, 20 C
17 B N R—HE S ELTSARL I Bt-HBs, 4%
YL HEAT, W5 WO G A 1500, HFERPTBEIL, BETHE
ELA B RBE AT F. ik 50 uLpit4sin, HFITC
FRACHIPT/NCDA mAb 1.5 L, BIPEARICHIHTRCDS
mAb 2.5 pl, =EHEBFE15 min, BOE, #RJ5HINHCL
B2 nl, =FCES min, RMRLNM; T
By, 22 B0, UOVEMPBS 2 mLEE:, FHGHEEL,
% b DOUEIIPBS 200 pLEE BHL, TR Tk
MR, 100000 . HLAH K AE4HrCD4™, CDS™
TR 40 i 7 4 L.

Bt AbTR CRJUSPSS L1EAEgeit, w4l K
AR FH e A 56

2 #R

2.1 PMRFEHBsAKFAU/L) ] 2 BF 5 44 8
PR 2 wkAS [R5 7= 28 f PR = 2R KT B I 2
Z5. CpG ODNEXA S PR i 4l 2wk Wor:
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CpG ODNEKAH . mil & O i HPtHB s /K i+
PAMA = R4, e T A m 4l
i (P<0.05) . RAHERG S A M2 wkig 2
e BfAE ST E BRI, BUAR KT & T
(P0.05), HRAHEEA Ml O 4 2 e T
B R A MCpG ODNEES 4L (P<0. 05, K1), %
BG4 wkia, IR, B R = G,
PUAAKT- BT =, S AL 53 22 57 (P<0. 05). CpG
ODNIX & S AL BoR A . Rl S i 4l
PLHB s7KV- 52 3 i T BRG] B S JHH P i 4 (PLO. 05)
Arp SR TG ZE . RA A S Al o
PO BT, A mbea 25 (P<0.05, K
2) . [AlI LL IR - i A4 wh g Bk AKCEI R I: CpG
ODNHX A& T 7 & FF 9 B BtHB s KPR ] L
7B 2T (P<O. 05) . H S it SR i kA 41 5
F PR LRy, WAL IRl R s B 2 22500, R AT
A 205 ] SR AR R 2290, (BAEEAIG
TR S AR TCpG ODNEES 4 (P<0. 05, K
2). L NP 4H. CpG ODNIES L ATHE 1 2H LA M,
BCGEES AT AL S /N2 wkFl4 w5 PTHBs /K-
(L) s B2 A whG PRI e T2 wkikkifk
ACE (FE3) .
2.2 BRSPS RN Tk dm e LA T A ik
4 wkJi, CpG ODNIEA ZFFFHE v 4HCDA " Tibk B 40 i 77
& REAE2FESR
2501 W5 R 2

O & &l & Z 5% i
200

1501
100 -

50

0

A B C

B B RBE2 wkigiiHBs/KE.

600 - fI% ¥ & 2 55 e

[y
WS b s Z RS
O & @l & 2 1% 8

500 -
400
300 -
200+

100 -

0

A B C

B2 /IR eZE4 wkiGHHBsIKIE.

ELE B L PR T LR R A B Ar W B TR, CD4 ™
/CD8" LA Tt (P <0.05) . CD8™ bk EX 40 i 1 43 Lt 5
PR TCZE 5. RABTIEA41CD4™ . CDS ™ Tk 2 40 e 17 4>
Eb. CD4™/CDS™ LS 5 5 I ZUFH8 P 40 T 22 ) (D).

600 - O 2 wk
] %ﬁ{4 wk
500 -

400 [

300 -

200 -

100 -

0

Al A2 A3 Bl B2 B3 Ci Cc 3

B3 NFRRE2 wkild wkiSHTRIKIE.

R NEARISR/NECDA" . CD8* THEMIREDEERICDA /CDS tHE

DA CD4"(%) CD8*(%) CD4'/CD8*
BRITEE 31.47+2.15 4.89+0.18 6.45+0.39
CpG ODNEXSOAFEE 38.30+1.68° 4.33+0.22 9.01+0.38°
*NERE RS 2931£297 4.33x020 6.99+0.79

°P<0.06 vs BRICHHEEH, P<0.06 vs FNBEXGIIHEEE.

3 e

CpG 0D NXF AL A A% Foft G 92 40 P 25 L A7 H 92 i) A
H.CpG ODNZ L5 HCpC TR, JHHEA fui
FOmE R, el WA ER A/ 5Tol 1FEZ
A9 (TLR9) #HHEAEH R E MBI M. E W4 i
R SR N RESIAECBAN ML 4> 1k, LB B 4 i 4>
WIL6, TL10SF4H Mo 7 A fes sk f, 75 SB4
T IL ANy FIERIL, BFEMHCIT, B7-1RIB7-2.
AE LGS PRSI (APC), WS HZLIE. B
W A AR SR A, 5 AR TL12, TNF-a S THIZY
h IR, R FIEMHCRI s T e 7.
KBS SLIRAEN™, CpG  ODNAE Jy 1 1 T 389 i £
NIRRT, BLFEHBsAgI s J5ibE, i KHBsAglR %
N (CHTBLE/N L, B/ B XTHB s A g7 A= 1A
I S SN, R R T h 2R i TR Tk EE
BALB/c/IMi, SKHICpG  ODNAI-E A A AN [FFHI & 2
P T g% /N B 45 R /RCp G ODNELA W i 1) 90 3%
FIBAEH. B2 wkig, BCOUERKAGH. mRlE
P S35 /N BRI HTHB s/K P8 80 ) 2 F P 1 20 v
(P<0.05), FHICpG ODNfEF WS ML /KF. 7%
4 wkin, KGR O A S BE LRI,
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CpG ODNIEAE. w7 PR W o FH 2 92 1
ST (P<0. 05) . {HCpG  ODNIEA i 7 8 & P 1 5 B
MO (1.0 pe) LREm, B4 A SR il g 2
B, A4 wkin, BEGALE/RCpG ODNELS .
e 7R R T A TSR R S A
(P<0.05) AHH gl JezE 5. m HEATRIMCp G
ODNEK A FH 257 LT 1 (0. 75 ng) P2 AR P KT
e MUT et al™FEFIARFEFIECDG ODN(10, 20,
40 pg) B SHFRE T e /N R, [R5 2 ik
JKEABECDG  ODNFIE I N4 . Dav i s BT K
B, /DAE10 pgEICpG ODNgL ] LASRFR S8 4 I o g
PSR PRI, W SCpG  ODNFIEE A b, Tl B R
i, WISmREER S MARCpG ODNFH KK,
AT BE S B INAS KL B By, L AN 06 B YR 9. 3K
CpG ODNLEEWTHATE S LG, A figr= B AU s
VERL. AT 55— A B GEIE o5AR Z 95 T 19 5 ) el B
CpG ODN-5 2T T3 2 LAy vl e P AR5 A () e BE AR

H AT K Z 050 R RA T S X THB s Ab
(A, A7 A S AR R, R A
WA O 5 ] LIPS AL B A, fe2 wk
Jei, A SR RA R A AU KPR
I O, B WAz Hpd wk
i, BRO A S AL ZER. f£5CpG ODNELA 4L
B, 4 wkig, K. PRIEDAAPUAKPALTCPG
ODNIEAAH (P<0. 05) . UiBHRA S S, WA
D1 7T N P S el i 220 W VA K s ez 1
SR L0 HaCDA T RICDS " W RESM T 7R : CpG ODNE &
ZHCDA T TIFR EL 40 7 40 b I S v B P 95 T 4 A
AT (P<0. 05), CD8™ Tk [ 41 fiu T3 43 b W5 20 TG
G5, CD4T/CD8 T HAECPG  ODNIE & 20 Al W & vy 124
H O ALRT-R AT 4 (PO 05) . (Rf AT LUE
LI REHTBEACpG - ODNAMY GBS H i 7K T IR 47THBs,
117 LT 40 B G2 A7 TR0 VR L XA /Al i S s
P N 2RI T 18 M QBT R AT RE SRR AL P
A B ARG 75 28 T R 575 11 H B VRS A S 4 0 P JR 4

0 0 S 28 )3 P AT 3 9 T L 2 s ARE TN AR
A 975 T % 1D 0 L s 400 o e G A L s R S, A
MmE R, FREERBCHR, WLl R S PR S
A, AL PRSI RE Ty, AT AT LA 203 bR
S 11 H 1.

ARG HUEICp G ODNX A S E R, [
B 7RCp G ODNEK & PR T ARG M W Lu il iy, w]
PRI I S R (Cp G ODNBEG0. 75 ng LT3
B . Bk, WO p G ODN SR IR L], % B8
MG AL ) G S N & A8 B, A R
(177 . DAtk BEAEXTCpG  ODNBAFE YR AN, CpG ODN
AAAT T SR R AF e, i FLAb T BRI
REAMA AT P PR 1. CpG - ODNIBES 2 JHF-92 1 34 1]
REJ R — Ty A IR HBV RS2 I Y B R VA 7 M

4 2B
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Abstract
AIM: To study the anti-duck hepatitis B virus (DHBV)

action of the total flavone of Litchi Chinensis Sonn
(TFL).

METHODS: Guilin ducklings with congenital infection
of DHBV were used as the animal modal. TFL was
orally given to the ducks with the doses 2 g/(kged) and
1 g/(kged) for 15 days. The expression of DHBV DNA
was detected by spot blot hybridization before and
after TFL was given. The pathological changes of the
duck liver were also examined by HE staining.

RESULTS: TFL at the dose of 2 g/(kged) can lower
the level of serum DHBV DNA significantly (vs control
group: 0.74+0.42 vs 1.64+£0.68, P <0.05) 15 days
after treatment. No marked necrosis was observed
in the liver of high dose group (0/6), but 4 of 6 cases
appeared obvious necrosis in control group after
treatment. There was significant difference between
them (P <0.05).

CONCLUSION: TFL can protect duck liver against
inflammation by the inhibition of DHBV.

Key Words: Total flavone of Lifchi Chinensis Sonn; Anti-
hepatitis B virus; Duck hepatitis B model

Xu Q, Song Y], Li LY, Hou QY. Effect of total flavone of Litchi
Chinensis Sonn on duck hepatitis B virus. Shijie Huaren Xiaohua
Zazhi 2005;13(17):2082-2085

ik B
B : SR A SRR (TEL) T A X %4
(DHBV)#4EA.

Fik: RRAAMKRERBREDHBVH RS A S HER

HEAEEERERLY, 2 g/kg- d)51 g/(kg - d),

15 d, HEREARASGWEAHBEA. 5. 10,

15 d) &A% 2555 dfeiF PDHBV DNA% A, HE# &L
B R SR P 5 AL

R TFL 2 g/(kg - ) T A E15 de 7 ADHBV DNA
KFH0.74+0.42, 5 A RATBL1.64+0.685L
i, AR BEK(s TR, P<0.05(0/6), FHEHE LR
ILTFL K 5 = 41 55 36 78 BT 20 e R R I 269 &k 3R
S(0/6), L5 AR RKIFTIBLL(4/6) I LEA L E MW £ F
(P<0.05).

258 TELA## THTFRENER, FAA ARG R
K ARFFER.

XEEE: HEEEER; MRS 1BZHE

RIK, R=1B, =ML, , BEIDHk. SRS EIsnS ISR SIER.
HRENBEHAYE 2005;13(17):2082-2085
http://www.wjgnet.com/1009-3079/13/2082.asp

03I

AR R R Ik (L tchi Chinensis
Sonn) RN T-. XA Btz WH. e, H
. B2 AT RS, . EFE IR, B A A R
R EA R, wAh, B HIRNR. REets
By BIEIR . FERVERY . BN TERy AR
B, A5, B B B OBE. HT. B Bk 49
et B Ker al P NT00 mL/LZ AL AR
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PIb IR B, S T I3AME AW, 75 Mk KA B
B IS FPTEL . TRIFER, KU AARS N S5
XTHBsAg. HBV-DNASG BH 2 WdmsIVE ™. ke al™®
RIAHAZIEI A HBsAg. HBeAgH A i 25 HMhI1E
. AT, THRz e i RHBsAg. HBeAgfy Hl i
(IR ] S 4Mm BIHBY-DNAS I . 4 MidEer al
I 7% Bz N R A e P 2 I B AR e St
FitRg A T AN ISR 5 R R YLD HBV AR AR R Ay 45
T, BT T % S S A T £ AR .

1 MREITA
1.1 A MR B U AR 521735 H i R,
JRR I Fife ok ORI, Y7 W P C RYEAG I 26 RSB YLD HB V[T
AT, DHB VAL i b B 2 k2 i B 2
FURTHARN B AT HEEL. B B3 25 &0 H PromegaZy
], A="P-dCTPIA [ Ak 5T WA 2N 7). NCHEIA [ Amersham
A T]. 96 LA kA AL EB 1 o-RadAH] 7. 7 [K
s 22 ES. E. International & A7, BB
P K WA R T AR AR R A AR L T R R
(Total Flavone of Litchi Chinensis Sonn. TFL) %
RGO RETHART I, SR S o852 g/ke. PHIEZ
YR AKRBELA) FH G R 28 /K FC R 100 g/L.
1.2 7k S RIEYDHBVIE24 1, Bl 44, &4l
650 FHPEXTHRAL (LA)  AEEEER KN FRAL AL TFLR, /)
FI AL BHPEX 4125 TRCAFAILA 100 mg/ (kg » d),
AR ER K IR AL AR KT mL/ (kg + d), TFLK
FlEAL THRERN2 g/(kged), TFLFIRERAL T
il g/ (kg d). BERIIR, EGREHH 15 d. 176
iHil d, HZh5 d, HZ410 d, HZh15 d, 5
Jab d,  E G AR ER KO A B LY, —20 CHRAERE
K. DHBV-DNARIR IR B s 28403k, Hh v S
TCPREN K H 2510 5 10 I35 &8 — X LA, DL S %[
P FORID N A5 LU AR RE I A T AR 4T AR A
WR I BE U bR, SRR I35 B R %A
FIBE S AR Lk e 5, E Sl b ORI Eoia
J& Usgon) > EEAELLG FH 24 5 S [ I [1] 1L 7 DHBV-DNA
HIFIHIER, B4 6 TT ZHDHBV-DNAFIHIZR 23 5] 5 5t B 2H AH
[ii] Ff [E] DHBV-DNAJI ] 2 LU AR 452 2455 W S0 B 430
AN KB AL, 7RI O IE,  FRIE S U A
HZHZ— N, R e R SR e, A sy,
HEZ (R, SEBEMEL. K 5 AN I BRI EA T 40 v o
GiitEAbTE FIPEMS 3. LA SzaG EdlsdbiT 2 &
77 223 T SeRidi t 4 #.

2 FR
2.1 fFDHBV DNA $7KkBmE100 mg/ (kg « d) Al

5 A MY I3 D HB V-DN AW &, 5 2B 3R 7Kk 0 B 4
LA, oI, <0.01;5 Ty, £<0.015 TysIF, £<0.01; 5 [A41
YRPIRTELES, TSiF, P<O.01, T, P<0.01; T,

PLO. 01, 22 iR B s Bk, TFL /N &40 AR
AR I3 - DHBV-DNAJG 5, TF LR 2 nl 2218 %
M3 HDHBV-DNAV E, 5 R4 29 AT LLEL, ToH,

PL0. 015 T, P<0.01; SABEER/KX AL LA, Ty,
i, P<0. 05, TFLKHIEEZHH 24 J5 AN [A] I () i35 DHB V-
DNAFIHIEIRAET I 262, 5%, T, J246. 2%, T, &
28. 8%, P22, 1%; 154 BE Eh 7K XTI 4L AH 7] B 1)
DHBV-DNA I ZELET, I J249. 5%, T, &54. 9%, P,
222, 1%, S50 30 0] A= B 5 7K X6k FE 2 T, IS DHB V-DN A
JE R BE (P€0. 05), (HAET JaRITF (R D).

R ZIYTFLISOHBY-DNABIHIEBIERS (mean = SD ., Assonm )

ﬁZE TO T5 T1O T15 P5
TFLJViIE€ 0.63£0.45 0.25£0.14° 173066 1.41+0.77 1.61+0.79

TFLAKIE 1.04+0.80 0.39+0.32° 0.56+0.38° 0.74+0.42° 0.81+0.69

AIBERN 1.20+£0.65 0.41+0.13° 1.11+059 1.64+0.68 1.04+0.61
[EMINEB  0.73+0.74 0.05+0.03* 0.06+0.04° 0.10+0.08* 0.86+0.72

P <0.05, °P<0.01 vs F£IBEYX; P <0.05, P <0.01 vs L5ZH].

2.2 TELATWS AT 9% 2L 6 %5 ve 45 2H S0 09 1 A €2, R 1
I, ARG, PR JaBe N34 mT WL 40 f ik
Jif s ARERAEAR s AR B ER 7RO R 4 S50 5 T 440 et A R
ARIFGERN P RIRIE, AR WA IR AE, WL T B
(1) £F 24 A0 R [R] 5T 58 40 IR (PRI 1A) 5 B X A 5
0TS T 40 B S B0 A IR BE L £ A T ) 5 48 40 P 3 )
(F1B), {H5 243 3 KO MU LA oA 2 i s 7
(P>0.05, 3K2); TFL/NTIE AL 2501 40 Hy Hh P e
(1) 2R AT, Ll AR EE Eh /KO BAAR L AT — e I i i
AAREAG WEE 2T (P>0.05, £2), KB E
FIEFLEA, AF R TR 5T 28 40 M s (1) 30 5 3 A o (1]
1C) . TF LK e 2 512 56 09 FH- 4 B 28 A A B0 B 08 1 sk
B LR e RN 5T 28 4 e (1 1D) ,  JHF4m i AR
SO R, AR R KOG R L L T 2
5 (P<0. 05, #2).

R2 SABHRESFR

ALz JRAD SHET BEEREE RIS

- + 4+ 4+t = + e+t =+ S+t =+
ABEkHE 0006 006 0 50 1 0 202 2
BMeHe o001 5 006 0 30 3 0 203 1
TFLSHIE4H 0105 105 0 6000 600 0
TFLEEFIEA 020 4 204 0 30 3 0 401 1

°P < 0.05 vs FIBERKA.
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B TS Z BT RAPRIBIELER. A: AME/K; B M, C: TR D: TFLAHIE.

3 11iE
IR & O T K i w5 (hepatitis B virus,
HBV) 51 [ —Fofr 7 2 () thE S5 ] P o s N S48 11
P, At F KA 20/ NIEGLEHBY, 78R B g
REIE10-20%, A ULE Nt LR R R E DR
(HBsAg) #%i3. HBVRFSLE Y & T BUF AL RN J5UR M
IR B AT S PR 1, R TR B2 AT
F, e Ju P QR R B S s, HA7
TEA TN FIA BN 55 ) 8, 1 B s a2
P (o~ TP E. Bokwkse. RS, 2 8%
£ W7 BRGNP TR e E
(IHTHB V) O R A e 22 L — TUA YT 55 #F5T
AP CIHR BE 29 (0 DGR TR B I8 1 B AR
EALEE SR TR BT, PO RIF R
S 7R R A (1) A P 2 A R A
HIHBVERGES™ . (2) B AASN0 o5 9% 2 0 14 HTHBV K
25" (3) AR ATD N A B K QL SRR PR Ay b s 24
PTHBV % 1

P L9 B 25 ) M N S5 W] SR 1) 30 40 B T
HBVEUR I B . KB, REfE. BIR0. DL
WH B VAR 4% il SIDHB VUK Ib Tmg BRSS!,
R, KEREWD, migmst, Tk EED,
RIEAS B F T-90 4 Hs 55 24590 (1) 37 16 . DHBV & Mg JH-DNA
Wkl JBARYEN . R YRt ORI
MUERSE 7 T S HB VAR RYXIDHBV 5y & 4y, HoREF
w, MK, 2Tz, 2RHBVaS TAEY .
RIGHLEL K HTHB VA i BN AL, 2 F 5T

CIHF A LERE AR Y [ Ah 22 5 R e b
ot S A Bl R DL RS A S T I 28 (I sh Ry, X
WA RN TG, ZE1 mo A I 7 R e 80 e IR
— AN R A BRI B IA B5. 8 X 10%/L, Z JEEW K
W, W—pHrgz2 o E N H T S R L
SO A T8 SRR, {EL e LA A 595 B I ) 4
B, i HL A R R AT AR — s S S R
YRS IE B A 250 T 1115 d, 0 RIS RS —
HARI AT 45 2, & B RS 2t i K 26 d, IF
HL R MUE P BN /. B T AT DHB VA R A i 52
DA T S e DR 22 R 52, i) L B 52 25 ) 6 DHBV (1) 417
VR R, el R BRSO R e R MR YLD H BV [ 4
9, [ AN 2 238 F00E SEDHBV I BAL 3R i 42 0 T
P, iR R P R, — S e A S 1 8 Je
PEDHBVARH A" Bk, 1AFRDHB VG R 5
NG R AR BT T AR O, EAR BT K SD HB VA 18
YR N80%, R AFRAMHBVE YRR, (H L1
FAFE R, RIERAE, IR E S, A& E KR
M2y I . TR PRIX A ), A L 2T B AR
DHB V&4 ey 19 1 b -4 7 PRt R A 7 7%, DHBY
S Y AT WY S ol R R M X 2 R, K v BRI ()
DHBV [ B 170 #5624, 19% %, 74 I IBRHS f1
DHBV [ 4L #5478 15 28%, | MHEF/KNG, 224 4¢3k
(Anasplatyrhynchos) ZHEEVIZ YL G183, %
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Abstract
AIM: To investigate the relationship between exon20

polymorphism of 3-hydroxy-3-methylglutaryl coenzyme
A reductase (HMGCR) gene and clinical outcome of
the patients infected with hepatitis B virus (HBV).

METHODS: From the year 2002 to 2004 in Chongging,
the clinical data and blood samples of 2 400 patients
with liver diseases were collected. The total DNA was
extracted from the blood samples. After amplification,
the exon20 polymorphisms of HMGCR gene (locus
18109T/C) were detected polymerase chain reaction
(PCR), digestion of restriction enzyme and gel electro-
phresis.

RESULTS: A total of 1 354 patients were diagnosed
with hepatitis B. Hardy-Weinberg equillibrum test
showed a favorable goodness for fit (P = 0.016>0.01).
Significant differences of genotypes and allele frequen-
cy existed between the asymptomatic carriers (AsCs)
and patients of any other subgroup except acute hepa-
titis B and liver cancer (P <0.01). Under the condition of

codominance, the polymorphism of HMGCR 18109T/C
was significantly correlated with the status of patients
after HBV infection (liver cirrhosis/AsC: OR = 0.676,
P =0.004; AsC/severe hepatitis B: OR =0.672, P = 0.000;
AsC/chronic hepatitis B: OR = 0.747, P = 0.000; AsC/
chronic hepatitis B+severe hepatitis B+liver cirrhosis:
OR = 0.756, P = 0.010), and patients with C/C geno-
type tended to become AsCs more easily after HBV
infection, as compared with patients with T/T and C/T
genotype.

CONCLUSION: The exon20 (locus 18109T/C) poly-
morphism of HMGCR gene is correlated with HBV in-
fection, and patients with C/C genotype are more suc-
ceptible to become AsCs after HBV infection.

Key Words: 3-hydroxy-3-methylglutaryl coenzyme A
reductase gene; Polymorphism; Viral hepatitis B

Deng CQ, Deng GH, Wang YM. Relationship between polymor-
phisms of 3-hydroxy-3-methylglutaryl coenzyme A reductase
gene and Hepatitis B Virus infection. Shijie Huaren Xiaohua Zazhi
2005;13(17):2086-2089

LS
BRY: FITHBVA L6 K 2502 5EHMGCR AR % A M
e

FiE: 2002-02/2004—02 T % % £ 09 F R R BB
B2 400K, KA RA B4R (PCR)ARAH PR3
B3 A A M HMGCR A F 209 B -F18109T/CAIL b % &
P, R A SPSSER Ay A B vA B AR M Logistic 9 )3 454t
PR Ty k.

Z£R: Hardy—Weinberg-F##£3,>0.01(P = 0.016),
A B AR Logistic B VA AL B35 B oM 5 B
FHAT N, BRAIE A K (CHB), TR
K (SHB). FFHEALLC)EH L T A5 F (AsC)48
o, AARAfF 5L RREARZFE E 5 (P<0.01),
FEERBEEX FTHMGCR 18109T/C SNP5HBV 2 #
B KRERFZ RIELC/AsC: OR = 0.676, P = 0.004;
AsC/SHB: OR = 0.672, P = 0.000; AsC/CHB:
OR = 0.747; P = 0.000; AsC/CHB+SHB+LC: OR = .756,
P = 0.010), 5T/TA&C/THIK, C/CLRAAIKE
HBV & 4 )G 4 g k4% & 69 B Bk B 538 3
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4518 Hardy—Weinberg-F#r#0& EARIRAL B, HLU AT
WAL LA RAFR A, ERE KIEFZHMGCR
A E204F2F18109T/C S AR5 ZHE AT LA X
KA.

XEEE: HMGCREH ; £54%4; ZERIMHTFR

WEE, BEE, TFHE. HMGCRERZHMS 2 BURSMATIRERD1T.
HHRLENBIAYE 2005;13(17):2086-2089
http://www.wjgnet.com/1009-3079/13/2086.asp
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e AR R s R X, HB VIS PR AR
B, 5 R AR REY), A ]
AR RN E, PRIAT SCIL AR BIL IS 32 0. &
AWFFE A I RIS AR [] R 993 B 70 2 AR AE SR G AN [R] ) 1 2
I, IR IR AT AR R 22 7, T A D] 35 P e K
B A AL SRAL IR 2 A P (SNP) 1 b 25 —ARSE Rlig A%
BRI A B T AN TR BEAAORT 0 2 SRk B i A 7
filt, 5 QR RAT KA EE R 2 25 M MBI 7 1 A B A
TR . 3FRIES YL I3 — IR R ATE S5 (3—hy—
droxy—-3-methylglutaryl coenzyme A reductase,
HMGCR) 2 FHF M AEL ] 525 ol ) P e, AT ) £ i PR
T2 T TR YT e ML AfAE . ik e AT AR B Y 4
FHAR - AR P Al P T 4 25 i ok o 9 9 B P JH
B, 3 LR LR P9 B 40 M PR e NO S I35 K
TALIhAE 8, eNOSKHFIE AR5 ] 5 ClE
S S A HRGERMG CRIMIFURT LA DI B A RS A
{9 FF R AR 4 ) S 3L 2 A8 MERO BT ST H RITIR 2
AN TS [ L 5 5 T R 5. BUSRHMGCR
FH 5 AR B S8 RARER 2, (HA KRHMGCREE
PRIAS B 5 AN [F) S 11 90 R ARTEAR 2D, S JERHMG CRAE A
EHBVIR G Z (A TR Z, HIHRIT.

1 RRGE
1.1 ## 2002-02/2004-0212 74 1 TG 35 2k 0 AR TR
o DX UG fE B2 40041, 532 00245, Zc39845, HEikE

2-T2% . FEASWCAR 1 [R) I S5 A1 B AT 2 BERE
G R BT R SR AT ENL, LB R A2 WK - 200047 75 42
Stk A ER TR R S BUEAT R R R BR T
7 HERIBRE, SRAEFRAIRAG L A1 R .

1.2 ik SREERIKIMS mL, EDTAPUAEE, o RMilleryk
AR AN A MIDNAT, FFHERDN AN K HiRE 42 249K FE5-10
mg/ Lk F BT HI96 FLDN AR ; Z%GenBank
R B R BEA TR, e PEHM G C R A A8 v A [T A
TR 2040 1 18109T/CA7 ASFFT. I 28 A
it 5 s 2 (P CR) A R ik g 0] 7 v 1) s BRI Y, 12 ]
primer premier 5.0t 5IY). BEUIGL A, BT
WO (A WRHT BR A RS H) 4R Sense 5’
-3’7 tet ttc aga gag gtc tca ggt tc Anti-sense
5" -3’ aat cca ttt tca act ggc cgg, WYIEFNci
[ (NEBZ2 w]) R5IA7 s K e e/s gg. PCRIN 24195 °C Tl
ZPE3 min, 94°CAEME30 s, 54°CiBk45 s, T2°CHE
130 s, 72°CHEIR5 min, fEIRIKELB0IK. PCRAHEFY)
FE M EAL0 g/L )2 o/ LB dk i vk, Bk DRI Y
A 5 AR Bl D) i RS FELUK AR BRI E , bt i A
W =5 E.

Bt A RHSPSSHTHRA AL BE, S5 A7 S A
HIEHERRIE, Hardy-Weinberg V-4 LA A 9 4[]
(2 S FH ANy R, LAAES FLogisticlmlJAfZIE
TERE MM R AT 70 2 0 i, LAP>0. 01 HHar dy-
Weinberg THA AL K5 2<0. LKL A BEALINI A 4t 2

S
ZEFF.

2 BR

2.1 HMGCR(18109T/C) A B A 69 )52 1K) ) Bt
Lk O BeF e BE R an e TT: 252 bp; CT: 252
bp, 20 bp, 232 bp; CC: 20 bp, 232 bp (E1). b
A AR O w I AR S (T 2) 36 A6 il ) A B e
PSRRI/ R

2.2 Hardy—Weinberg-F# 447 12 Wi £
REFHFRI13544], Hardy-Weinber g 44
P>0.01(P = 0.016), WEILR; SHREHETSE

B1 HMGCRI8109T/C)EREBVHITE. A: 1: TT; 2: CC; 3: CT; 4: TT; 5: DL2000 marker; B: 96FLIEMRFLFE. M: DL2000 marker.
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*ANCTTCTCCC TCACCCCGGGCAGTTGAAAATGG

GACCTTCTCCCTCACTCCGGCCAGTTGAAAAT

ATTGACCTTCTCCCTCACCCCGGCCAGTT

B2 HWGCR(18109T/CEREMFBIRES. A: CC; B: TT; C: CT.

LW 2 [R5 R A AR EP<0. 01, ZHF i s34
7 5518 L+ Ak + B 98 21 2 1) S5 A3 5k R AH
trP<0.01, ¥WHBEHES (RD.

2.3 dE KM Logistic =12 541 by 8 o BT 491 45 21 2 1)
SRR EIE I ZE e, AR Logi sticHlJHMR
IEAEUE SR R 22 e i — 20 KA, 45 R IAE S
SYERE FHMGCR  18109T/C  SNPHBVIR G Jo 4 ik
AEFHRE, ST/TRIC/THIEL, C/CIERIMAMALERBY
TR Ji5 e by JORE RS 15 2 (1) T vk S ey (2,
SR or = 0.756; 95% €7 = 0.611-0.937).

R HBVERAGAREIEFREEIIHMGCR 18109T/CERB L EAIER

3 1Tie

JIFL 2] P A2 HMG C R M JHE U () Dl e, TTTHMG C R VL[] 7t
B B OCRERR, 3T I SR BHHM G C R I 570 ) 48 mT
WY S C4 36 3 20 FF U S R AT E Zh B, AT BT 9EA N
SLAM 0] A48 A I S i 5 SHMG CRIE M, IR
WoR TR A, RS EwA—, HZL5EN,
HMGCRE TG H WA E VIR R, Hit LR SR
FeMEAR I 1A% 2 AL R IR %2, SRR Y
by Ferp Rl HEAT P SR I 5T T KRR A [A] e
o DRIE A VRS 2% 1T HE 3L R A B 2 DG 1B FRATTISC R AR A 1)

HRR ENTER(%)
bapssl n IEBIM/F FHEx(s)
cC CT T C T
AsC 192 109/83 34.787(11.291) 58 78 56 50.52 49.48
AHB 10 8/2 30.253(10.244) 3 2 5
CHB 837 653/184 34.311(11.561) 193 307 337 41.40 58.40
SHB 139 113/26 39.989(11.811) 31 52 56 41.01 58.99
LC 157 126/31 41.964(11.441) 40 60 57 44.59 55.41
HCC 19 13/6 49.263(12.253) 5 7 7
LC+SHB 296 239/57 40.325(11.589) 71 112 113 42.91 57.09
CHB+AsC 1029 762/267 34.648(11.207) 251 385 393 43.10 56.90
LC+CHB+SHB 1133 892/241 35.597(10.207) 264 419 450 41.79 58.21
AsCHZIHRSIER, CHBNIEZAT, LCHAHE, SHBASIEATY, AHBANR AT, HCCHARTE, P<0.01 vs AsC.
222 HMGCR 18109T/C SNPSHBVERRXEXHID BT
el faETl HEMET
NE
P OR(95%CY) P OR(95%CY) P OR(95%CY)
LC/CHB 0.354 0.823(0.545-1.242) 0.415 0.859(0.595-1.239) 0.205 1.150(0.926-1.429)
LC/SHB 0.578 0.858(0.499-1.474) 0.608 0.883(0.549-1.420) 0.399 1.108(0.873-1.406)
LC/AsC 0.051 1.898(0.997-3.610) 0.068 1.739(0.960-3.149) 0.004 0.676(0.517-0.884)
AsC/SHB 0.080 1.773(0.934-3.367) 0.064 1.739(0.967-3.125) 0.000 0.672(0.5654-0.817)
AsC/CHB 0.070 1.414(0.973-2.057) 0.014 1.579(1.096-2.275) 0.000 0.747(0.662-0.844)
SHB/CHB 0.770 1.068(0.687-1.660) 0.890 1.027(0.706-1.494) 0.739 0.976(0.845-1.126)
AsC+CHB/LC+SHB 0.773 0.954(0.693-1.314) 0.909 0.984(0.743-1.303) 0.653 1.038(0.882-1.223)
AsC/CHB+SHB+LC 0.066 1.413(0.977-2.045) 0.013 1.583(1.103-2.272) 0.010 0.756(0.611-0.937)

AsCHZIHREEESD, CHBNIBZAT, LCHREN, SHBASIERE,
RORYIABFEZ M Logistic@IBOHTHMS.

EMHETUTT+TC/CC, [RIMEHEINATT/TC+CC, HEMETNTT/TC/CC, PrarE



MBS, F. HMGCRERZ OIS CEYRSIEIFREX DT

2089

[F) BN S5 PR R AT 03 22 B R s N H i, HERR R — AR
B2 AR T BUTT bR A H 52 (1) R BE. A W HB VB G
FAR M E, AR FEA T2 ORI e BRI
B 2 L ERTTER SN, A RER, Bk
FEAHardy-Weinberg Pk 5:2>0. 01, 14 BRI
K, ULIHBCERFEA AR BT R r AR ke Ik
TESZHMGCRILPE 204 ik T-18109T/C £ Ak S HBVIEK Y 2.
[EAFAE G LR EE S SHB VIR QIR R FE A H &
Y2 AR ATRATAE 22 5 LAAE& M Logistic
R YA TE A R 1 ) R 22 AT 23 B R A 3 S P A
"FHMGCR  18109T/C  SNPSHBVIE G i iR A ik 2 ¢
B, ST/TRIC/THR AL, C/CHERABIAALEHB VI
Gl Ji5 e 0y JORE RS 7 3 11 i Sk S . T TR
SEFEARTE SR 5 DL B B D AR A N5 #T s
BRLLE T KAEAR S AT 0E 50, FRATT 0 S 56 7 K IE 52
HMGCREE R A & HHBVEYAT ¢, & THMGCRIEE[FI204h
W 18109T/C  SNPAY H L RE (5w il A7 1 Jo ik — 2
WA 5K,

ISSN 1009-3079 CN 14-1260/R 2005 4= FAX )1t 5 15 iz i

ZEXE

SRR, WRE, HRIERE. A S N P TR KN 3
IHEE=ABE2EIR 2003;24:203-206

BN, FEE, BEE, &8, ARE, &%, #K, XI5\
JH. ZFFR . MERAIHIV-1EE AR CCRS5, CCR2AISDFL
SFRZERZ MR, R ATH A 2002;10:19-23
Harada H, Pavlick KP, Hines IN, Lefer DJ, Hoffman JM, Bhar-
wani S, Wolf RE, Grisham MB. Sexual dimorphism in reduced-
size liver ischemia and reperfusion injury in mice: role of
endothelial cell nitric oxide synthase. Proc Natl Acad Sci USA
2003;100:739-744

FEN, FIIER, BRR, ESM. AR -SSR AR
DR IR . hEREAE RS 2001,17:1243-1245

Cai SR, Motoyama K, Shen K], Kennedy SC, Flye MW, Ponder
KP. Lovastatin decreases mortality and improves liver func-
tions in fulminant hepatic failure from 90% partial hepatec-
tomy in rats. ] Hepatol 2000;32:67-77

Lalovic A, Sequeira A, DeGuzman R, Chawky N, Lesage
A, Seguin M, Turecki G. Investigation of completed suicide
and genes involved in cholesterol metabolism. | Affect Disord
2004;79:25-32

Miller SA, Dykes DD, Folesky HF. A simple salting out proce-
dure for extracting DNA from human nucleated cells. Nucleic
Acids Res 1988;16:1215

Zivna H, Zivny P, Palicka V, Simakova E. Influence of high
cholesterol diet and pravastatin sodium on the initiation of
liver regeneration in rats after partial hepatectomy. Nutrition
2002;18:51-55

YiE EAGE Wik KET

FoREAL

ERFARURENG (PXBHAZLAEL)
2004 & pa B #% £ & # s B F

AHRR  ChSOZ L WITIEEE B 2004 SRR ZE 2, AKHRE SCER VT EESA I R BRGSO BETT N SR OGRS 2R TR
IR, HBT R L GV, A NI S B 2 o R 2RI AR O T, N P SO D TS HUREY 2004 4RI (BB IURR ) .
AIEAZ ORI, #5105 “2001 SFEFALSRHERESTH 7 . % 10T 2004 4F 7 H A6 AL IR .

ZACT 1992, 1996, 2000 R = hi, FEARS TR TR M, BAHEIRA EARA. IR BT D0 1% 00
WEFCRIAR LS T T 8w AN, Ml A D At B At 2 75 2, D ] A AN P05 4R 1 16) rh S22 AR PR DAk R I Bt T 2 25 R4l
PR T PSR e R AR T O3, RO B e BRI S TR . T R A SO R AR R R B, (R
o IATIEE H B ) 2004 SEIRGRZS 2y, R T WRAZ O I TIIRIT ST TAE, R4 R4S T i =M, Sz ol FIve
MRS M7 CERIFM IR R ORI B o B I TIcR ) o VPRI R0 IR 1 T 5 5 1 45 )
BT TIRAWET, AUl b, 32D b v 7 ik, 2 sEnRbE AR,y sRAF VT 45 S B8 S VL M4 7 rh SO 09 SE B o
ARIRAZ W T EVAY, R THRE. PR, golE. Mol P, k. 3RE SOl [ Py o 2 R T RIS
TNV IRRR, ARV FRFR G VIR B FEk 51 B, Gerl SCRREIA B 943 JT R IR (1999-2001 4F ), W RIHTI 1 J7 2 TH.
AKRIEEINKR T R VP B, 1873 A 4B RSN T IO WITIVEH TAF . id e SV R PEVET,  AERIE 1E7E H R o SC3 1)
FPPERE Y 1800 FIAZ LTI, 40 R -ERg 75 MERIEEH L B R & ERME OIATIER L RO IR A T I — SR A LS A 4K,
A AT DA 2 RZ O AT, 3 ] DA 2R IE AR AR ISRV A, 2 PSR T ot AR ARMA S A 0 A T A e 1)
ANH] a2 T HAS .

%0 bR 2 BT PR R b A B AR I T AR & B s bRt B AR RO SE VR RIS AR F UL ST T, b
PR TAEF S b i s P EREE B SR R E A SRR E B SR 0 N RS AR R 0 S AH DGR
HR %% FAWIT TAESIN TR .



PO Box 2345 Beijing 100023, China
Fax: +86-10-85381893
Email: wejd@wjgnet.com www.wjgnet.com

World Chin J Digestol 2005 September 15;13(17):2090-2093
HWHRE 23 ISSN 1009-3079 CN 14-1260/R
20054F FEARYA th 57 B s e it

o F B 57 BASIC RESEARCH e

22 5 BT Eh Bk T T P B = il iph 2L 37 A E AT AF 4E (L A BY

MW, 1k e, I E

=W, %%, XEE, TEAEAKEHES—ERH 7 40m
110001

=N, B, 1973-5-164%, STARNEDA, Nk, PEENKS2000%4
MRS, MIEFREERASZNEE—ERNAR, E8Em, £
BMEBFHBERIN NBTHR.

BWiEE: R%, 110001, STAMMEHNEXIE _BK2S, EER
REWEE—EFRBEIR. xuke@cmuimaging.com

E51%. 024-23252365

INFSEH]: 2005-06-28 #SHHA. 2005-07-09

A new model of hepatic fibrosis
induced by intra-arterial injection
of iodized oil and pingyangmycin
emulsions

Feng Li, Ke Xu, Rui-Bao Liu

Feng Li, Ke Xu, Rui-Bao Liu, Department of Radiology, the First Af-
filiated Hospital of China Medical University, Shenyang 110001, Lia-
oning Province, China

Correspondence to: Dr. Ke Xu, Department of Radiology, the First
Affiliated Hospital of China Medical University, Shenyang 110001,
Liaoning Province, China. xuke@cmuimaging.com

Received: 2005-06-28 Accepted: 2005-07-09

Abstract
AIM: To investigate the feasibility of setting up a

hepatic fibrosis model by intra-arterial injection of
emulsions of iodized oil and pingyangmycin.

METHODS: Twenty-four Japanese big-ear rabbits
were divided into sham-operation, experiment A
and B group according to the doses of emulsions of
iodized oil and pingyangmycin (1.2 and 2.0 mg for A
and B, respectively) injected into the hepatic artery.
The live specimens were obtained 1, 2, 4, 6, 10, and
14 wk after injection. The histological changes were
determined by HE staining, and the contents of platelet
derived growth factor-B (PDGF-B) were detected by
immunohistochemical staining.

RESULTS: Six weeks after injection, typical features
of fibrosis appeared in all the liver tissues of group A
and B, and the pseudolobules formed in some tissues.
In group B, sclerosis with a diameter of 1.0 cm was
found in one of the four rabbits at 10" week under light
microscope. The contents of PDGF-B were significantly
increased in A and B group as compared with those in
sham-operation group 1, 2, 4, and 6 wk after injection

(integral optical density: 118714+14941, 154344425102
vs 42745£871, P <0.01; 130399+11690, 164855+15486
vs 4405241043, P <0.01; 116594421230, 147099420317
vs 41081769, P <0.01; 10173248794, 12417720429
vs 463661975, P <0.01).

CONCLUSION: The model of hepatic fibrosis can
be established successfully by injection of iodized oil
and pingyangmycin emulsions into the hepatic artery.
PDGF-B plays an important role in the progress of
fibrosis as a promoter.

Key Words: Pingyangmycin; lodized oil; Hepatic fibro-
sis; Model
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fik L
BeY: T ZE R pkiEZ T MEEZ s HILA
(PLE ) HRIMEAT £F 40 BE AR 04 7T 4714

Fik: 4-5 A# B RAKF G k242, BEFFHIRIEN
PLEZ W RE o B F R0, SLIAZ, SIHBLA, &
BTFAREL, 2. 4, 6. 10, 14 wkE T, &
HE# & Z AT A K B FB(PDGF-B) %.0& 2848
Fe,.

R 6 wkiFALL A B RATIE) 7T WA R 4F ek
T, HoyAALA TR, BARIO wkBt4 2 & F
AH—REA—ARH1.0 cm KAWL LES | BT
ARG AWML HAL. PDGF-BRZ A EETIL
B dm FLRLRE B LT e Rl f P K ZFa 44 &, A, BARY
XBEAAAIESIEL, 2, 4. 6 wkBEFRAW B A
2 (118714 £ 14941, 154344 +25102 vs 42745+ 871,

P<0.01; 130399+ 11690, 164855+ 15486 vs 44052+
1043, P<0.01; 116594 +21230, 147099 +20317 vs
41081 769, P<0.01; 101732+8794, 124177 + 20429
vs 46366 =975, P<0.01) .

it ZIF R EPLER VR 4F e AR R 2 &
%, LT HRAK. PDGF-BE A F 4y B3 AT 4
5 TR A Y il AR
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PR R (bleomycin A MER—HrE = Hiim b
#, PR N I 32 ZERIAE R il 98 A5 A B it 21 4
1Y 19854F, Matalon et al' Hibleomycin¥t il
SCREAT IR, 1 R AR 4R AL 19924F 4 vt
et al it oK B P T B B 2 S EOK U
rYEfl, I JE U NI B 8 2 AR I T A AR Y
BT Z R AR SF R 27 22 X B R Rt —
bR 21 A A ISR 1R 732

1 MR35

1.1 A A5 R HA K AR24 5, MEMEAR, &
JFiE2.540.2 kg, HPEERIKEESLE S0
B, BT KRB 3], HP BT ARA4, s
BAHI0H, SLHBAI10H.

1.2 Zik AR R T R4 hEEf, 4 hikK.
TRARGH A S (KRR PO F T EFST) 0.8 mL
im BEEE, METPZYIO8 emke, HEBEESS, BIMT/NM
(e & bSEpr /D REH RIEAIZ0, THE]
T ERBIT, AT LW S kRS, AT A
JEAN, g e WALk S ARk,
AT, F55 213k B 28 RISl ik s o i B Skt 1
T =Bk 2. o TR 4R RIEAO0. 4 mLAE
FRERIK: AZH10 2 ARVENO. 2 mLAfy+1. 2 mg FRH%E &
+0. 2 mLAEFE Eh /K R TR B FL A BAL10 AR A
0.2 mLByh+2. 0 mg F-FH%EE2E+0. 2 mLAE B £ /KB R r)
TRAFLA. 2 EIR A S R 44 R L min,
TG LG I A% AR i R JC B A, AR
Y B s I ARAIA R A, AZL B H B L
s H A (G5 AL, Bl TRJEL, 2, 4, 6 wkiT
AWK, SR P RAS A Y2 ek NET, > ENLA
A2, FRENNE, SRS, FET IR
FHFARJIVIE 253 mmX 3 mm /DR HFH A,
18 GIF 2 T T IR SR AL B B 2R, B it 4 4
JE Lk 0l 42 A B R 2 2R3 K ph e Jig S B 4 2R
LR e, 256wk 5 Fid 14 - R A iab e,
AYL B F 15 KA (G5 A2, B2) ol T ARG
10, 14 wkIOM. BUA bR AR H A B, 5 pm
LY, HER A, Jebs NS IT 41282 0. ifi
AN A A KPR TBAE (PD G F-B) #huis 41 234k 27 Y (1%
FHABCYEBS s R GRF &0 T QU L A =) Lo
A s K, 2 g/L TWEEN-20PBSIEpE; 4 g/LEE

AP IMAPDGE-B—Hihifk: W it
s JEIMABCE A); DABGM (BEi(h) ; B H. 1
MetaMorph/DP10/BX5 R (0 Wik I % o M (U 41 234k
e sy A, BN LG AR SR A 5 ST, Wi FERH R
ety (BRs () A 6% B (10D) ,  TODE kR
Y Z P B Ek . AT BB AE A i D) 1
TODAH.

it AbTE SRFHSPSS 10, 048k Aa [k £t
WE .

2 BR

BRBIAI 2 wkis UM JG 46T — A GET: R R 2% 18K
PRI I 5 SR S5 ORI R AE) , RS0 S 344 S 00
IR A D BRAEAT

2.1 RAKRML AZH: 1 wk, A1415 54433 G4t
GWEIEOAR A, A N R8I 2 wk, Al
1 4305 I G I U R0 0 X 3R 7 o R, TR
Akl 4 wk, KAEMWS2 wkistFi: 6 wk, A14151
G P 4 DX IR A 1 i B, BT I &3t — DA
B, BFRIEY A 10 wk. 14 wkINF (A2405 2 )
KM 6 wkAHh. BA: 1 wk, B1ZH4#B5 2 % T
FMAME AL, P& RBR; 2 wkiFgadt—2A8
Bl 4 wki RS2 w4 (BLAL S 28 2K EUH Ji5 4t
To1H B4 4781 H) s 6 wki AR L it —0Ar
i, RIS AN 10 wkiFB24H 4384 R h A1
SR W EHAR21 enfORLSE T, Bihd, 1)
| prb e B 14 wkIN R 510 wkAHT. RTF
RUARIEER], RiGH, AR

22 AT AZH: 1 wk HEZL(0n] W 40 Mo 42 B K REAR
PE, 0K, RIS, MM, XM AR
WHs 2nwk HEZL (040 M 0] KRR, M5,
5 FE A M o] W IR s, SR AR, VA XK &
TR e (EI1A) 5 4 wkINTHE S 2 n] WL -4 i v s
IKFEAR M, I DX AT L 2T 4 20 23486 A 0 43 bk B 4
B, AN TREEG R, SR 6 wkiNHER A n] I
JH 20 f A2 B KR AR 1, TR X AR e 23084, )/l
PWREMRYFE, TERr B SeaR, B 4 n] LY
A TR AT 4 2 4 A 23 T 43 B S T B /N i (1 1B)
10, 14 wkiPesi FikAr 56 wkifif. B4: 1 wk HEH:
o] DL g0 KRR, K, RIS, HER
i, 1 DOREME IR 2 wk HEZL(JH-40
S KRR P, M s s, 30 20 40 i mT DL 1 2 14
AR, SR, JEXOREIMRE IR 4 wk HE
et A M A B SR K REAR, T XK bk L 4
W, LR, AR B R, S A
6 wk HEGL OO0 /K A AR PR ol T X 4T 4
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B TASEFTEGRIFIEAA (HE). A: A1ZH2 wk (x400); B: A1ZH6 wkiB/NHIEE (X 100); C,, C,: B2ZH10 wk | 7Z£T4E(L( % 100).

MUK, /N ey, TR R seiE
B, IR HE AL 2R ] L3 AR (1) 4T i 2 2 41 28 T 4 )
BSIE AN 10 wioleBi N T2 2 2 T 4tk ik
AR, R4y DR IR T2 R T K AR 3 2 1) 41 4 45 4k
MR, oW BT gty (J81C,, C): 14 wkiNOGE
N0 wkAHE. T ARA R A&,
RAHGVHESE, N 25 S

2.3 PDGF-BR AL & 2% ALKBLA G40
it JS % 2T 44 1) B v 245 ] WP D G F—B 4y 20 A% BH 1 et
(BRo e, [E2) . Yt nm 5 BE ORI [ AN [ A B AR

B2 A4APDGF-BRBI: (ABC x 400).

b 50 B G o AT O R R 414 K%, ALKBI
%5 R e A e o S o0, RAR G
A (T0D) 1R A G it Fahn. A1 KBIAH AT 0D{E 7
2 wkiN ik, 226 wki B R FE. ALRIBIZHTIODME
H5EBRFARALBHHET S, it ELAREER
(P<0.01) (£1).

&1 PDGF-BEZATEZ DT (mean + SD)

aris] 1 wk 2 wk 4 wk 6 wk

AZH 118714 +14941° 130399 + 11690° 116594 + 21230° 101732 + 8794°
BZH 154344 +25102° 164855 + 15486° 147099 + 20317° 124177 + 20429

{7&&% 42745 + 871 44052 +1043 41081 +769 46366 + 975

°P<0.01 vs RFAL.

3R

VR R E T 1K 2 (bleomycin) JRASK S, ‘BT
I P B2 A0 B A7 AE AR RS e PRI A B SR A Y, X
YE ARl “ R AE I 1 A I P~ B 2 2%
FX A “HEMAEAER 7, K1 0% = 5 il TR &
FLANE A B Bk Nl T S 2R e A iy, 5
G A G (0 ARICPDGF-B, il B % o M 22 H )
BB DR NZ AT e T I ML PDGF-Big:
Z A it BRI s A 2 —, el
AR et T B sh IR 7, e ) A 2 (R A i
SEARAN I TE, A AEIH ADIR R AT I FHS CH Ak
TGF, TGRS 1, BIRMNELF4EL™ . Jfi1im
IPDGF-BI e 12Uk 2 e th, UESEPLEA S 4T
S R HPDGF-BiA 82 5 1. 1t AZL5 W A Bkt
FRAS 1) i L U2 T AT, AT TR HPDGF-Bi
FIEHBAE2 wk, 26 wki CHWE N, bURFEE
AR A B RN AR e R B . 25 A AT B T
HE S (.45 RN S e A U 22 5 i o A 4 S ml LAAS
T4 PLER] SEUHAMMBItG, 2 wkisJH-40 Ha s
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R, PN T HERS 20 Mo AR PELE Bk, PDGF-BIR) iR
AR TAE2 wk, B[] 4R PDGF-BI¥I #2124 th 75 1258
WD, BTN EIAES whoT28T A e TR L.

AT A AT 5 e R4 0 %) TR 25 K0T - JRE B 2 ]
A AN AR, SRAE, kT A A A R 2T 4 2 24
R, PEUTLF AR AT R BT 2T i AL A )i
TG00 TR SRR N R b i e R AEAE T
DX, Bt it o 0 T 1) /NI P B AR JHE P 5 A 1) K
A RN, AR B R EASE, 6 wk
If RRT = A2 B S AR A 08, SR P 23U T
B, A10 wkiy R H S £ 25 45

PLEMEANHNES o1 TR0 5 1 5 A0 2 b g 4
Bim20 dPY, i15PBHE A IR, ke
PEFE 7, 756 27 44k = 25 1R 245 A DR 3 P 266 A
JER T —IRG Yy, A FEORFI TN G
JE RS, D RE R B A WAET . b A T A
SCUG R HA B KA 2y, AW E AR T ERE,
o TS 2y fa = A A g B EE A, Bk
PET-HAR. AL 5250 B 1t TR AL T &2 A
IR . S AZH R BEH 19 1 A 35 A [ 5 B HH B JFF £
Yefk, BRI AR AL S 0G S vh T 8 100%. Z5 b
&, PLEREVEVENT A A L — IR 2, #ilfE)r
T, BRI, ST, MR
A, B FRR T A MR A
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Abstract

AIM: To explore the effect of demethylating agent
5-Aza-2'-deoxycytidine (5-Aza-CdR) on the growth
of human colonic carcinoma cell line SW48, and to
investigate the possibility of its application in clinical
treatment.

METHODS: Human colonic carcinoma SW48 cells
were treated with 0.4, 1.6, 6.4, 25.8, and 102.4
pmol/L 5-Aza-CdR, respectively. Then the growth of
the cells was observed by MTT assay. The cell cycle
and apoptosis were analyzed by flow cytometry. The
expression of the tumor suppressor gene RASSF1A
MmRNA was detected by reverse transcription
polymerase chain reaction (RT-PCR).

RESULTS: 5-Aza-CdR inhibited the proliferation of
SW48 cells in a time- and concentration-dependent
manner (1-5 d, 0.4-102.4 pmol/L). After 5-Aza-CdR
treatment, the number of G,/G, cells was increased,
and 5-Aza-CdR blocked the cell cycle at G, phase.
The apoptotic rate was also increased significantly.

RASSF1A gene was reactivated by 5-Aza-CdR in
SW48 cells not expressing RASSF1A.

CONCLUSION: 5-Aza-CdR can inhibit the growth, and
promote the apoptosis of SW48 cells by eliminating the
methylation status of RASSF1A promoter.

Key Words: 5-Aza-2'-deoxycytidine; SW48 cell lines;
Cell cycle; Apoptosis
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BW: kP AR &2 - AT (5-Aza—
CdAR) XS W484: 17 M % 4m fe bk 2 K 8 0 2R %9 %
), AT E G R IG T 69 T REE.

FiE: HAMERKREH0.4, 1.6, 6.4, 25.6, 102.4
pumol/LAFF A DNA Y & 445 B 49 4] F]5—Aza—CdR 4L
22 K B dm ek A T MT TR A M 5—-Aza—CAR AT &
W 9% 4m ROk A 7 R Hvm . R R K aa e ) AL
5—Aza—CdR XS W484E I Ak i 2 R bk 24 K B B 28 —
#% v, R T-PCRA& M A 22 4] 5 #4795 A IR ASSF1A
mRINAF & 69 5 %

ZR: 5-RE2-MASLFA1.6 pmol/LFL T A Z
B AR SWARLE WA AR J& ta i e 38 78, i JA B P 4L T
GO/G e miet]l 493 %, i TG 8, AR
2, mEA RS GMAERIRE, B RE— TR
NEEMX. 5-Aza—CdRA 5, TRASSFIAR L #
SW48%: 7 A & 2l ALk 7T A 31 2 IR ASSF1A %) & 47
Ak,

R 5-RAE2-PLASLHF TIH R L iz A H B3
FFREAKRE, AL FHE A I SWASLE IR
miakkeg £ K, AR T

XA 5-R -2 -WEME; SWASK IR EAAE; Hit
AR MEAET
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IREBIREI ST NN, BRENEHATE 2006;13(17):2094-2097
http://www.wjgnet.com/1009-3079/17/2094.asp



518, F. 6-"4-2' -RBREN WAL IIREMREF1THIEIE 2095

0515

K e 1 e A6 R Ji v DNA FR A 1 1 ik Rl 3R A 1 it i
P FE IR o R AR A A 3z ir s Y e AR i
R, Al e PR RAR I, e ol 2 T AR L U0 ) e A 0 il
JAMIBT VR U A L. RS SEES CUR S Y R4 )
FI5-AA4w2 WA (5-Aza—2" —deoxycytidine) il
i 2 A AE FH WA 2 M CpG B iy FH AR IR i L A
FOPrRIL, AT KE M DIRE.  RASSFIAZZ 20004 4R
T8 N3 G 0 A TR e 9 L Sk Py o S 28 Ak a2k 1
DR BAT TR FAMTT, K23 2 40 A3 oK 4 9 WL 5 R A
P B4 )5- 222" — Wt AU T 0k N 45 i it e 4 i
HIRGE 2, MR B ST 52 . FEXTRASSF1A
e R RIS G OLEAT THFFL, BRIT5-R 042" i %
JLHF I T 25 e e R R 7 1R AT RE .

1 RAISE

1.1 A N 250 M98 40 MO AR S W48 ph A v BL B K 2 W]
T = 2 B B e B R 5 e AR RHE I, R 75100 mL/L
ARG 100 kU/LEER 2 M5 2 2= IRPM 1164055
IR, FE37°C, 50 mL/LIICO,, Vi 5 LR 1) 45 A T 8%
7% 5-Aza—CdR(Sigma, USA) I =Z&/KF8 70 Vfidt cfi
LWL —TOCARAE. BN A K U 1) 45 i e 40 e, A
2.5 g/LIFRER I 10 95 40 B e PR 4 M B, TR
fsE Fid s, $%2 X 10°/ LR FRMAR, 24 h)E o B H
0.4,1.6,6.4,25.6,102.4 pumol/L CSZERZH1-5) ¥WKJE
(R e BIDN A F SR Wl 4 o FRI5 -2 -2 — i e i
(5-Aza~CdR) AbHE, 24 h)i5 37 J 29305 50T 0 45
3T IR 2, IR FERIRT, ESAEHS diE T2
W, Hea sk a8 gi4 dE T SEs, ARk
TR AN £ 240 Y00 11 5% 7 00 Ak 38 1 40 A ) R AL 5 it
T2 v FAH 22 BB WL 22 41 i T 25421

1.2 7k

1.2.1 MTTR%0 A K& 25 A0 BT G (1) 40 i 4k 455
Rigid d, A3 X 10° DA EEA 96 FLM, F4L
200 pL, BRAANSLR—AH, SCHEERISAMR, BIPEX HRA
S, ASINZ. 25 O AL AN 4 M 1. N RS 5%
b gkaih R, MRIUH —MR, ILIMAS g/L MTT
W20 ul, 37TCYEM4 hfas 2, HPBSIEYE2IK, N
ADMSO 150 uL, #R&G AR5 ming 73k 4s i,
AR G AR A b g K 570 nm R RIAME (0D
), HJa B AAE A bR, DA TA] (d) A A A
B, 2RISR (195-Aza—CARYE FI T 02 K il 2k 4%
LR AR AR, AR (%) = GRE
A — =5 R AL / (FT 0T J 2 — =5 0 R
41) X 100%.

1.2.2 @ fe B B Fe B = Fahm) RS 2 A BT 5 1T

FEMIANHL, PBSEEYE2YK, ALY % AR X 10°/L
AN, 700 mL/LIUKEEES mL-20°Cl 24 hid L,
JOARNaseAZEZKRIENT g/L, 3TCIRE30 min, I
NHAL S IE (PT) LR EES0 mg/L, 1 hiAdlE, LA
TG M ASCREAT 4 SR SR T 1 A3 A
1.2.3 RT-PCRA&M A 23] ERASSFIAKX FmRNA
Fik HTRIZOLIRH— ik & 5-Aaz-CdRALHE
FIAR LA F A0 M M RNA, LLO1 i god T 5|4l 4 5%
(Promega, USA), B2 pugiRNAZE T4l4L:1 ul 10X
reaction Buffer with MgCl,, 1 ulL DNasel, DEPC/KN
F10 pL, 37°C 30 min, 1 pL 12.5 mmol/L EDTA, 65°C
10 min, 1 puL 0ligodTI8%%VE, TOCHFHS min, &
Ly WEEEIEIR, EIK EAKIOUNMAS XM-MLY Buffer
5 pL, dNTPmix 1.25 pL,M-MLV 1 uL,RNasin 0.5
ul, DEPC/K 4325 ul, 42°C 60 min, 72°CH¥ & 15 min.
25 uLMIPCRIAZ :10XPCR Buffer 2.5 pL, dNTPmix
0.5 ulL, MBI TagDNA polymerase 0.625 pl, K21
K#20.5 pl, primerl (10 Hmol/L)1 pL, primer2 (10
umol/L)1 pL,MgCl, 1.5 uL, cDNA 1 pL. BARASSFIA
R g b ATP CRY 44, W GAPDHAEH Sih fa e
B, BTLALAGAPDH A N 2. RASSF1AG| 4% 41
2#5.5 -GGCGTCGTGCGCAAAGGCC-3 (sense) Fl
5 -GGGTGGCTTCTTGCTGGAGGG-3" (antisense). 4 4 /i
Wr 4329 bp, NS IEGAPDHIY) 5511741 )y : 5 ~ACCA
CAGTCCATGCCATCAC-3" 5 "Rl 5147414 : 5 ~TCCACCA
CCCTGTTGCTGTA-3" s F=#)K %452 bp, KM4A::7E
95°CARMES minf, $%94°CAEMES0 s, 56°CIE k30 s, 72°C
EAH60 s, F35MIFIA. f 572 CHEM5 min,  § 4G~
Y120 g/L TENERESEHLIK, MEE.

SRR 0 H A 3B R FH SPSSER A% AH DGk
PATFRIS, St K.

2 #ER

2.1 LEMHRRIE M RRTY A B A Kk R AL AE(RE B
B N M ER5-AZ A-CD RALHEF ) Jd 40 M (A8 4k, ] DL
AN HOARFRAE /N, FET, AN R k. M T TR, %
IR5-A z a—C d ROFS WAS s 4H 355 i Fr 40 ol 1 FH 52 7] =
RS AR AP, 28 5 22 43 A TR — A B T () AS )
IR S AL 2 (A AN A A7 R 22 e A B R X
(P<0. 01) ; [ — 25 W BE R AN [ 4E FH Isf ) 40 2 1) g 4
W ZEA7 R 2 e Ay B R X (PO, 01) . #E—E T
PN Bt 7 (1) 38 v R I () (R S, 0TS WAB 2 fiz I
e 210 P S B P A R BRI GR 1) .

2.2 5-AZA-CDRAF A Jid AE KA 7EGo /G W, 38 v 40 i
RS, DL EER 2RO, 2
AR 23 HT, KHHRA10 umo 1/LAGIHT-H 1. 78%, 1
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HFRAENHILZYE 2005093158 5513% 51757

R 1 5-Aza-CARIYSWABLERARREE IR = RAIRIN (%)

AYPAE(mol/l) 1 d 2 d 3d 4 d 5 d
0.4 98 95 93 92 91
1.6 90 84 75 66 53
6.4 80 74 69 56 40
25.8 72 43 30 12 6
102.4 49 40 9 8 5

°P<0.01, RNERYPBE F = 44.079, FEWEABINBEE F =12.250.

6.4 umol/L5-AZA-CDRALFRAL [P T-F K49, 25%, H
G Gk 22 7 (P€0. 05) (K2) . HIKFEIEE
102. 4 umol/LINF, 55 22 (¥ 40 i B0 4 40 IR S0 A 2
P, DRk B 40 st /b oK R A X 40 B A .
2.3 ZHEMILSWAS RASSFIAKX AmRNA# & A
225-AZA-CDRA IS IR S, WATRASSFIA mRNASRIL[)
SWAS K Jiz e 4 AR AT 4G I 2IRASSF 1A mRNATH) T 37 KA
(K1)

200 Bp=

ol —452 bp

—329bp

1 REIREBI5-Aza—-CARIIRASSFIA mRNA FRiAXFHISZA.

Mark: DNAZ>F-EFRUE; 1: GAPDHNZE N S (FE5— Aza— CAR VE )
2: 0.4umol/L 5—Aza—CdR; 3: 1.6umol/L 5—Aza— CdR; 4: 6.4umol/L
5—AzaCdR; 5: 25.6umol/L 5—Aza—CdR.

3 11E

5-AZA-CDRYA YT 2 J MR R [ P Sk 1 it s R v
P 7 £ 5 LA Sk, A SE AR R (R T AN T
L R v e DR Y S o L A 5 T T
DNAJ™JZ PEAIG A 4 5 B0 (e A ARe M, AT 51 ke
SER 55 5 5y —J7 11, A T4 ik 53 2)) 1 X CPG &
AL S, TR HE N A TUER, 40 M 5 Bl S B0%
A TR] IR 35 DR FR A0 S R ok — R T IR R AT
297 AT B2, AR LA R 8 Sk F S0 R I 08 5 g 2
F1 T~ DNAAH F A F i 490 40 35 DR 5% . P DNA ) FR 366
AN L DNAFT H1 A% 5 (R 804, BT LAIK ol g A% 2 ] Jaft
(9, DRI m] D sk v o 26 DR A 38— X3 AR Atk
A5, T DA 1% i DR L 2 P e o ) DN o e ik
MG A, SRR T IR R H . FeAi1ik
FH 25 B SEAR 770 A 28 45 P i A bk, 45 5B 5-Aza
CARTER 0. 4 umol /LI RV AT 115 &35 iy 98 40 Mt 5

R 2 5-AZA-CDRXYSWA8LE 7RIz LHARIE HA A LBAR A T ZRAVR2 00 (%)

AWPAE (umol/L)  Sub-G,Ef G, SER G,EH
0 1.78 57.26 22.10 15.27

0.4 19.64 57.21 15.99 8.94

1.6 38.71 46.27 9.89 7.56

6.4 49.25° 38.46 9.35 5.09

25.6 38.27 45.68 6.74 3.85

t =3.98,?P<0.05 vs 0 umol/L.

B, BE A TR R TR B s LA A A AR v (P<0. 01), ]
— WS 5-Aza-CARBE A 1EH I T I ZE K, AR KAt
VERI ] B (P<0. 01) . 518 S8 N g, ol W
ARG /N, BETS, AR Rk D, 3 B K
I, 5-Aza—CARFAN M A KATHFAEG,/G 3, 14 = 4
MRV R A2, DL EAE F BRI AGE, fEIR A
F6. 4 pmol /LI R H e W 2, 81 & BB N W s, vf
DL EEL02. 4 pumol /LIN, 55 22 1R 40 H 2 Ik A 1,
JEAARTERE, RINFEMIRIN, R ICAb 10 yT 25941
L, BOAEAMR R I R A B T, 17 Ak BE 1 S 4
L3R BE. FORASSFE 1A [RImRNAZE 126 6 K i 9 4 A faf
5-Aza-CARACER 5, IR HJE DR () J B k. i kb
FE5AR LA AT AT A I RASSF1AKE BRImRNA Y 21k, 97 H:
JER, 5-Aza-CARELAT 5 A R iy P Ak o PAT ) 5 D] o
RPN L IRACTIRE, TS B g 40 i A
KMER. AN, 29904 5 QA7 70 40 i 25 20N AR
AL PR AESNEAE . R i DIIE SE5-AZA-CARFN I 4 i A= K
I ZENLEL, Bender et al'™™ 'R B A [R5 40
BEPEAEH M 259Ara-C (G 25 FH B0 AR D 15 H T Ik
P 20 1, 5 R A S s 0 e A i A K R AT s A
M, 40 B RON I AFAE IR, RT3 285-Aza-
CARFIH e 4 Wi A=A I el T AR B 1) s A H.
RASSF 1AYE Ay #0 E D] 1) LA WL AL I AN K9 42
Dammann et a/""®* HETCIFSE, Ras-GTPase &if™i
W ST TR RIE— L, B FE I AR
T MAME 55> FIIANE, BG4 Ras AT GE A
5 —FRFVANF U RN 43 AR BAE i R #8 2 h k
RN Dy RE: BRI AT DR 40 i A= K A4 4k, SOnTam
SURTLY g RN TR 2 S R A 1 R (I LD
k. Lee et al™ ™ I HIEALRE EPCRITVE, A iE
WEEMMAL (n = 24) , SR (n = 95) ,4H
o (n = 149) , g5 R KINRASSFIA  CpG &y F 24k 7
S5 H AR, 328 gk 5% R o 22 g e A 1) H 5
M. KurokiT et al™ ™ FIByun et al™™*'4
Jei FH LA R 5 PCRAT 22/ B i AN Mo bk« 4781 £
ERASRRA . X154 B A bk, 901 JsUk M W i
YLLR LA R B A A M AR R AT 20 T 5 A IRASSF 1A R 2
I (4t 2 ), I H RS SRR 7 1)
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M, U DT WIRASSF1AM) T 1A % 264 & i
RASSF1AJi 511~ [X. CpG &y (1] v B SEAL T 5 1L 1)

AT ST WIRASSF 1AZ 3 R A A 2y 1 ey

WHET ZHIMRRE, Muller et al ' 7EWFFLIR
o S I TR DNA S HR AR 0 e SO, R BIAT I3
RASSF1A  DNAJ 5 F 34k BRAPCIfIL I DNA S i AR AL 1)
BHEWERZE, I4e x5S R A E A 2 s ) 7
W2 Wy SRR AR VAL A E AR FL ) e 4
i v DS v PR A A A R T v, 2 R AL R
5-AZA-CDRHA ) & B Ra va 97 i 5%
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Abstract
AIM: To investigate the expression of apoptosis inhibi-

tory protein 2 (IAP-2) in pancreatic cancer cell PC-3
under severe hypoxia, and to explore its relation with
hypoxia inducible factor 1(HIF-1).

METHODS: PC-3 cells were cultured under different
conditions as follows: normoxia; 20 mL/L O,,
50 mL/L CO,, and 930 mL/L N, for 4 h (hypoxia);
950 mL/L N, and 50 mL/L CO, for 1, 3, and 5 h,
respectively (severe hypoxia); reoxygenation after
1 h of severe hypoxia; normoxia with colalt chloride
(300 pmol/L). Immunocytochemistry was used to
qualitatively evaluate the expression of IAP-2 protein.
After extraction of cytoplasmic and nuclear proteins,
Western blot was used to quantitatively determine the
expression of IAP-2 protein, which was compared with
the expression of HIF-1 protein. Then the expression
of IAP-2 mRNA was detected by reverse transcription-
polymerase chain reaction (RT-PCR).

RESULTS: IAP-2 protein was positively expressed in

the cytoplasm of PC-3 cells. There was no significant
difference between the expression levels of IAP-2
protein under normoxia and hypoxia. The expression
of IAP-2 protein was markedly increased (¢ = 3.300,
P <0.05) 1 h after severe hypoxia and remained
high at 3 or 5 h. There was no significant difference
among different time points (P <0.05). Reoxygenation
led to basal expression of IAP-2 protein and mRNA.
HIF-1 expression was undetectable in normoxic PC-3
cells, but it was induced by hypoxia. Under severe
hypoxia, HIF-1 was modestly expressed, but IAP-2
was abundantly expressed. After reoxygenation, the
expression of HIF-1 disappeared, and IAP-2 returned
to the basal level. Colalt chloride activated HIF-1
but not IAP-2. One hour after severe hypoxia, the
expression of IAP-2 mRNA was evidently higher than
that under normoxia (f = 6.900, P <0.05) and remained
high at 3, 5 h. There was no significant different among
different time points (P >0.05).

CONCLUSION: Severe hypoxia induces the up-
regulation of IAP-2 in PC-3 cells through HIF-1-
independent pathways.

Key Words: Hypoxia; Pancreatic cancer; Apoptosis
inhibitory protein 2; Hypoxia inducible factor 1
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fikj B
B : PR EARE T AR 20 LR PC—3 P IAP—2
FAR W AL, AR 5 HIF- 146948 % AU

Fik: PC-3metk o4 . % AL, RRYKA
20 mL/LO,/50 mL/LCO,/930 mL/LN,/&%.284 h,

950 mL/LN,/50 mL/LCO, 8 ZA KA 81, 3. 5 h,

950 mL/LN,/50 mL/LCO&&3 hig LA, AR —4
HA300 umol/L%utéﬁ’“%Lér%ﬁ T m R e A 5
MM IAP—2% & & ik ; & O 2R3 BUC R AL &
8, HWestern blot#eMIAP-2% & K-TF L4, F A
SIWHIF-1% 8 &k ik; ART-PCREMIAP-2XKF
K.
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B, SR mpLFANIAP-2% G EPC-3m L P
ErakL, TAL T, Western blotE =% &
K24 h¥ TN B IAP-2%& &, KLk L £ 7, HMEIKEA
1 h IAP—2%& & &k 3 m( = 3.300, P<0.05), 3.
5h IAP28 4G kL, SNRARLEEFR L7, 4
UG WA R LE K. F1E R 7 T HIF-1/IAP-2%& Y
MEE ZF: W AMAHIF-1R KA, K84 hTHA,
IAP— 243 A &K, MEKAHIF-1L T4, IAP-2
ARG, AEASHIF-1REX, IAP-2M &
LA, MAGAAEBHIF- 1R AL, IAP-2/3#
K&, ¥ RAIAP-2% & &k ik LA B THIF-1
HAVE A ALE. RT-PCRAM A B, #MEAKEL. 3. 5
h/ETIAP-2mRNA] KA R & TH AL = 6.900,
P<0.05), &0 RAALEHFE27F, LABWI ALK
T ZERE ERIAP-2F G kA LiA—8 KA
IAP—2 LA R & fE 45 kT

it MEIKE TIAP-2E AL Mk PC—3 4%
LA, AR FHIF-16 4008 THuA).

XggiE: RE; BRE; ATMHED2; RESESETFL

X, B, 15, B, WEE. RaENRIREMIBRPC-3IAP-2%
IABYEIANAL BFRALNHIATE 2005;13(17):2098-2102
http://www.wjgnet.com/1009-3079/13/2098.asp
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5 IR B A2 2 i rp (o 4 S T S AR A 1Y), B4R
(R R B e 7 A B A 1) 9 T R o Y B AR
Sk, K AR B4R A R B4R S S R TR, X
7 2 P R R B AT R AR B, TR R T
X TR AT B RN B Ak 1E A T T A ) 4
BN SN S T vl VN IR i R R 51 8 R
FEI S AR R, HErEaE 15 71 (hypoxia
inducible factor 1,HIF-1)WfR& %, 45itER
HIF— 175 B4 i ATk B35 S T sl i T v i
KRB EE /AN (RPTC) WFSCH R BL, H% BEAE
A GETRE) Tl RFETE FE E2 (apoptosis
inhibitory protein 2, IAP-2) FiA FIHIFRILH P
JHTPE, LWL B 2 TAP— 29 ) L s DX 7 B 11 Bak
AT DAOR PR R R e g, i il caspasedifif
RIEPUAT AR, BARBUBIARTE s 5N seikmih,
TAP=23 35 R 25 A0 F0 XS R T (1) 5 i) S AL AR I i A
TE. PATE N R A R PC-34E A 0 %, T
PR PSR TAP-23R A 4k, [ WL SRHIF-111)
Fik, VRIS TAP-211 I8 SHIF-12 [0 T
Kk, Ratt— SR B T A A ) S A
I ARG YT A P 5 S U0 A AR

1 RIAITSE

1.1 A N BB 40 RR P C— 3 th A 50 BT 32 it
DMEME BERT 256 IR F S W AHyClone A ],
OxyrasellJ HOxyraseAw], NFUB. A4 ALiL5H)
B HSanta Cruz/Anl, WPt ANIAP-2Z FilEdifk
WAZEEProteintech® ], FEHAHIF-1mAbIE A
Novusaw], FHRI g6l H =R AR, Fhih i
TgG(H+L) W Hug KA R, TAP-25[¥& AL T
MTHEAR, PCRIAMGEIMHTaKaRaAw, HEPES,
NP40, EDTA, PMSF&54E (R, A% R Al 77 )
HSigmaaw], DIT, MM, TMEMD, SDS, NCj
Western blotidsF HAmerescoN ), ECLAGIR,
M EPierce/d Al PC-34I bk A 4L E > H 4 4L,
20 mL/L 0,/50 mL/L C0,/930 mL/L N,&44H4 h,
950 mL/L N,/50 mL/L COM%EAK4 411 h, 3 h,5 h,
950 mL/L N,/50 mL/L CO,K43 hJ5 &4, HH—4l
BIA300 umo 1/LEUA0ES AT & . WA FR0, 40
FERH 27100 mL/LAG 2R 07 FIDMEM Sl R 72 5,
FH: 35150 mL/L €0,/950 mL/LA <. 37°CHEAt,
i di2-3 dIEE AR R T0-80% A I, B AR 1 Al VY
AR AR I AR BT 5 I, R 40 i AR B2 R 4% N20 mL/
L 0,/50 mL/L C0,/930 mL/L N,, 37°CAE%4 &7
F. W ARAE S IR, SCHIPBSTHULANME, RIGHEAS
950 mL/L N,/50 mL/L CO,[JJR4E MR, TKrebs-Ringer
R IR & 28 22 P T 15 7%, 1 R BT 42950 mL/
L N,/50 mL/L COAbEEF4%1 @ 104K8ILL (Oxyrase: 2%
W) A OxyraselhfR 25k 40, HEAN, 400004
3150 mL/L C0,/950 mL/LZ5HEAH.

1.2 ik BLWHTFNR20 mmid: 35S T HA90 mmks 37
M, $%2X10"/LA1 e, 3 dA AT AN950 mL/
L N,/50 mL/L CO, B4 IR REFE3 h, DU AR F-1AE
KT R AT G AN B A 2E R PBSYEBE, UK A I [
5, ATritonX-1000%%, 30 mL/L H0.088, If
B, BN HLIAP-2F37T°CAEHL h, ZHi37TCHEH
0.5 h, DABR A, HARFEGY, WE, E M
5.

1.2.1 Westeron blotéeMIAP—2, HIF-1%& & IEKA
20, VKPBSIEBE2YX, MBuffer A(HHEPES-KOH,
KC1, EDTA, NP40, PMSF, Aprotinin)#K&30 min,
1300 r/min®&.05 min, FiEERNBRENA, Ik
BiBuffer B(ZHEPES-KOH, KC1, EDTA, MgCl,
Wi, PMSF, Aprotinin)¢yKE30 min, 15000 gLy
30 min, FWEMENZER, HZ% S Hw ikl &
FIR I, LA™ B4R (i Ak, 100
g/LERWNIHEEIZ Ik 3401 h, 100 EV. K2 h¥%
BNCHE, =HEBEAL h, FAnMImA—PIAP-2,
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HIF-1, 4CWEERH, &k, m_d, EEFF1
h, &, HECLIA R /REE A4, LB -actinfk
KX R Image—Pro Plus 5. 1G5 M8 4Fill
EWesteron blotfmidKE(H, JH5 NS IETNE
g RLR, THEILIE, sS4l E R UL R TAP-2,
HIF-12 [ [ K &
1.22 RT-PCR #MIAP-2 mRNA Ui 4. HRE
A SR A AN ML RNA: PBSTE P20, A
Trizol 1 mLIFWZMR. 2T rizo L& ] P52 HL
BRNA,  H 6O RN A IR FEFI 4. c DNA
I R ROV AR R FINAFRIMRNALLL, 25 mmo 1/
L MgCl, 2 pL, 10X #5281 pl, 10 mmo1/L
4% =02 (ANTP) 1 plL, 4X 107 U/L RNAFEHIH]
0. 25 pL, 5X 10°U/L 553 e A 41 M8 45 5 (AMV) 33
¥skME0.5 pl, 0.5 g/LEERIMAMK MR (01igo Dt-
Adaptor Primer) 0.5 uL, WHi4/K3. 75 pL;42°C
30 min, 99°C 5 min, 5°C 5 min. fKEARAE. PCRAGI :
TAP-23ERIPCRG )7 %A, L5 TCTTCATCGAGGAC
TAACCCCTAC3' , Fii¢:5' GCATCATCCTTTGGTTCCCAGT
3" R4 94°CAEPE2 min, 94°C 30 s, 55C 30
s, 72°C 1 min, fEFR29%. DL B —actinky P 5T ARSI
sk %, RT-PCR/™WIH L5 g/ LB AR e Hi vk,
GoldViewltff, TAP-2JE[KJ% B-actin PCRA“HKJE
435125200 bp, 600 bp. FJf Image-Pro Plus 5. 1%
IIHTRAFIERT-PCRAC AT I I BEAE, 15 2 B
ELE R, THE LY.

SATFAIE HAE LTI £ ArHEZE (mean £SD) %
N, RHISPSS1L. 53k AT Givt 7 b 3, Z 43y
BB J7 220 0, P A3 B0 L ¢ AR 5, LA
PLO. 054 2= 5 HA Bk,

2 BER

2.1 IAP-27%& & 89 ik TAP-27%% (17EPC-341 i rp L BH 1k
Fik, BEEEA, BTG, FAKERSLEE
ZE5 (B . B A R N BoR S 4UK A/ B —actin

B 1 {E8 FIAP-27EPC-3fEIERIA.

B350 A < w4840 (0. 9440.02) . 20 mL/L 0,4 h#4l
(0.92+0.03) Z A TAP-28E (A RIEW L W E %R
(t = 1.124,P>0.05), 950 mL/L N,/50 mL/L CO,
YERI1 h TAP-2%EFEIT4A8 I (1. 024+0.01), 5
WA ERAEEER X (¢ = 3.300,/,<0.05),

3 h(1.0140.03),5 h(1.01+0.02) IAP-24F4: 314,
FI B2 MR H 5 (F = 1.194,2>0.05), B
U5 (0.93£0.02) Ik BARK L, 5 W A4 BN
ZE5 (¢t = 2.018,P>0.05) . iz ERIE. v JLIAP-2
TR AR R IE v, BHPEJE B rod d — E AL
HIRAEDTRE T AER (K2) . 6P C-34M i FHIF-15&
i, WARMHHTIF-1EEL, TAP-20/ %Kik, (K% 44 h
JEMuAZ ] WoRHIF-1454, TAP-20RFFIEE K #
AW ERATAP-2RIAMEW &, HIF-1X&
(0.98+0.02) HK4 2 (0. 98+0. 03) I i # 1tk 7= 7
(t = 1.372,P>0.05); HAJGIAP-2IKkE L ERIX,
HIF-1ARZEIL; In NG A4 hEHTF-14634 (0. 9740. 02),
EREAI 2R (¢ = 0.399,P>0.05), TAP-2{ffFkt
2, YIPRPIAP-2(W3RIE LA M FHIF-1/EH
Bl (E13).

2.2 IAP—2 mRNA#® /K-F RT-PCRAIM Eox, Xf L
SEH0.7940.01), BREEEAL h(0.87£0. 02) TAP-2 mRNA
RIEW W, W B B ZE R (e = 6.900,
P<0.01), 3 h(0.86+0.01),5 h(0.88+0.01) ¥r&: %
15, & IR BOC 22 7 (F = 1,068, £>0. 05), 48

2 PC-34IRPIAP-2ZBEIKE. A: IPA-2; B: B-acting 1-6: &

%3 20 mL/L O, 4 h; 950 mL/L N, 1 h, 3 h, 5 h; 950 mL/
L N,fEFI3 R

1 2 3 4 5 6 7 8

3 PC-34BIBPIAP-2, HIF-1Z2EXKELLE. A:IAP-2, HIF-1; B:
B -actin; 1-4:%%; 20 mL/L O, 4 h; S4k%54 h; 950 mL/
L N,3 h IAP-2%E[] 5-8:/%%; 20 mL/L O, 4 h; (bl 4 h;
950 mL/L N, 3 h HIF-1ZEH.




B, 5. R AN RIREEBIIRPC-3tHIAP- 2R ANl

2101

B —actin

IAP-2

1 2 3 4 5

B 4 PC-34BIEDPIAP-2 mRNAKIE. 1-5: %5, 950 mL/L N, 1 h,
3h, 5h; 950 mL/L N, 3 hj5&EH.

(0.8040. 02) Ik FKik, HiFHMAITLZER (¢ = 0. 286,
P>0.05). Z4ERE FRIAP-2EEARIL—, WEHE
HHTAP-2 [l R A T sk /KT (4) .

3 1Tie

T S A8 v R A 5 0l A AR TR, K I R SR
S A5 T B R TR, X AR T R A
AT RER I B R A2 22 0, IR B T X 0T AT
(10 5 J92 O M A4 TS 3 (R AR T DR A A
T RHPUIE T R AR B3G5 AR e R Al P Ay, A
M DR (R VR FBILI B AH YRR R IT S A4 98 4 77 AR
B g > Y HIF- 1] 4 PR T sl T
H AT R AR S 40 B R 1 s R T IR A O DR R L
PIARTE A B, 0 1K BEATL I R 4 5 A7 B T S M40
(e 20 e A (BRI E D) BRI K
TAP-23 1A i, TAPZEJ% (inhibitor of apoptosis
family of proteins, IAPs) il iliflcaspase, &5
INFRA 5 585, 5NF-x B E AR KD 40
FATAE 5 H RS R RS T TAP- 25 41 ¢
ZCH P caspaseditb = AEFNHIEH , FTAP-2 H M
J i BT K S caspasedifitE .

A H AR TR, MR T AL,
AT U FH N s A0 IO AR PC— 3 A WF 705 2, 48
T SR T TAP-2 1) ek AR A0 B AR AL, LR
Jio9ea 4 B AH 5 A= K B A, B R 2 T R
KR RIGIT PR AL IR I AW E R, TAP-23RIk
TPC-3J 5, WA RILE X, TAP-2/EHAR
1 hJGRIERM, 3-5 hAR W55, mRNAFIEE ([ £iL
HAT I R B 1 — 80k, P10 R TAP-2 1K 1 i Az
RAEAE R S /KF HIF- 18R R AR LRI, 20 mL/L
ICA4 WG A o4kl ,  RRBEAIR AR 055 4% 0 A DR s
TAP-2T- 48 M120 mL/LARA IS E &, WEELEY]IR
B, MANEALES R4 h HIF-17] W44y, TAP-2C
Ak, Ik gE B WIHIF-1 0] P4 3R 25 (G40 BG4k
PR E OGRS, V) Rk, AR X

HIF-1JG I Wi,  TAP-24X e B A R0k B, 4]
o R HIF-1IX R A T 22 36 DAL 40 S B 1) A s PR 1
HIAP-2/ ik Tk, TAP-2 Bl AP T A AR T
HIF-1 7 A FIBLHY. 455 XS RTPCIIIIT TR J 6k A
TAP-2¥ 5T T-BFFEHLARN =2 125 % WA TAP-276 A\ Ji
I8 20 AR T A P AR A0 FRA I DA FHIF-111
MU R FEBTIR T2 .

W, PRI, RGN
FIAN R T AT R CVES HIAP-2(W R, (HH AT
R, TAP-29fdEE o4 PR M — B AR T
PUIERIR T, TAP-2p R F A R 7~ BH 1 Bax A7 - PR+
oy MR NIUETEE 3 d P R A i [ LI A e sk S|
BOAEG 02, R — IS A IR TR R AR 5
TAP-2 13 (4 FOWLIE B TAP-2 3L R J3 ) 1 oo s 5
f i, DR S LA R R DG, 4RSS L
AR AR PR 720 DU ot Tk e 400 B Tk
AR, I R — 2 I R I R S0 R0 R 8 Y I PR e
S 2B A T A (KBRS A 4R RN 96T R A
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Abstract

AIM: To explore the roles of renal cell apoptosis and
expression of bax and bc/-2 in renal injury in rats with
severe acute pancreatitis (SAP).

METHODS: Thirty rats were randomized into sham op-
eration (SO, n = 15) and SAP group (n = 15). The mod-
el of SAP was established by retrograde injection of 50
g/L sodium taurocholate into the biliopancreatic duct in
the rats. Serum creatinine (Cr) and blood urea nitrogen
(BUN) were determined 6, 12, and 18 h after injection.
The pathological changes were observed by light and
electron microscopy. The apoptosis of renal cells was
determined by TUNEL method, and the expression of
bax and bc/-2 was detected by immunohistochemical
staining (SABC assay).

RESULTS: As compared with those in SO group at
the same phase, serum Cr and BUN in SAP group in-
creased markedly. Significant injuries of renal tissue
were observed under light and electron microscope.
The apoptotic index of renal glomerular cells increased
significantly 6, 12, and 18 h after injection (3.2+1.1 vs
0.8+0.1, P <0.05; 3.9+1.8 vs 0.9+0.1, P <0.05; 4.8+1.7
vs 0.8+0.2, P <0.01, respectively). The apoptotic index of
renal tubule cells also increased significantly (9.8+1.1

vs 1.320.5, P <0.01; 12.6%£2.3 vs 1.2+0.3, P <0.01;
15.7+2.6 vs 1.320.3, P <0.01, respectively).
Theexpression of bax in renal glomerulus and tubule
increased significantly at 6, 12, and 18 h, respec-
tively (glomerulus: 3.05+0.86 vs 1.01+0.04, P <0.05;
3.37£1.13 vs 1.06+£0.05, P <0.05; 4.11+1.24 vs
1.09+£0.03, P <0.05; tubule: 8.17+£2.16 vs 1.53+0.07,
P <0.01; 12.92+1.81 vs 1.61+£0.05, P <0.01; 13.08+£2.53
vs 1.59£0.05, P <0.01), and increased continuously.
bc/l-2 was mainly expressed in the regions of renal tu-
bule, and it also increased in SAP group at 6, 12, and
18 h, respectively (3.38+1.07 vs 1.58+0.02, P <0.05;
4.26+1.13 vs 1.59+0.06, P <0.05; 7.21+1.04 vs 1.61+0.02,
P <0.01). The level of bc/-2 expression in renal glom-
erulus was higher in SAP group than that in SO group
at 6, 12, and 18 h, respectively (2.18+0.65 vs
1.04+0.02; 2.42+0.63 vs 1.03+0.05, P <0.05; 2.69+0.47
vs 1.08+0.04, P <0.05), but decreased with the dura-
tion of the injuries.

CONCLUSION: Renal cell apoptosis, which relates
to the up-regulated expression of bax and downed
regulated expression of bc/-2, may be involved in the
pathogenesis of renal injury in patients with SAP.

Key Words: Severe acute pancreatitis; bax; bc/-2; Re-
nal cell apoptosis

Zhu MD, Fang CH, Shi XS, Renal cells apoptosis and expression of
correlative gene in rats with severe acute pancreatitis.Shijie Hua-
renXiaohua Zazhi 2005;13(17):2103-2107

fik B
B FitmieA T Bbax, bel-284 B E ik EFREMK
B K (SAP) B REAR A% P a9 48 .

Fik: RA30R IS HBF KASOU, n = 15)F=
SAPZ(n = 15), K50 g/L #hRLER 4N 15 4712 Mk 5
EAEE ISAPER, EAE6, 12, 18 hill & haCr,
BUN, #4%. w4 K FA29%2E T4, TUNEL®
W 2B Esm BB T, SABCRJE AL E & kM Ebax,
bel-2 B KA

ZER. SAPAACr, BUNBRMRBRFRAFAZFH, LE4ET
MWEHEZRERI TR m A KA RS TR
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20 (6, 12, 18 ha# A3.2+1.1 vs 0.8£0.1, P<0.05;
3.941.8 vs 0.9+0.1, P<0.05; 4.8+1.7 vs 0.840.2, P<0.01),
B hEmpA N Es TAHRa (6, 12, 18 hy
1498411 vs 1.340.5, P<0.01: 12.642.3 vs 1.240.3,
P<0.01; 15.742.6 vs 1.3+0.3, P<0.01), B #Rbax £ ik
KPR G TRA (6, 12, 18 ha A 43.05+0.86
vs 1.01£0.04, P<0.05; 3.37+1.13 vs 1.06+0.05,
P<0.05; 4.11£1.24 vs 1.09£0.03, P<0.05), 5 & bax
FAAKFLPEEGTBA (6, 12, 18 ha A A
8.1742.16 vs 1.53+0.07, <0.01;12.92+1.81 vs 1.61+0.05,
P<0.01; 13.08+2.53 vs 1.59+0.05, P<0.01), Jf LR
PR KMBHIEE. bel 28X ERLEFIER, &
FORKFAEH TFABA (6, 12, 18 ha#] #43.38+1.07
vs 1.5840.02, P<0.05; 4.26+1.13 vs 1.59+0.06, P<0.05;
721+1.04 vs 1.61+0.02, P<0.01), B/ R #bc/-2%
AP F TR (6, 12, 18 hi Al A2.1840.65 vs
1.0440.02; 2.4240.63 vs 1.03£0.05, P<0.05; 2.69+0.47 vs
1.08+0.04, P<0.05), {2RymA23E K Mm% T &

Zit. SAPHEIEF G LIRS B e o =4 &, 7T
S8 it b ifbax ik T ifbcl-25 3k i 7| AL tm LR T

X2 EAEMRR 585 bax; bel-2; BHMEMAT

KO, S, R SERIREEIRPAIRE CEXERNE

. RN BIZYE 2005;13(17):2103-2107
http://www.wjgnet.com/1009-3079/13/2103.asp
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TR AR A (SAP) 3 30 R 2 BT Th ekt Ho st
SR AFT T D R (B B 0) R 2B AR 24 14-43%,
IR TF BT RERE R, & 28 2 W T i 5808 5 A8 1
A T1-84%"" . F AT H R AL R e A AL 1
2N S APRESE Y B SRR A PIREEE. R
AT IR A B e e IR TR
W, RSk S Mk B A e AR e T ok I O L 1
G TRAT TR IS A P I B B AL
TR T AR SR DR (1AL, T MY T B A
L DR B 11 2 15 AR SAP B JUT 4505 AR s ik A o 1 44 .

1 #RFTSE

1.1 ## SDRRB0H, #4FE250-300 g, 7B
BER S SE Sy o it BN 22 (BT R4
(SOZH) FISAPZH #4151, £F 41543 46, 12, 18 h—=*
0] 55, AFANIS ] 5 20 5 H K L. sh AR i 25 £ A2k
K12 h, SAPAIH30 g/L JLELELZ4h (30 mg/kg)ip
R, A ERGIE O] NI, 30 T T A0 8 N A JIH R
(=T i e (=177 1% ) P [EK = A WD 11172 S o
WM X, R FL I EE, K 8 e

LRI JG FE N N T em, B0 g/LA-RE R
R (10 mL/kg) il SAPRITY (A5 Z0. 2 mL/min), §&
R A, BRI, B2 ST BnE o
FEAE, ANEFZY. ERE6, 12, 18 h&E%S i H
JER 17N W =0 i N (W 5 87 1 Y |
JE A TR

1.2 7 A CAE L Cr, BUN. &4 2k
AR DL 2 T T, R A AL . HES (0, Jesi i
2 B ALL30 g/LI —ME-10 g/ LA XU [H &,
PR T 3L, R D) e, I R A R A A R A L
o, JEI B

1.2.1 B Rk zape A a2 K DN AK S A AR ic 7%
(TUNEL, 3500 &0 B s LA A =) . U1 H s
i IK, 2630 mL/L H20:40FE. 2 (IEEKIE AL IS, I
TDTHIDig. dUTPA'CIER, F b A= # Ak bt ==
Bufk, V¥, MNSABC, DABW(A, S8 N4 4n
MR T 453k (apoptotic index, AT).ATTFE 741
A% AT R s RO A PR A P, B T4 e,
sk 253 M S vE 204 1E D) B /N ER K 1004 1E ) B /N
BT A MOBOR S AN E, A T=TRT 410 K/ R4 AL
X 100%.

1.2.2 K Whax, bel—289 M & K FHSABCH AL YL 1 i
(BB ARG B O s A G iy
BT . A U) 24K FH S 2 B R Gt g 41
PG BRI S N P= AT w8 o A HARERAE D - Bk
PR 500 0 10 B /N ER J2 10 v s R0 11 B /N7
FIF G 23 b1 2258 53 Bt BH 24 TR R BH P X 31 38 K
4, 00 I TR ARURI ST 18 A P A Stk Ty v 5
FAPE AT (positive unit, PU), PAPUMEK/IMRZREHYE
FEPIRIL N Z .

Bt AbIR SRHISPSS10. 048 4t r S e,
YR FH SE A BNL T B2 R 7 2253 0T, 4i i I
T 5 5 ThRe 48 5 (0 AH SC P FHAH DGt 2 #r. P<0. 0520 2
A BENEE X

2 BR

21 BARBEFERET SOH KRN FH ; SAPA
6 i 87 WD EB M, B EAR BEKM 12 hi BT 72
MK PN e, ] UL/ i e, B 2, iR 4
;18 hINF B 7 ifm 7K b 58 4 0] e, m) LRy PESR A,
WE B . Y68t NS O A W54 ; SAPAL6 hity
B /NERAR FE I, B /N I e o B A, Y TR) 5T AL 6 4
MU ; 12 hIRFE/NER B /N T N 2, TR) J5T 4% 40 Jif
W42 ;18 hiINE /NBR ] DA I, B /N B R 4 ] LA
HE. WL NSO R WL SAPZH6 hilf 1 /NER B 41 1
ook, AR AN, SRR EESEFI NI, AR
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W2, WINPT 5K, FEBR ST, WM LR
KB, RIMMATB I, HEFIZRAL, B AR I AT
WRIZ K. B RESEAC,  EaR e BRI B, 18 ik
LB /N ER B A MR L, R A, RN A T
YU, B NVE R R it A, Sk A i
Ak, RIEMAKRBMTR, FILM AR, By
AT LR MO [, B AT LIRS IR R /N B R A
JERZLAR . SAPIR Cr, BUNWIG T, HLBEH L

FEK T T = (3R 1)

K1 SAPAREREINAE (mean+SD)

=02 7H  6h 12h 18h

Cr(umol/L) SO 40.2+32 43.0+5.0 41.2+33
SAP 60.2+7.2° 1256+14.9° 178.3+32.6

BUN(mmol/L) SO 50+04 49+05 5.1+05
SAP 102£1.0" 16.7+35°  225+35°

°P<0.05, "P<0.01 vs SOZ.

2.2 B gm R A oL S OZH B /N BRI /NE AR W
P T4, SAPALF T W] W 2, B TR EOT

FE B 5 95 B S A T IR A, BN R TS R
AINEREE (K1-2, £2). B/ANEMRMET S mCr

EASE (7 = 0.812, P<0.05), 5 IMBUN 5 IFAH &
(r = 0.807, P<0.05).

2.3 BRIk ZaRbax, bcl-2%kik SOZ ' /INERFI'ES /N bax
MIRIEHIRS; SAPALL ax e B /INERAIE N I R IE
VRS OZH B W 3o, L BE A 0 R A KT 1 v (3R
2). SOMb c 1-21E B /INERIE PNERI) R IEHFAR5G; SAP
b e 1213k B 0 14 i, L 30 {1 A Bt A i 4 A
KM L TF A (R 2) . S APLL T /NER AN B /N (1)

TR I SE T M T (R2) .

3 11E
SV DD RE R v I /N R A0 IR T
ﬁ A T S R g R —, IR

M NE LSRR . OB TR e KNI
SETNRERTS, RN /b RETC PR 5 B FERE, 10
PR TR T e R e T e
B2 GIEE R (K R L FE. Takase et al ™ EiE R
SEESPESAP 6 hJ, T RARFHI/N BB B /N 40 i 1
T, FHSAPAN GRS K S B N R,
SECE NI E T SAPIN TP N EEE (BT L i
RIRIEIH T (TNF-o) 2] S TF i, 25 TiE 0 /N B
B T UL L A T, TNF-od i TE T S
(N A T JRATTR I, SAPK BRI 4
mﬁtﬁﬁﬁﬁ%,ﬂtﬁﬁ%m,“$aﬂtﬂ%
B ANERE, B RN R RS DR B R
fIEW%,%%Mwwﬁﬁwﬁﬁ*%%Lﬁ%@
VTR R, T ELA U T T R T ek
AL I R 2 —

) N R v A7 BT E A1 I e Et i) O DI O 2
K, bel-2K iR RZEMFH L —, Hhbel-22
S5 T (Y T B, e AR B D B T S B
MMVAT:, TR AMS . bax B b e -2 5k
WG, TR S e 1-2M R, 3 Bk 4 L
P2 baxcilb e 1-24 HIAT L LRI — B AR T A7
f A2 T T B SV AR, bax-be -2

Wi RARERAE, LESWOIER, T 4baxi
bel-24a T e AT =y, B4 Nbe -2 5bax i) b id)
(bel-2/bax) FImt, bax-bax[FlF KR, (HiFH
ST AT RIN, SAPHbax7E R /NERA

be 1-2/bax WA RN AHS OZL B 2 R, - HBE A NS R D ETE, LA R R K T T
R2 SAPRBENKFSNEMRAT, box, bd-27K (mean=SD)
57 4 A =E
6h 12h 18h 6h 12h 18h
Al SO 0.80+0.10 0.90+0.10 0.80£0.20 1.30+0.50 1.20+0.30 1.30+0.30
SAP 3.20+1.10° 3.90+1.80" 4.80+1.70" 9.80+1.10" 12.60+2.30° 15.7+2.6"
bax(PU) SO 1.01+0.04 1.0620. 05 1.09+0.03 1.53+0.07 1.61£0.05 1.59+0.05
SAP 3.05+0.86" 3.37+1.13° 4.11%1.24° 8.1742.16" 12.92+1.81° 13.08+2.53"
bcl-2(PU) SO 1.040.02 1.03+0.05 1.080.04 1.58+0.02 1.59+0.06 1.61+0.02
SAP 2.18+0.65 2.4240.63" 2.69+0.47" 3.38+1.07" 4.26+1.13" 7.2141.04°
bel-2/bax SO 1.02+0.06 0.98+0.05 0.99::0.03 1.03+0.05 0.99:0.07 1.01+0.05
SAP 0.72+0.01° 0.70+0.03" 0.65+0.03" 0.66+0.02" 0.62+0.03" 0.55+0.01"

°P<0.05, °P<0.01 vs SOZE.
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1 SAPLEIEAES IS/NE BT BR(TUNEL x 400) . A: 6 h; B:12 h; C:18 h.

2 SAPLES/NERAT-ZBAE(TUNEL x 400) . A:6 h; B:12 h; C:18 h.

w1 be I-2MFIE WA P ETE, ABIRFEAHR BN, ATRE
FENURACLEIN S, il e -2 G IR TR T
ER, wdanfudit, kL, bel-2/baxtiAEigM T~
B, S T . FRATIAS APREE B
JEAT, AT RESE H TS AP AR B RE A B LR U5 T
T AL 8 A A FFARR B MG TR SR B A R
&, AEEANER B NEAE T, SR RN BRI B
SETESE I, BN IR RERE AT B 2 AT
baxifthy $Ewb e 1-20 03 PELLT- P40 B8 T A
SAPIN (B MERIT,  JoBE 0 IRAE o K B iR SR 4L 1B
®AE.
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EAZH R % A (single nucleotide polymorphisms, SNP)3§
ARANFEEREE LA ERFRRGHBE, L PR
— AP BEAR P E I E R T1A% AR R LSNPS sk 97 04 3 4%
B Bt E A % B F (cytokine, CK)2 W iELH 2%
o e 3 e K R R LW B S E L S Rk ey T
SRREY R, BEERHFETRESRENEERTHE
WFR R B SER: GEA-E(L). Mg R T
(TNF), FHAEAEN)E VA BH pylori B 3 463 5 0 i
B-FRik3hm, BEBELERMmE, 74K EM4G. L5
Rk, WMIOEFEALHE S AWEH pylori B3 JE B 3R eG &
AR RPHXZOARE T EN, ALEL 4T

KEEA: WIBITE; HRET; BERERSSHE

FREl, =B WIBMERASHER T SRERITM. BRENH
5 2005;13(17):2108-2114
http://www.wjgnet.com/1009-3079/13/2108.asp

0355

WU T JIEAT B (4 pylori) T19944FE4k 52 Ky IREUE I T,
WAk e B R AR SRt N ./ pyloril
ey g LA JRANRSAR R, 4 R4 B W S 1R I PR
WK, Do RICHEEERREE £, BEm. T2
Rl . E4irEE %, mAEE . TR, it 4
H pylori &R Wb Z FEMIGIRRIL? BFTh R0
H pylori&RERERITE R M A 28 18 m,
HRIERN, SRS E BRI . AEH
pylor B SEUE B R AENS RS, 15 LR R
WRFE 7 EERER. AR 2 &1k (SNP) Fia ALK 41
J7 5 T B R IR AR I R AR IRID N A 51 1) 2 25 1 A4k
R 5 DR 21 N R R P R T A7 A P RS [ (R B 3
b e /b—FAEREAR T I AS /N T 1%, HSNPIE H H 2
LR 23R (biallelic), ol AL . Hk
SE T AMEZ RN 2 5. R ER T AN fE R 2= T, AN
INEAANF S R, IR, i R ERE S
YESH pyloriERAE B PR KA . RS

HRAR, AR, PRI R A KA

1 H pylori&Z 5\L-1 PREBA B
TL-12 E B RAE BT, RBERNIRZ —. e AR
BASIL-1A, IL-1B, IL-1RN 3AMHH JCHEAIEA,
PTGtk 2q13—q 147N FR B AI6 AN N 5 14l k. 78
K430 kbR IRN KK GRS L-1a, TL-1 B8 FINYEME
ZAARFEHU L-1ra. TL-13E R 1 L-1A%E-89947 s A7 1
T/CHIZT R Z A1k, TL-1B#-31, -511R1+395347 s
FFAEC/ THAETFIR Z A1k, BR T1L-1A, TL-1BM¥ 5%
TR 2 ASPEAL, EAEAETL-1RNEL L TH 486 bp ] 48
HBE S T 2 AN, B A RN
YEH]. Garcia—Gonzalez et al'"RIRIL-1B(+3594)*2
AITL-IRN*$2 [ R A S 5N 5+ 4R iom M R e
W PEURARAT 5. Rad et al " BFF0RILAT R FEH T [1L-
IRN*2/TL-1B-511T/=-31C (+) ] ¥4 N1 L-1 B (KIE, INE
THRIEMRREE, N T L Ak R RS v R R R
Az Hwang et al™ RIVHEHIL-1 B -511T/TEIL-1RN*2
LA RAMABE P T L-1 B B A AKCE & T,
LIRS %A A TL-1 B =511T/THIT L-1R N2k &I 78 frg AN 4
FITL-1 B K i m. TL-1RN*1/%25 B 2545406, TL-1B-
SLIT/T5 B RAEM ™ HFLEAOE, A2 M 1 16 K
% Figueiredo et al"fEIEAKMIE ARG E LA
K BlvacAs]l/IL-1B-511%T, vacAml/IL-1B-511%T,
cagA+/IL-1B-511%T, vacAsl/IL-1RN*2/%2, vacAml/
IL-1RN*2/%2, cagA+/IL-1RN2 /#2457 & B K AR i
1, 2 NE P AT IR ARSI G A T R e R AN AT
BESE— A RUFITB Perri et al ™ #ER KAIRLEE
IR XTI EL B R B, TL-1 B -511C/1 L-1RN*2 FLf%
A B B AR R B — MR R . Graziano et al'™
RI, #HHAIL-1BZ2 A& L-1B-511C/T, 1L-1B-31T/C)
ETL-1RNf 47 (IL-1RN  long/long) B4 i3k i 1]
B AR, 2EECEAF A, PR R AT R T R R
TG a2 Hellmig et a/'™RINIL-1B-31 CHE
AN TH pylori Y MERM, HEFHIER
X, TR R BT L 1R Noe2 ] Sl b 388 55190 o A 1) £
P Rocha et al™BFFTAETE 1 R A 10 fE K R 25 R I,
N ZNERogistickikatr, TL-1RN2Z &L B
(% A BV, G¥Chen et al™ & B IL- IRN*2
FE DR (AN A, R RRD k38 2R S 9 11 S B P 2 4



IR 5. W BN BRASARR T EMERITIE

2109

T T3 Ak, G N A A A I Bl e TR R A i
. fiGlas et al'RINIL-1RN*2/24li4 5 5 HLH s
(&M, Kang et al"XFIL-BE &R,
J L W i T T L-1R N1/ 1465 7 A2 4 . TL-1B-31CH%
TEH py1or 1 BER M2 i 15 AL 76 v [ B o ek X
(Bt AMEEIX (7 4) XHERFSUR I, mEX B S
XA ] T L-1B+3954T /T, —511T/THITL-1RN*2/%2%E [
RG> A AHARL. K i e DXt B S R X AT LB, R
I TL-1B-511T/ TN s T Ia % . A pylor i B
TL-1B-511T/THE AR ] 8 1 8 % A i fs bk
b5 Fer al "SR B AL 5T 5 B P TL-1 8 =31
FUAZAF IR 2 A TEFIIL-1IRNFE R VNTR, 7R 518 8 Al 7Y
et TP A AN B o B g 1R RO KR, T L1 B -5 11T k%Y
W22 AN T 5598 (4 5 KUK, B1-Omar et a/ ™ K H
P 431 55 1E B S R WA 1) i S B AT LU A, RIIAE
H pyloriBefEN TL-1RN*2FITL-1B-31T/IL-1B511T
FERTE HBLR TG . TL-1B31T+/T L-1RN*2/#23%
KPR TH pylori R EUG AR E B S N, 19
T ERERAIERE. T Re r a7 T2 3 X KT
SR, TL-1BIEPR JH B+ X I-31C/ THAZ T IR 22 &5 1
MITL-1RNJER /2, 2/2Z2 355 T BN B B 9 o) &k
5. Furuta et al"NFW), 64 pyloriFAPERF, IL-1B-
SLITHF A MAAE 4l . IL-1 B WRRFZESH
AN ) R J3 Wb i /D RN ZE A7 1 98 A OC. 3K P R i A 6
TH pylori&YLi4GJE. Garza—Gonzalez et al''"{Fs&
PERFI S e S ngR —8,  TL-1B-31xC55 i i K A
SER PRI 5. Katsuda et al'"fE HASKH g e 14k
R, TEWMEE P IL-1-31TER A 54 pylori Fre: ke
FHOG, PR ZETRERE WY pylori FEEIEY I —
ANBfERE. Chang et al" (e EBFTR PG S
BRI T L-1B31 T4l &8, TL-1B-31T4li&
WA pylor AR T B R L- 1B & T2
EBM A pylori Y 51L-1B-31T/1L-1B-511CI:[E4F
Sk Y R R R R . Sakuma et alPHEH AN
BE ST, 1 L-1B+3953C/T7E B 44 B Jas vh o Ay
W, TL-1B+3953C/T2 &5 B 4 B 1) R A% DA G, 1]
W, TL-UMERNEZERRIENT, HEMIAMEZES
AN AL B i) B i R A O, U T L- 1B i
g 2 0. R R ABE T 2R 55EM MR ERXRZAS
], XN B AL SR B I R A K.

2 H pylor%de 51— 8 AL E A DA%

[ L-8/& 72N R MR FE AL PR TR R, )&
TRt 7 K — AN TL-847 T- et fhk4q12-21,
KREEHNS. 1 kb, fA3MNAG FHAANINE T fEAR N T
BRUE 135540 M (1) i I sk P Bk 48 3 (PHA) BE 1
TYIH; (2) G228 (LPS) o TL-18T NF-alféiif it 2% 41
I 7 R D R v N A N L S

SRR, IL-8 & —FEEN M REtE 1, 5%
RS G, SEANRIES) . WE. FFELHE NG
SHESAREEEANEL, ORI, &
tiash. TL-8KE R AELE251 A/T, —353 A/G, 738 T/A,
781 C/T, 845 T/C, +1530 T/C, 1663 C/T, 2767 A/T,

et al® e )LE PRI R BURT AR L N 22 2580 W 4
K. B F X251 THE R Y b5 Wy 52 IE AR OG, S0Pk &
JHL 95 BRI R 41 ST R R AT DG, X AT BB R IX B A
PIF FLAT AN R a8 IR 25 [] I ) L2 G 7 48 5 I i
L, BT IR R 22 25 4 13 50 0 L. T U3/ 0 [ 51 e
H R RIE IR SE B4 I A1 SR R 5 TL-8-251A%E A7 SE A
K. TL-8-25 IASEA SE R, F AN LAk 1, Hop—A
LA SAE R K, IHIL-8-251AM & — AT fE
MRS FE R W N B0 76 20 AP 2 S A
W AT A FL ) AN R AR R, ARk
PN B3 Ak 22 S 227 YA e 1 B R 25 b
20 M PR 6 R 2 A AR R R B, 4T L-8-251A46
7 528 -7 56 DRI L A U R i e 1) s 6 2 dd 5 1%
&%) Duymaz-Tozkir et al®¥jBehcet’ siifdl4l 5%}
BRI, P41 IL-8 —353 A/G, +1530 T/C, +3331
A/CARLAFAEZESE, I H 2 AR RER w1411 L-8ff %
k. AR IR AU ARIE, FE3AN T AU R IR 2
A: 845 T/C, 738 T/AF1353 A/T.Rovin et al ™ ¥5eeE
gL E AP RN, 845 T/C, 738 T/AZSEH.
RVELBORIE B A S0 DL R AR R MR 4T BEE
B J AL, 84BMT S T-CHFE 5y Al J5 & IR 35 F17. 5
. AT L-8-845CH] fE &1l i 5 I L-8[1) KA i1 &
Pk 2T BEARIE 5 2 00 AR 8 S5 [N S0 v 7 2 199 5 454
A5 . T G i A R R 98 9 A TR T L8 1) 22 2 ok T 9
993 110 1 R 2 AN HEAT AN PEAR (0 3697 7T e F Y. E it
I 190 % HEATT 5 22 3055 8388 993 AH O 1) - 38 78 IR 46% A
ETL-8HIT THEE R FANMA,  66% K AEAEAN/ATHE R AL A
K, BEFATL-8-251 T THEPR AL AMATR A &% 28 A I 1)
Kaposi’ s3%HE A8, FRWIILFER A a] e & — MRy P
29 Amoli et al" I IBE VI A B RIS 2%
#5717 T L-8-25 1T AJE PR 1Y ()AL B JIE B 2 52 88 R It &
PE R I AT R BT HF 7 A 0T W 250 b R 42 1) 42 A T L-8
JA BT IR AL T R 22 A5 25 1A ALl A 1 L DR 7R g A 1A
R BAT BRI 3 BA S RERY, Jiang et al™in
WIRINT L-8-251A A5 R A5 FC TR I K AT BT I e 1) 1T AT
O, HHEM T L-87K V-3 3. 24 S50 FHUAT I9d 2% WL
SER WAL RIS 5 % K, Landi et al™
FPUHEA (5 B AR5 B R T L-8-25 1AJE K 7Y 55 Uk
3 0 fs B Pk B IR 6. Ohyauchi et a/PV{EAA
HIWFR A0, TL-8-251AZ &0 e 54 pylori &4
B 4 AT 0. AT RER I B A K SR . Gyulai
et al™HER A RIS K BLT1L-8-251 A/TRA L A4
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+ AR s T TR AL Lu et alPVHEREA
BER BRI, B R A IS R AR T L-8-251A AJE [
TR B8, XN T L-82 A1 B i kA
KYE Sy I EN. Takagi et alY RIFERI R A TL-
1B-511C/CEXI L-1B-31T TH¥IH pH 4 ¥y L H p B4 11 15 4450
TL-8/ P . AEA MY py lori Witk Y, =iss)iE
TR ELARIE B 4 5 S 5 22 f TL-8 0 206 ™. Yamaoka
et al™EAARNBFHRI, cagABITERKA FIL-8
mRNAZRTE, PURIL-STEH pylori AR CMEE + 157
PRI 98 R 2 5 T AT+ 3 AL /4 py lor iG5|
EIL-8H AR RAZ, HIL-8REIFREEESE
PRI K TR D WARIE, H pylori EIINTL-8PIX IR E
A A48 I g R AR, T -8R IR 2 A 1
AR R B B s A br i, & nTAE R B P fa A
I — AN IE TR B RIR SRS W, 215 nTAE k) B
RAER IR 2T 0 — A “UEN” brdfl, IXLCHA 15T
RN,

3 H pylonZ&de 5116 PBRLEBAR A

TL-6/2 184N S FE R TR LA R M B 11, AT L-65%
BRI, T3 AR 7P15-21, KNS5 kb, F4MA & TAHIS
ANINE T, P T L6 35 B Y T IE A A S A% 0
JRI A LA T L6 2 B YT s 2T 24 4 it 50 =) 45 i 4
M. TL-6Z 5T A1k . S5 A3 4k s e 00 e R
SEIR A0 M 1) AR L ST AT L-67E S Bl X A 1)
174 G/C. 572 G/C. 597 G/AMAZHRLAE. D Aiuto
et alPIETEREF S BEPRIL, 174 G/CEBSM
IL-6. C-RMEAKTERAR 111ig et al™ B
IL-6 2 A& SR SR I R I, 1L-6-174G and -598GY
TIRHE BRI B VIR %, Basturk et al™ J L 40 M Jia 21
[L-6 C/CHZH B BAR T BAl, ] RE Al i AT
TRy PER 2. A5 AN FH C O X F& o 784 7 ft e\ A L e A7
T BT EAT TL-6 3 R AR I I P4, R 1L-6-174C
55174 G/GHILL AT S IX PRI E (R Pk S R ™ A 4R 2
Wiont 22 R Pk BE SR BEA T WE ORI, TL-6-174CHE PR AR
9od [73 41550 HZR G B il 2 . (R TL-6-174CCHE PR RUAEAR 3
NI 2 R R BRI T ren B 1™ B R
R B (AD) HIL-6 2 M523, 1L-6-174G/CH:
DRI 70 5 5 DRI R AR A5 D 4 55 0 R AL 2 TR e AR DG, L
FEIF G 1R W S e 0 2 (R G 22 5%, T L-6G/ Gk R A4
5 i o AT 5 1o i 08 1) b ek s e 1 ) S 1 1 e
e, HLTL-6G/CHE R R th A B 0 . 76 ELIE B 5% T K
J e (60995 49 %ok BRI 9 F ] LT L-6-174CIE DR L 5 K e A
Rt A Y EL-Omar et al/"RINIL-6IEHZEE
LBV B Y M . e E R I L-62 &
B N AR I O R AR, TL-6-1745559747 55
(R 257 e TR 35 1) 3 8 (174G/5976E% 174C/597A) H.IL-64F

AT {37, 1 5 B DR PR A3 AE W AT h oG 22 5 IA A T L6
PRTRZSEH T AN ZERSH pylori ERIIIRIR
SR L ERFITR I, TL-6- 17447 5 (0 Sk 19
ZE5 B ERERRANRREY], AL L2
BEBEHERPEEMK, CAERD>, 2HF2EMEL
AR R 2 5, I 8 ) S 75 Bk — 2D AIE 512

4 H pylorf&Z STNFEEIZE TR SIE

R ERZEIR T (tumor necrosis factor, TNF) &4 5
PR T R AN i A T — AR O, AR
HI AR An ], 2 TNF-a. TNF-B. TNF-o 32 %2
A%/ B 7 A, TNF-B 2 i Ak 1 T4 e 7~ 2
MFRREREZ (LT) . PRI TNF AT AL ZE 24 Th

R P Y T O @ s S i ok e v P
/BRI o ee, RIS ORI IL-1. TL-8,

TNFAEHE 9 RE ) N AE. TNFIRgnts SR A7 1645 Je tafhk, 7
L AR TR 2 &M TNF-a-238 G/A, -308
G/A, -857 G/T, -863 C/A, 1031 T/C; TNF-B +249
A/G, 252 G/A, 329 A/G, +365 C/G, +720 C/A, 804
C/A. AT AR H AT i 98 5098 NI 25 A TNF-o0 —1031,

-863 or —85TAFNL KU AL TR 2 2100 4l i Tt e
NBE, RS2 25 55000 10 & A S 69
SFTNFZ AW R, TNF-o 308AKE BRI 55 JIT40 o i 1
B P 38 A O, LY 40 s 1) A 65 2 i R DR R TN F-a
308 G/G. TNF-a 308 G/AF|TNF-o 308 A/AMRIASAk & Hi1H
=1 Grunenfelder er al™™ IO liS% A G W8 K
L, TNFB*A329GZ &4 HIL-8. TNF-affj&ik, 4
IS A RO 24 s T AR 5% Cipriano et al"™k
ILTNF-0, —308A 1] fE Ak &4 N Sy UGRS3 (1) — > b Ik
K2, JUILTNF-o —308A-5Hij 4 4 4 i PR -7 R Jile 384 in A
BERETORD A 2. 6 LB ARG BEA T 5T Bf Al buquerque
et al™ RIPGI4TNF-A-308GH] i i T-%f 4. 76 H
AHIFFE R, TNF-o 857 C/THITNF-B 252 A/GH#H L
H pylori M35 2FRHMETCIH 2R, LKA A TNF-a 857
CCHIT031  CCIIAN A S5 I b e A1 11 i D WBOFTF 19 11375 27 B
M, MTNF-a 857 TTHITNF-o, 1031 TTH: R A KR Ny f%
IR VT M S I PE R Y Yea et al" fEEHH
B EE PRI, TNF-o —308A5H pylori cagAlV7H
JEYL B B M 6. Kunstmann et al P RINIEH pylori
Y L PEAMATNF-a. 308 G/GHERRI Y A& /- 48 i
Wil— AN a2, Zambon et al " fEWIFUH pylori &
b 55 g M D8 7 R R 2 38 2 (R DG R I R L, 4R
Jis o B H WLTNF-A-857 TTIEN AL,  H Ik 7Y 55
W BLAT A S 7R PR (W 508 1 o 6 s A —
TR EAR L, BT E TNF-308%5 A7 1 K12 (TNF-308A) (1)
IAEARTNF-T (TNF-3086) L5 R iy, TNF-LHLAE (A 2H
pylori YL B H i a2 Y Machado et al™'
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RIL, TNF-o —308*AKE A 44 19 ip A 17 2 5 9 R AL W f
Kbt 0 HA pylori FNTNF-o 3083 K BYIEAVE FI I F A ™

B R 0 fE S . Watanabe et al ™™ TNF-308%A L &
E I I T L6 7K1 1) SR v 59 M 25 JR A K. Go to
et al“ " EWFST RILTNF-o 857 G/TZ &M R
JE P 38 A P T AR ORIAS £ ™ T 2 4 0 A G, {HWu
et al®RILGIEHIX 50 AL W3 TNF-att
72 5 W et al™ RIVINF- a -857 TE£EEHZ
JIEEAH OG PR VR T 20 R A I A T AL, mTRE L
SERIM A T RIR IR AESER . Lu et al"™ T A
XA R, $EATNF-1031 C or —863 ALK
H pylori B4 B3 b g i Fe 5 & TR A
UL FIERRREY pylori YR B+ I mivom M
LA B 7 AT fE B PR 2R IX K -863  CCHERRI AL
W B T S Rk AR A A R SR R TR R 5 3
LT-a Ncol A/GAAIERNMSH pylori R AT H
AR KR T ETNP-a ) AL T IR 2 S5
PIRMCHR, MINF-BZA S BB MikE D> W, H
RININF-B2 35— HA 900 K A G, A TNF-B
ZRIER LM E PIRIRE, W2 AR, Xl
R FRAT 2B T I 1)

5 H pylori&g: SINSEZE R 2SI

Tz (interferon, LIFN) A fH5 75 845 1 40 B = A 17
— P E P A 40 e R S IR T, A AN e
AW TR, WS R 2 R, TR
(10 35 DR 9 sy b 2 1 A1 RO R R R FEAE . T4 o
Pr# (IFN-a) « T4 2 (IFN-B) Fly-T4 % (IFN-y).
ANIITFN-a 5B BIAL T 95 Je i ff, T HZ A
DNABERNAJE T3 R0 (T4 AT 4Ean IR r=A:, P
FLAGARBL 00 5 400 S R0 275495 i e 4 L 55 A= 4 2 A
HI. TEN—yZE R TG k12924, 1, AHE3NA & T A4
AHNE T, FEEHBEATA R, BRRRAR. B
MR SEMHC TR PURMRE, S 5hlide RAR
GBI VU R P RITL-295 SLAKIEYE, (22t 40
IL-2RZF 1L %%, WLV A BLIFN-y+874T /A% #& . 1FN-y-183G/
T. IFN—~-155A/G. IFN-y-179G/T%%. Zhu et al W5t
ENHBVIEE G 541 A 2 SRR KL, TFN-y+874 A
JEPR R S HBV A IRYLHI K. Govan et al ™ FExt B i
WU AL TEN-874  AAZL DI A AR N Bl ) 58 e 1
R A N B, T H A AL R KR i 2 A E
BAAFAE 22 5, RUIHEDR B 5 N\ 2 18 A7 7 W] S AH OC
PR, AHE PR 2R 5 N R ] (10 222 S AN 5% 10 S0 (1 0 42
%.Lio et al““WFF0RIISTATTIE PRI RILE i 45 4% A 41
W EAC T X AL Howel 1 et al "' WF50 R BLIFN-y+874
T/ASAL 1R 2 A5 1 5 BT (10 25 1 8 €5 35 I 1) o A2 6
J. Tsiavou et a][GGJIFN—y 874 () AZE T TR bR 5 95 141

ZHHH IS B T-6 IR 4. Kamal i-Sarvestani et al" K
PP TEN—y+874 T/ THE DA B f) B B L M it o A= 1) £ B
PESGAN. Hof fmann et al " WSS RLHE R S B 2 3L,
TFN-874 T55 18V [ Fh S A48 8 1) B 0 19 A % DI AH
. Rad et al"BIFURILIEN-+874 A/TEZ AN HIE;
JEE AN PR () RIB BGE XA py lord I RAE RNV, Zambon
et al®HISUSH pylori BEYFRIRG: R KL R %
IR, IFEN-G+874 AAYSH pylori cagAPHH kR IRy
PRIRMIE. Thye et al ™ RIS TNy 115 515
H pylori &G Firh R EEAE . IENVE D 41 K12
—, HEZEBREPEIFN-y, RERABTREZES5 LM
PIRAHR, TFN-a B yRIEARE, ThReAE, BaAHZ&
5B R AR ARARIA], IR AR Z AT R TR

B, A pylori &G IR EPIRMIRIN, 1531
LR F WA RIEILE LR, AN pyloril&
e 55 LA G M D5 7 PR T IR 2 A E I DG R AT 253, K
WA pyilori Y5 A M T B PRI IR 2 S PEZ RAFAE
FREER, MEBRNRAE RERE—EMEH. b
FWFUIRN SR P38 2 11 QI 58 W B ) fe
B, RS R 2 R R 2 38, WFUTE I 4 i e 1
TR 2, AT LT AR A4 B 85 T [ A
S DR 28 e 1) S A, AN m A B e ) e A
A AT DA FE AR SR R 48 it LAYRCD 50 1 R
H, MH pylori B IEFFATHIGERTT, B0
(SRR BAET R, AN i [N 7 S R 2 5k
5H pylori &G RIRCER, T GBI T LAY
PR I R I2 WA — AN T REIRBT I FR bR, A B e
R A0 2 TR B Al — AN B AR A, O T BRI ke )
FEDR AT S AR k.
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st H B % &S M (single nucleotide polymorphisms, SNPs)
AR EIUFA) 2B TEMBREFHTYE S
AR, T ESNPs#FHR S, EAGFE, F—AREHR
K e A B SNP &Y JUAYF R B 7 kM — W =A
%, AP @HFPCR-RFLP, & T{54r% e shih ey 5
A B R Y 98 AR A% o R S R4 )3 % 8 B (matrix
metalloproteinases, MMPS)%*%W%%%%%%Q K fi
By, TOAMMmiasNRm . KR, AR AR, A
BB T AN A LEMMPAR G AEEERR S5
HRPSNPILE , HR#AHAMMPE & 67 it 5f MMPsty £
A E % ESWAT R ABR—F A5 T KFHFLMMPs#g 45 ) Fo
B MMPs 5 I 98 4545 09 X RATBET — N8 &,

Xigig: MUEH®; SNPs; MMPs

B9, KBE, TR, T SNPEITFRIVRREMMPSIFZRPEIN
FH. EBFRENEZYE 2005;13(17):2128-2137
http://lwww.wjgnet.com/1009-3079/13/2128.asp

03515

AL B R 2 &M (single nucleotide polymorphisms,
SNPs) &% =2 Wikrid, 1T)LER 2N T4
W LA R s i o 1 22 A0k, Ot A SN PR 7 7% 5 AL 1996
TESNPE I e A 55 = A AL b id UK AT 3R K &
&, BBk T XIS NPRIBIFFY. Jo I H HAR Y
{ESNPHIFTHEA NI B, 2L i< B B 1 (ma tri x
Metalloproteinases, MMPs){Ee4E4s h B ESEAE
F, XIMMP sEIBIFFT AT LLAE 755 Il eg 5 7 1) Ji ST A S LAt
FEEMMPIE K P HIAFIESNPILG,  JF45 e e A % )1k
F. WFFIMMP s FISNP Ry itk — 28 731 7K P ERTMMP s f1 4 1
TERET — 5B R 12.

| BREZTIE

TR 2 AVERISNP s 2R I 4IDN AP 41 v iy T B A
R (A, G, C, T)BHmIDEM 2, e
FAZ T IR IR S, 4K BRIk i D) 07 1 22 25 P B

RFLP (restriction fragment length polymorphism)
LS ol AR R R R S P HIEIVNTR (variable number
of tandem repeat) FlIffl L2 L&AV (microsatellite
polymorphism) Z J5 I X —H—AAZ&MEEAEFR L, H
MI9IAES — IR th 2 o, BT 5 70 s id AT
AT A A £ g

VE R o = ARBALRAC, SNP sTEFERI 2 b FUA o 5 i
AR ST IR A ANIE304LAIEEE P B T Bl 2t T —
W WAL T AEREA LR A L7300 07 LA E[SNPs. K%
HASNP sOr TRERI A AR X, I HAT L T JE N 20 G
T X (RIS NP s 7 250 5 17 410 1) 508 T AN 58 Wi 30 19 i 1) 2 ik
B2 51, IXFHSNP s AN A IR LAY 2 T 52l 1) AH 2 A
(ISNP sf7 T IR H BN 1, 3R R sy Vi) b Tl
TR, EROZEAMREE A ECT R, g
W V. AT T B S DX S NP s 1] BE S 0 il
PEJE B D RESE AT W 20 R R P 41, DN 5% ) 2 11 )5 1)
DIRE,  d5 2% 3 SO R o€ P58 B30 DRI S N B0k H i
REZ VRSN, HSNPE, #H LSNP &R
IR, a1 AT H LSNPl F AL SNPHIF E &
R B R M DX R N T 2 i) B A A G
PE, PR KSRGS v U A B, SE Az A
Ak, LK, SNPIR A fEBAE e A I, 24522
WS, LA RIS A 45 21 .

2 SNPHYTHRETSA

HANSNPEEIFEHLLLK, AATTXS NP & 77 i 2k AT
TR 2R M. AL G T A R B 2 S
#r(single-strand conformation polymorphism,

SSCP) P At L B M) VA Ta g ma nd e
AU AERERIT (pyrosequencing) P, DNAGS

(DNA chip) ™34, Aetk mROR A (4% (denaturing
high performance liquid chromatography,
DHPLC) ™™, BB bRic M5 A5 FPCR™ . HER
HEBOCARR B LB AT ISR FT (matrix assisted
laser desorption ionization time of flight mass
spectrometry, MALDI-TOF)" % 154k "SI A4 J LRI
FH (I SNP i 25 75 1.

2.1 PCR—RFLPZ 3™ 7] F Bl 4 pA) 1) 8 10 g D) 97 5
HRE e, PR R ER M R DA 1 BRI N DDA T TR
—DNAJ W, W SRAFLESNPAT s, B D) W AR B A e
s IR 2 S, A HL UK ) 45 Al mT DU T & R SN P
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A7 LR H BB B R 4 R 2R AR S BOR Y T F T 32 S
SNPHIAL K20 A7 2 BRI A VIR VAL KL, B JESNP
ity e s W Ik .

2.2 HFAE (molecular beacons)iEz"""" - PAER
(molecular beacons)iHiTyagi et al™F-19984E7:
S, AEF R T AR FURERER, AT IR 7 AR
AL AL T Cy A GHNSE A, HEFIS'
gty 3 53 DU AN 58 ) iihrid : & %% (coumarin, K
I -T, 96z (fluorescein, K& -C, 4L
2 (tetrame thylrhodamine, KASZI{6)-A, fEPNZT
(Texas red, RZOG)-G, TWEHW3 mmiyghi&a-[4" -
TSI A % AR (DABCYL,  mIVEKARZ 5t
WO 56, IRy — M - K 50 . $5iX4
FRERET 73 930 55 DU R ASEAR B (mb SR7 i A 0 301 WAL Gy T
C) HAMICK 855, AR G5O IR B A R 5 Gl id 24t
Pehe AL ILAERD , U B 5 R RE 58 4 B AMAC X IR
MG A 2 HUBRAR g B2, AN & oK 9E,  BIE
SUARAE B R B I AN 25 &t 9. AT Ll i 5%t
PRI EANR], VU AT B EA.

2.3 Tagqman®AIRATEP™ TaqmanPOEHRENE M R T
JEAEP CRECNY AT, K — X 50 G b M5 6 v KA o i 4%
B 73 5l 256 20T a qma ndR e W . 2REE AR5 HAR T2
Gy, I O6ILYR BE B AL B AR HIE SO YR AN R 5
s EAHAMICA G, BT Tagman DNARAMEAATS'
IRV, PR O TR NIREE U)ok, R
()56 26 TR L. an SRR B S H FR e 91 A7 AR
BOms AL, Ao i BRE B H bR A 46 1 B R
Tagman DNAZEGHEUIHRIZECIRHEOIETE, Wl 5om 1 52
JCREIBCR, AT RREE S AR BE 5 1 W RS LAIX

2.4 DHPLCE""™ DHPLCHEIAZ PE iy ROBAH (it He AR 21t
TR R FISNPIE & Tk, R AZ) . R, &
T R R R AR TR AR, A5 5 50 AH 5% 0 2 PR R AR A,
DUSNP A 7 T4 21 1) .

P g AR BRI KIE, B R R
P X (RN — 2% AR, O 45 IE W BE) I AFTDNASY
T AR, RAEECH YR XEDNATE ) 1
il HE R UBEDNA, 5DNAsepfEgi & I FEAC, LU RIS XUE
DNAGY 155 5 T4 QIE VRN 2K, M5 [RIJEXUEEDN Ay
B MR, FAR R B IRP CR I EDHP L CI i |
FEPCRARAR 7/ W) 22 1-2 MU 2R, DRI 1 2 P DA 265031
Z 7 AT DN AR YR SUEE 55 S 50U 2 [a) 4 B v
JTCI 7 S, AR S Y05 U AR [ 9050 00 7 74 1 s 1) vy S
AH S 1A S A e R v i B I TR) AN — B80T 40 .
2.5 PCRA=M 72567k F4 ] REMISNPAT - A THE S MEPCR
owh, kT By R e R R T R T AP CR, SR
J& A5-E DN (BN e 5 e [ 2040 1) 4% 2 SNPAEAE

R R 2 FR A A,

WOPEIR B R, KSR, AR T W

SNPJier, Bk, HARBVF2 R TR N, &k
RIIRHIFSCHR oA 1R 22 02 T 1% 07 125347 SNP i 2 1.
2.6 PCR-MALDI-MS(PCR—matrix—assisted laser
desorption ionization mass spectrometry)‘}%1‘172'9”_“3J R
AR R 5 M BOR I RE 2D A S B, i o4l B 33k
FEREY P L 29 (matrix assistant laser desorption
ionization, MALDD) & A {8 E A% K Franz
HillenkampfMichael KarasT19884E%&MHAT, JfHIA
PEARAT T S i s (ASMS) 19974F B 2% ok 3. 1%
FRBREA BT AT 10 8 R B0 R fy TeA Ya Fl, ( 7 e e
pmol(10%) 4% fmol (10 ) AR 43 v Bk )L+ 7
B Ry, INITT #0150 27— %0 7 ) A
W, AR TR AR AE A R U R A 2 N
FR .

FCREA g B R 2 T ) 0 WAE R o) 1 (Je il T IR
KILE D)) th I B B AR, 24 0 (337 nmff)&H00)
WS AT, AR U IR IO e, SRR
BRI, AT AR B AT, SR O
MR e NSR. B TMALD I 5 TOR S fE—it, FRh
HE T4 DO G AP R B AT IR 17 B84 (MALDI-TOF-MS)
RPR RAT BTG, WLk, MALDI-TOF-MSHH M H]T
HEBPAHT, WERSRSE, MRS Y TR
s, AEFLDATIR BT ST A DNAF AN GE . DNASSRAR . iR
BRI W%, ZESNPTRi &, PCRFITIEH AL A, Hf
K, KRB el R R

BT o A PR, o e, i
VERT A AL BOR B SR s, TR S 51 2.

2.7 A B K (DNA chip) ™™ FEPES B SUFRDNAG: F (DNA
chip), DNAfZEFES1 (DNA microarray) &%, FaRK Mo
IR S A7 A B A AT BT BOR KR DN A BUAT e 3tk
[# 5E HE A AE AT St Je Je i, 3807 S5 T R B
Bz, ARG S ARG HIRE S HEAT 2848, R 28815 5 1
R SEBLPRE . R IRAT 2 05 B A, R ERE
B BRI A S NP R T JLAE 5 v BOAR IR PR 5 Jeg
PR R L ) M IR AT L il AL
A Bk AT I T B, W 1% 077 RT BLS HOBT IS NPAY.
K TSI SNPA, s A BA] 2 R RS 6 7 A

U JUAE SRS NP I 25 J7 v s TR Kk g, (o
KABCAP CRJT ¥ My JE i, &5 & WIkE AR, sigsf %
e R BRI S A U V. bR T IRAN AR g LR TS
AN, A LAy T AR AT O B S T R 3 4 o My
(oligonucleotide ligation assay, oLA) e &
PRI R AL IR IR ET 28k (al lele-specific
oligonucleotide hybridization, AS0)"*™,
KA LR 24448 (dynamic allele—specific
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hybridization, DASH) "™ ™k, MAGEILLE MARIC
(single base extension—tag, SBE-Tag) [130]‘72%, &
T 7 V2 N A A S NP R B b, #EA, O Hsiil
B, MORH S TIAISNPIE, Ok TRFAFAFKR
SNP A HHG .

3 MMPs 5 it BHIX R

3.1 MBEA IR 2 20 Im R IGST ORI — il
FEEEAT gt R R R R BT I s A
A — RN R, W2 K5 E LR (basement
membrane, BM), 4iffi#h3E) (extral cell matrix,
ECM) &5, e rby 4 fifa &1 I 5T (1 e il R 03 2 e e AL
BRI BEACSRAT, DR Ay b8 0 i o 200 . 2% A At 4 a4
FE, RRJEME, LR TR RIGE S, A e JE R
T, R e SO AR . S E CMAIB M) B i
L 2 PP T R AR RIMMP s P R 2 5 A4 R e, ALtk
ST IR A A PMMPs ) 7 S AR IR RS AR AR SEAH DG,

3.2 Re Rk K54 R B RIMMP s & — 2RO
PRI KRN, 2581 kI T 26%. MMP s
FE % 96 At 4l J A0 35 BORT R R I, 2 515 22 A B R B
R, MR S R R E R T
WA R, MU AR R, AR R ) R R ke
CHEAE . I AR 2 A N 2R e b A I 2IMMP s IR AA7E
FE 7R 5 MR R A 75 00 5 IEAH DG, a5 e A HOIR
g TR ATMMP-11R 260k, 7 N2RE5 e hMMP-2, MMP-7
MMMP-9¥yd S ik, fEFLES, RN EMMP-8,
MMP-9HMIMMP-117f H AT S AE 4 heg ¥ 82 12 Wi brad. 47 58
YR, FIAMMP-9 R L s e i3 R 7% e AR R
E‘, %ﬁ)’a"%[llﬁfléz].

SNPAE A IT JUAFE R GG 1) 55 = AR il brad, H
FEPER, AR TR E IARF AL MMP s S5 853 1 03 1
L&y, 71K FrEsse, LR ILE3)
TSNP T & TP IR ARk Jig , AT s -3 40 4
ST — Pk, S, BFRMMP sFERISNPER S, ik —
NI T ACE T EMMPs FRVE RO it T AMRLF ) 7 1.

4 MMPstPEXSNPEVIAR

4.1 MMP—12%F FSNPAF IR MMP-14& /5 m) DL
TR DL T T TR R il —, TAURIT T IR s 4
B AN T ) FEFE Ry, 5 TR A T AR 28 % 1) O
Z U MMP-1 5B 1A — 160TAEAE—ANSNP, 4351k
5 —GAT-3" (1G) 15" -GGAT-3" (26).Walter et a/"®
N P CR-RF LPJy VA 90 T 3 1451 A € 35 98 e B8 9 461 119
MMP-1J3 315 — 160747 1 1G/262 &M, KIAELL
q22. 23 (MMP-1IEPE B T A A7 550 Ab ) 22 G tEsk 2k (o s s
of heterogene, LOH) 52GH:[NFHA e 7E124145 LOHIY)
BT, B3R A 2GHEIAL, 17% (R A 16K

DRI R A0 2G 3 D1 784 5 o e P 23 RN R A7 K.

Zhu et al" "R HIPCR-RFLP T :0FFIMMP-15 2 T
— 160717 S5 SNPELE KB, 2G/2GK K M4 & TMMP-1f
FEsRim vk, D26/ 26K TE 2y i, U AR A
e e B T . F IR R 26/ 26 MR LE1G/ 168K 1G/2G
AMATE Ty 4 L Ay i

Nishioka ez a/ "™ F|HPCREIMFLE A0
T 230 e b R (cervical intraepithelial
neoplasias, CIN)FRAFISOH] T = 5dE (cervical
cancer) ArAIMMP-1/55) 71607 SNP, JFEiE4T4ei2
I3HT, RIIMMP-1J5 512G SNPFIMMP-1 )ik 2 A fE 1
FHOGPE,  JFHNF 5 2000 R R 43 4 06, IR MM P-1 )5
BT 192G SNPH]AE B MMM P—1 3 R (R e s i ok, 3k 5%
W]~ 25 2500 42 22 RN I

R VFSNPIVE IR EA WA BE R AE AR 22 5%, i Ju
et al"Ril: JTagManid:t i[5 232451 1 2 #ii i i
RN 332414 FREE AN AR I A EATMM P15 Bl — 16074,
FSNPIPHT R I 2GHAAE 15 50 134 T 6. 1%, 1M
FEXT AT 068, 2%, & (R W W2 . A tk, 26
SNPBEEA T 80k W10 o0t 1 5 50 Sy i, XAt 1
I R .

Matsumura et a/"'® FHPCR-RFLPH:AMHT T 215649
Ja R 1664 FREXT BANA, I35 1G/2G I L 44z
I, JFHIGIREMIR MR, WMEHR, AR
S ARG S 2 L AR S — 5T, RIS NPT i
B LR o3 A A 5 B3 ORHE (P<0.05) , i
BERT L, MMP—1/ )3 37 26550 3L M F A7 AE FE AN 2 4
R B I fE R, A AT LUK 1 o Ak AR R .

Wyatt es al ™ F|FHPCRANIN T 454 vkl 2 3445 A
A0, Bz LT 2 40 M P MM P— 13 311G/ 26 22 2 P R 3
MMP-185 A RIE KT Z DGR, 45K H2G SNPIIFE
FEHAL BE TR mMMP-12E A& &, (223 mMMP-1
HE DR A SR 1 Cn i e R 7, AR KR ) T UK
PE. AR AT LR P C RN 45 532 R IR IS NPAT 1,
WiJurajda et al"™ [ FIPCRANNIT 45 495 & L T MMP-1
JAB) AR AN HIISNPAL S . 159A/G, 3l L6 %A R
T RINI1607 16/ 2GS 73 M K ILASE AL L R F
— 1607 2G5 A7 BB, 17 GAS 07 i PRI DU % M1 1G4 A7
FEDUEBT, i g LLG B SIMM P~ 1 338 78 PR e 2 i)
BRI T —ANB 7 ).

FAN, e FMMP—LAE B AP R 2 WL B 5T A 5
CURTF. W FL R MM P- L) R IA 247 22 5y B4 3305 R 1
i (mitogen—activated protein kinase, MAPK)i®4%
MRFE, MAPKI&AD H =4, 43l i AME 5 1
PSP (extracel lular signal regulated kinase,
ERK), p38Flc—Jun Nuii¥lt (c-Jun N-terminal
kinase, JNK). &AI1#E MR N7 RGE e E —
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l1(activated protein—1, AP-1) FIETS#: K155k N
JEAII. MMP-1J3 8 7160747 5 (112G SNPEEHE T —ANETS
GESE A, T —160207 L IAP-145 A AL L FVE T, 12
HEMP-1[1)%55%, NIk, 26 SNPL1G SNPAHEL, MMP-171)
B SR PR T T A B A M FRA2058 L 264k
Bk, HAEKCEIIMMP-141 % %54, Tower et al''™
AHNorthern blotting, Western blotting, W=
BAETE 4 23 BT FIP C RO A 1) 58 R S8R T VR E S R B,
RN —ANEFXFE R K A% (1) e 1 401 6] 771/P D098059,
MMP-1(1)RIESZ 0, it i) WLERKL /23 4% 3= 2 LAMMP-1 1)
26 AR, (e HEMMP-13E R e 5%, AT 42 = A1
IR N I R i 0. Tower et al"™ BT LI
Y MIMCF-7/ADRIFSY I, AP—147 s7E2G  SNPAEAE I
B AT DR MM P13 PR R e i 1, AHIEELG SNPAF
FE RS B0 TP HIMM P13 [RI R 55, AT 4000 T2 e it
(R RAARE, e PR TMCE-7/ADRAN B IR 25 1. WAL,
2G SNPHMIERKI/23i&4% LL K AP— 147 s L[] U E e BEMMP-1
(PRI, 4 BRI 40 M AR 28 e ) B .

W Tower et al'™‘KIIFRA-1(Fos-like region
antigen) FIAP-1%% 3% K7L [A] 2 EA2058 IMMP—1 25 1 1)
Fik. MHIFRA-1, 551G SNPAHEL, £ Wi NiM#&2G SNP
(FIMMP—1 i3 5)) ¥~ ) e s i k.

Zinzindohoue er al'"WFSLT 45l i MMP-1

JAB) 126/ 2GR Y b EF AL R L MR R KL, R
26/ 2GHEDR TR [ 25 AN PR 43 391 588 0 W] S AE2G /26 [
T H A LS A B BRI R 2, Gl i ai R
Je: TWIRIT I, P<O.01; MIMAFITIIH], £<0.001; i
A, P<O.04. I, S IRIKEY B, W, DL ARST il
B 5 T R IR IE JG, 26 SNPHJ LU A 47 fr1i2 Wy 45
W AN BP0 (e b, 1 [ B 24T (MM P-3 )3 8 1S NPFI
SEIEAEIS H A ORI S, 8 TG B A OC .
42 MMP-3FSNPHF LIk MMP-30] DLR& A )2 3% 1R
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Abstract
AIM: To investigate the distribution and significance of

Kupffer cells (KCs) and hepatic stellate cells (HSCs)
in dimethylnitrosamine(DMN)-induced liver fibrosis in
rats.

METHODS: Rat liver fibrosis was induced by peri-
toneal injection of DMN(10 g/L)for 4 wk. The activi-
ties of serum alanine transaminase(ALT), aspartate
transaminase(AST), the contents of total proteins(TP),
the ratio of liver/body weight and the area density of
collagenous fiber were examined 4 and 7 wk after in-
jection. Meanwhile, the pathological changes of the liv-
er tissues were observed under light microscope. The
expression of ED1 and a-smooth muscle actin(a-SMA)
were detected by immunohistochemical SP method.

RESULTS: Compared with those in the control group,
the levels of ALT and AST were significantly elevated 4
and 7 wk after injection(4 wk:1201.91+215.04, 5741.15+
1000.20 nkat/L vs 398.91+106.35, 1365.27+435.09 nkat/L,
P <0.01; 7 wk: 745.15+413.42, 2355.47+1418.62 nkat/L
vs 289.72+43.01, 1018.544+215.04 nkat/L, P <0.05). TP
content was significantly decreased 4 wk after injec-
tion (50.32+9.81 g/L vs 69.67+6.09 g/L, P <0.01), but
returned to normal after 7 wk. The ratio of liver/body

weight was decreased(4 wk: 2.156+£0.539% vs 2.950+
0.147%,P <0.01; 7 wk: 2.250+0.638% vs 2.863+0.158%,
P <0.01), but the area density of collagenous fiber was
increased 4 and 7 wk after injection (9.90%£1.93% vs
1.27+0.28%, P <0.01; 9.20+£0.97% vs 1.46+0.67%,
P <0.01). Diffuse cirrhosis was observed in most model
rats after 4 wk and it was still significant after 7 wk. The
ED1 and a-SMA positive cells aggregated prominently
in the fibrotic tissue and septa in the model rats.

CONCLUSION: DMN induces obviously liver disfunc-
tion and diffuse cirrhosis in rats, and KCs are closely
associated with the activation of HSCs.

Key Words: Dimethylnitrosamine; Liver fibrosis; Rats;
Hepatic stellate cell; Kupffer cell
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055

TE 5 P U EAL 5 R A 5 05 6, 5 B 4 e (kep f fer
cell, KO WAENTRNNT T/ A2 40 R+, Wid
Z LS TR 4 i s, b a2 eE A2
RGN (hepatic stellate cell, HSC). X104 kEH
P ANFI ] B A % (DMN) AF 57 K BT 5 44 1) i
B2, (B FAZBA K CHHS CIORF FU i /b, AR sz
FHDMN £ K BUHF LT AR AR, WSEKCRIHSCI KIS, 4K
VAT st R b Py b 4 B 1 23 A S s XL

1 RIS

1.1 M#F Wistar § KR32H, b, AiE160-180 g
(REI K25 S Z R E) . IfFAL T AST A TPAS I
WF &M HEiken Chemical (Tokyo, Japan)/yw]; DMN
e HEESigmassd]; EAEL (Direct Red 80) 1 H 3
Aldrich Chem2wl; HiZdi4bi7: MousHiRat ED1 &
Je[ESerotecAHE A, IR RPN a— T NUILE) &
[ (0~SMA) /&Denmark Dako/A @] F=dh, SPiRFI&EM H L
PR .

1.2 7k

121 SRR & ZMMatsuda et al TTE, 2K
SN 24, B (n = 20): 10 g/L DMN (4
KRR 1 mL/kgiE4L3 d/wk, JEIEAES L4 wk. IE
WM (=12) « FHAAEREIKT nl/kg#E4:3 d/wk, I8
R A wk. SEZEGEEA. TRIARBIAIZEKIEION . E
AR KO, e A iR S SRR, OISR
I O A

122 S AIEARA N E  MHFFALT. ASTHH PR & R H
ReimanfK /7, TPE®EFHBiurety:, T™AGIEK1 tii ]
PUATEAE, RSO (Uitraspec 4050, LKB,
Switzerland) WEBOGRE, X HEARAE LT HAST, ALT

R THEEA wk, 7 wkRSTUEIREUENLER

TEVERITPI) £ .
1.23 REFEE /B E o RIS 7 REHUHIE
PR, TEENT/ R o L R AR B A
HIRLZ40 g/LHP T RERE €, WA AEEY) v, ATHE
Pt PSR IR AR (1 g/L
TR 205 R IR M AN 900 W SR T il 2 AR R i, IE R
FRATR P B 00T R 48 (CMTAS, dbRT i 25 iR K 2%)
ROr W B £ A vy 1h 5 B, WRBR S WERAfE, kYD)
FBEHLEAN S, ESRE. SR, S5
BT, 30 HES R/ Gt B L. ek
et P))E4A-5 pm, ERBUEE K, FSPYERET A
PN 3 h, EDITARMKEEAL 1 500, o-SMA LAk
FENT L 50.

Beit PR %R HISPSS10. 0334T SE v 4>
1, PO. 05 A 4iit 27 X

2 BR

2.1 RS i R A 3 I R AT K BB TS, SR T A I
PET 2. AR I EAL TAAS TG PE W] W T, TP
TR IR (P<0.01) 5 TR M iEAL T ZAS T
PeFEIR KT (P€0. 05) , TPH RS IEH AL 264, 7
SRR 20 I/ 44 B LG B I T B (P<O. 01) BRI £F 4T
2 W] A 0 (P<0. 01, R 1).

2.2 REF T IERHN DA IER, A K
BRI, VAR IX LD AT AR, S A SRR AL
25 R 250, B AR PE . R BRI BE, LA IX
WKL YRS A2, IF T BUBOR (1) £F 2 1] BR IR N
RN TE R NANGE BN (7/9) . 3657 J8 I 241 23993 B
AR AT DR, ARATY 4 e Ak ) £ (7/8) . A
PEAAL YOS R IE W AED TN IR AE T X . ik
K A BRI S 0T P 2D B O 0 AT A R R A
Do~ SMARHIMERR L, JOA X &M BERH PR IA, T
20 0 1) G BH 1R 400 . AU 554 TRIIHFALZANK C (ED1+)
FIHSC (a-SMA+) HE B 3G 2, PR 4H i o3 AT R0 A AH
], BRI A R AT Y A1 2 A e IR BR o8 o AT, 7
SN D B 3 A (B1-2)

3 e
DMNSZ —Fl H A 2 . DR 25 8 0 A 2 25 Pk A 22

| A5 ALT (nkat/L) AST (nkat/L) TP (g/L) FHIRRELE (%) HBE(%)

4wk  ESH 398.91+106.35 1365.27 + 435.09 69.67 + 6.09 2.950 + 0.147 1.27 = 0.28
BRLE  1201.91 = 215.04° 5741.15 =1000.20° 50.32 + 9.81° 2.156 + 0.539° 9.90 + 1.93°

7wk IEBH 289.72 + 43.01 1018.54 + 215.04 63.56 + 4.55 2.863 + 0.158 1.46 + 0.67
BRI 74515 x 413.42° 2355.47 +1418.62° 63.10 = 5.69 2.250 + 0.638" 9.20 + 0.97°

3 P<0.05,°P<0.01 vsIFEA.
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€ BN s - -
“ - - ot 4
ES S v )} -
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> % . N X .
\ 1 - ‘l »~ '- 5 -
e, TR S
y WAl : % ~
3 R4 4 .
&y 7 4 : L
B1 %4 EERA (x 100). A:a-SMA; B: ED - 1.
=S e i IS e S
- < i ;‘ . - _.:f bk -‘\:; s 4
A ;B A x FA T
- . 5 Ry S
o = ne b_".
D R - ’, T - s r
- o - - . g““
N ; -»'v ’- ;.\ BRI S L ’:«{“
’ RN T A =4 7o P
S i S W) R e,
X ¢ % B < A st I e
:l, ‘ ! - Sy .- .".,’ ;' e g °.;‘ s <
i < i ARLRT e
. '.I\‘.."V’- “eas 5

B2 &E7>FEMAHE (x100). A:a-SMA:B: ED - 1.

T, AT AL 250 R AR IR, R R A T4
IWTCRIIT R4l 4520 R BRI ST, Se56sh
VNGRS SHDMN 4 whJi5 T 5 ARG 2 A A A AR E4)
HFTL. CC 1 R K BUF T - b (R 7R 7 45 1 Mok Je A
H AR S B ), HD MNAS IR A 45 24 i 47 4 4 JHE Bl 4 L
A H (R

ARSI AR 5 W A, MiEALT. AST
WEI BT, TPEEUIE TR, KU Ih e ™
#, 97 wioRBRTPE B RIS, ALT, ASTI%
s A, R DRt i 54 il i, SR OCE
et al "RIEANLL. A SRR/ A L S
U2 Jir T A T 555 Y S 0 s o 2 O 5 B T A i HE A
Hilil, REIEWEH, TEXKEFEAZIEE, HE
JSCHSEREL () 2 4 TR BR YR N JFF S5 0T, K 43 T O /N AN S 11
B/NmE . ST IR 20 5 554 8 LA/ A o LA 1
2 D T 4 T 25 S k2>, T AL 2005 B AR A S e, (HLAT
YERF AR (1 25

JHF £ 2 AT B ) v o Jal B 2 Y 40 B £ 3R 2K,
WORBEEKC, AT ELERE. KCSHIFAF
YEAb TR, 25 i B A A KR BL(TGF-B1) | 1ML
ANBRATAE B A7 (PD G F) FHIYRE RSB o (TN F-a1) 25 4
WIPs 7=, AT THS CAF IL I BE RN & it A S . HS O
A AT AR A0 R B AT 4 20 i )5 R iB o-SMA.  IE# I
ML P HWAKC, 5—FoZ /M. EDIFH I MiED2 B i)
i TS S VA R ) QT IR e 2BoS 11T ¢ P b L PN
(1) EDUFIED235 PR, WA I 52 5 A (1 40 MO FR Ay 220

S AR O -2 N O YRR E | R A =
REMM, W)L FAMATKC. Orfila et al'™JHCCL,
FR N4k, 9 wkGEDLPHMESN M 0] B34, &
FAL T L YENRIE; Bhunchet er a/'™ RIS IS K& KR
4T 24k, EDTRHVESH BB H 2T 2k 1) ke A4 S 2T
UEA P S R s Hori et al" MBI LWHIEH &
KEBTEF4EAL, 6 wkJEED1BH M40 o % ] &5 hn, 47
T4 IBGHAL. Baba et al™ G 7 & 3FPIAS [
FIRAR BNy SDEWistar) FFEF4ifh, 8 wk)m3PhR R
G RAR Z /NE /N, S A G B3R BICD3. ED1JL
oa—SMAPHPEAN U= . Jeong et a]“mﬂ%CChiﬁﬁ
KRHFEFYEtl, e diib g (R U £F 4k Ak R i I B
Wik 400 J6L R IS 5 40 e P 5 38 o, o A A PR A I 9
b gl [ P R A AR S A C D68, SR S 4 Ak
S PYZ L5 I B JFF R A 2 25 m 5 6 4T i %) 50 o R 93 A 1)
aE" JuEE er al"™RMGIELNL BB T
KRR M i 0 1k A 2 4L E P K C, 45 BT 4K O
BERN, AR HIDMNG] 2% 27 Ak 3 DA A W 42 K C
HIHS CIIRFTE A WARIE . AL 45 SRR IR A 554, 7
JAIK CHIHS oy AT IR AL AR [R], 37034 A IR £ e 2 2 e 2F
YETAIRE RIS 3 AT, 5 ] AR P LA T £ 4 A A R e 1)
SIATARL,  REITEDMNGE KK WU LR 4L I R AR K el
HSCHRRHY), WAWFRKCAERFEF4itb kKA. K IET
VEFIMLEL, WA ICAE 27 A0 A (1 A ) B o i
FHAIIRYT R, HKCH MBI LR 4efb ity O f
WERiE"Y, FohImamura et al™ A BT 040
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Abstract

AIM: To explore the relations of cagA* Helicobacter
pylori infection with the expression of cyclooxygenase-2
(COX2) in human gastric carcinogenesis.

METHODS: In situ polymerase chain reaction (PCR)
was used to detect the expression of 4 pylori cagA
gene, and immunohistochemical technique was used
to detect the expression of COX2 in 56 patients with
gastric carcinoma.
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RESULTS: The rates of cagA” H pylori infection and
COX2 expression were 55.4% and 71.4%, respectively,
in gastric carcinoma. The level of COX2 expression
was significantly higher in the gastric carcinoma of III-
IV stage than 1 -1I stage (14/30 vs 5/26, P <0.05), and
was also higher in gastric carcinoma with lymph node
metastasis than that without lymph node metastasis
(4/19 vs 15/37, P <0.01). CagA* H pylori infection
was not correlated with TNM stage and lymph node
metastasis in gastric carcinoma (P >0.05). The level of
COX2 expression was significantly higher in cagA*
H pylori group than that in cagA™ A pylori group (15/31
vs 4/25, P <0.05).

CONCLUSION: CagA" H pylori infection is not related
with the malignant progression of gastric carcinoma,
but COX2 expression is involved in the carcinogenesis
and malignant progression of gastric carcinoma. CagA"
H pylori infection up-regulates the expression of COX2
in gastric cancer.

Key Words: CagA™ H pylor; Cyclooxygenase-2; /n sifu
polymerase chain reaction; Immunohistochemical
technique

Zhang Y, Jiang MD, Zeng WZ, Xu H, Wang Z, Chen HB.
Relationship between expression of cyclooxygenase-2 and cagA”
Helicobacter pylori infection in gastric carcinoma. Shijie Huaren
Xiaohua Zazhi 2005;13 (17):2141-2144

TR

BBy 4K 1732 AF B (Helicobacter pylori, H pylori)cagA#
MR BORE A B2 (cyclooxygenase—2, COX2) ik fE
AR P VER AR A R

Fik: KRR RALR B4 B (PCR)B AR R %95 41 840 5
F AR M 564 B K& F KA AcagA Rk B A COX2%& & £k
M.

R BIRUMLH pylori caghTARRBF R F55.4%, COX2
B BRMB T REFEAHTI A%, COX2RIARF LTIV H
BRERAZEST I -THF R (14/30 vs 5/26, P<0.05) ;
AMCEHEBUNL G T RARCLEEASL (4/19 vs 15/37,
P<0.01); H pylori cagAT k& F 5 TNM 4 H Btk €, 2% 3645
ﬁ%‘é(P>().()5). COXZf{iiﬂ(-ﬂ"—/ﬁ_prlon' cagAFH'}i?ﬂE%%
FH pylori cagA T4 (15/31 vs 4/25, P<0.05) .

i H pylori cagAH AR L BB B3R L £,
COX2WM R KL AR AR THBE. H pylori cagAf%J.
R F A LA B B COX2H) £ A,

KE2I: CagA” H pylorilBe; WERAW-2; FARAEER;
FEAAMNE

IKEE, WERR, DAL RIE, TE, UK. BRASMasiE-2RASHW
IR Ecagh B BFHENBIZRGE 2005,13(17):2141-2144
http://www.wjgnet.com/1009-3079/13/2141.asp

03I

TE B R ARG Z T, Wl T8 B (Helicobacter
pylori, H pylori) ittt A 1A 20 23 5 Frdas e 5T AL 471
h—RBUE 1. TS cagAIERMIA pylori WK i
bR, SRR IOCR AT S st H LAY 1 B0
PUEHE A 2. FRE S 0-2 (cyclooxygenase—2, C0X2)
5 MR R AR B DM VI IR R A i —, 2k
TR SEREAM MR 7 & Fh (g DR 38 5538w s S AR N 41218
FRLECOX2. H pylori cagABEFERED | 5 31K J0E )
N, BB IS FCOX2MRIE LW H A B R A RIET
(10 FAEAFRUT. FRATTR T JUA7 2R 45 Wi S Y. (PCR) & %
PN B 2F G ARK N B I LN H pylori caghHL[H )
COX2EIENEM, BH pylori caghBiFREH:. COX2%
IETE B R R LA EOC R, A B IR
PEES MK .

1 MRRTSE

TAMAE PR PBE 19984 LR F AR I BR i B A gUhr A
561, 2 WL AL ATk s, A B3, Le2541,
EWRY32-69%, FH50.8% . WKL EEITH], Tk
ELEEE R 1901 . TNMAy 1] 2 197845 il e 1) 3 [ 1 9
TN 0932, T390 114, T031560, [0 1741, IV
1341,

1.2 ik

1.2.1 RALPCRY ¥4l cagA L B B 4 &/ pylori cagh
FLOR S 17 40 o v B s 2R B A . ST
H: 5141: 5 ~ATAATGCTAAATTAGACAACTTGAGCGA-3" ;5|
Y)2: 5 ~TTAGAATAATCAACAAACATCACGCCAT-3 . i ¥ A7 s
Yrh, ORI . BREEWERE K4E, 0.2 mmol/L HC1
Bk, 1 mg/LEABEKIL, RNAEER1L, 40 g/LZE
[ 52 s PCRY™BE: 7E10 uL/sK U1 R BT, &
4 mmol/L MgCl,. 400 pmol/L dNTPs (Jrfi1/4 dUTP
HBio—11-dUTPEUAY) . 1 U Taqlf. cagAIEP54)#&-2
mg/L, MscfEAI R, RS, SIEHEAM: 94°C
FiAZPES ming 94°C 1 min, 60°C 1 min, 72°C 1 min,
35MEHN: 72°C 10 minfEfi M. 30 g/L BSAXS ]
1 h, AV-AP 37°C 30 min, BCIPMINBT (%, K418
e, U R BAYE. 4351 LA JEBio-11-dUTP, JiTaql
KICTI AT BAE R BIPEXS R

1.2.2 R LA F AR M IR A A B & O &k FIA WD)
Fs 10 mL/L H0,FEEREF 15 min, 1L=E Mg 415
min; 0L 0 S0FBEHICOX2—HT, 37TCHEHE2 h,
A FEAL P (1 D 200), 37°C 30 min; AN A
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P EEFRICHIBE 2, 37°C 30 min; DABRL{f; FRAZHR 2 BELRLRCOX2TIK 5H pylor caghZTIHIRFR
TYs BKIEW . PR IR . R PBSAAE —HifE Coxo
DR, DLCAITRE RN K R A G ER e PR 0 - -
HELOGEE R (X400) BEMLIZ 1O FLEF,  BEASPLET T4 cagA” 31 6 2 8 15
10040, LM, JoFRIABUBH 1 40 fu £ 5% h R ik cagA- 25 10 4 7 4

B (=), <30% A 55 FH A (+) , 30-50% A FH % (++), >50%
B (+++)

BRI KU pylori caghBYe H H 45k
N, TR, COX2H S Bt kLo, AT RRAAS
5, PO. 050 22 57 w3 i L.

2 R

21 B B LRH pylori cagAMk B . COX2k ik R H &K
JRBAEIE [ pylori caghL[RIAEE LR P RIAE N
55.4%, COX27E B mAlh RILHE NT1.4%. COX2
KIEKPFAN-VHEmASZER T 1 -1THEEH
(P<0.05) s Ak gh A1 8 & T ik 4 4 2 41
(P<0.01), FERCOX2HKIE KT 5 TNMS # K bk 4 25 #4675
HK. H pylori cagh3LRIZRIEK V5 TN I Ak (. 45
BRI K (P>0.05) (1).

R COXLRARMI MR ERRE S BEIBRRIERIENRR

, COX2 cagA

53 PR S B ALE n
- + o+ = +
-0 26 10 5 6 5 11 15

TNM I -1

- 30 6 1 9 14 14 16
S 377 5 10 15 19 18
= T 19 9 1 5 4 6 13

°P <0.05 vs TNM | — Il #3; °P <0.01 vs WMELSHKRBA.

cagAJLRIBHYEAS 5 4 W AR, cagAL K 70 A T
MR S s M IR RO b R 40 i 2 it (1]
1), HUUESR 20 . COX2BHPEAE 5 N A% i (A il
K, T EEERIA T I AN R SR, T A i b AR
ik (E2).

22 BRRALCOX2RIABH pylori caghF& A wg % % COX2
Lk IKEAEH pylori caghBUMEH W w TH pylori
cagh [ITEA (P<0. 05, %2).

B BE4ALRcagABRRRIK(FRAIPCRIE, x 400).

P <0.01 vs cagA*4H.

3 e
WAT I SRR KA pylorr YL m] 3 80H 3k 25
Ui Fo bRt R R, AR E R . caghlk
DR s e MR, 5 9 SO AT o R o s ) .
Kuiper et al'™J BRI cagAFUARRHIE 3 245 1 42
RAEFN62. 0%, BITEA K32, 0%, %5 B %, Parsonnet
et alWntxf14 afiFEAZMAEH pylori caghPiiklf
Tl S e Vs, R IhcagAPI VG E 5H pylori WIVEE
B, AR T 0 A B vk 0 R (ORME L R 2. 2) . 3kl
TE LUFE [RIBIF 7T 55 7% cag AJE DRI 6 98 195 28 A5 e e 1) 26
ik, HAETIHE SRR N I B S RN, FEUE R
JIEE L 7 A1 B 4545 . R cagA B FR I B R AR i —
AR g DR B R AU AT 4, TR
PUR I3 K cagAB BRI L 5 R BLRE 40 i b 5, 5
FOE MR W R, A A B R AR, (R AR IR S
A9 T4 123 o T 8 e S S5O S ORE S b 22 Rl 4l
MIPE 7 RS A (NO) IR TS, 3 BDNASL 4
SR AN MO A s cagAE (I RT Re e 14 M T 1 R
Bel-23ik, i 340 2 Rp53 588, M1 A8 4H i 1% A= i
T ST, B PECE R R G R B
KA ? ZIFFREE R RcaghFERAAEIT-IVIH, -1
WiEmATYERIL: A CHKRSGRBALEE XS,
H.cagAJERITE B 4121 i3k DU 53 4L 200 &, e
BEAG i AR PE B & —~ 4 — i — 5 AU A — B
K&, H pylori FAFW RS R AN, AR T 4015
K, MH pylori MEVLERE, BUREWH pyloridbT:,
H pylori WIBURAIEREEIN, WA priori caghwitk
SR B B R SR RO

VFZ A0 W7 COX2AE B i i A8 A e 2 4 Rk
Bahn. Lim et aZ™ 0B EAILURA10441, K ILT0. 2%

B2 BEERCOX2EBRIAISPIA x 400).



2144 ISSN 1009-3079 CN 14-1260/R

HFRENBURTE

2005F98158H 2£13% 17

(1993 147 COX2 B 11 1A iy 28 1T 1E i IS4 A COX2 8 [
Rk, LW et al' X NBLIZ I I T ARIE L3641
H pylori B e B3 0 4123 S SLAR I A R b A vp
COX2H 2 LR W BEAT T [l M 43 M, o e A Ak G fh
B, COX2HEfEM bk = 8 A A o v
BH 2620 A 72, 2% (13/18) . 77.8% (14/18) Al
83.3%(15/18), =4lla LB #E 2R, HEAH5" A
s B R TR AR ) BE FECOX2 R (1 KA B . i W] CoX2
ik 2 B R R R, IS B R
KA AZAEITE518 W RCOX2ZE B A4 h ik R A
71.4%, HCOX2FRIA/KFEN-IVH B R4 L E T
[ - 113 41 (P<0.05) « kg B Al S m Tk
WL AL (P<0. 01) , $27RCOX2FRIAIK P 5 TNMA) 1]
KoM ELEERERS A O Ui W COX2 AN 5 301 5 e 1) % 2B A
s RIS g P e R 2 DDA OC, fE B R A
REAREEENEN. PR e 2 Mg P
PRGN I AE . P00 MR T R IR B A I T K
R T 4 B P42 28 1 S5 1T R 4 B0 FR (2 i 4 .

cagA TR RS J2 COX23R 1 1 & 16 1 i A8 v (1) VE i
AN (1 R AT LI AN 28 . IR AR Mo
WA pylori Re s T B REAN fIbkCOX2 ) Fak . B P
2 et al™ WIS pylori ARSI E K BE H
FIECOX2FIA RN, MR pylori G H.COX2FRIEAKFTF
V6. H pyloriW &5 Ak -cagABHME R PRI L 5 B e
COX2 )R IE I R UM ASERIT. AT 45 J I RCoX2%
IKAEcagABH PR W i TreagA B VELL, R B A L
cagh B PRIERYL e L IFCOX2RYFRIL. cagh R AR YL v] JE i
A FCOX2 M FRIAAE B IR A EAE . cagh itk
P FCOX2RIA T A I 5 i B R 2 PR . b R 40
B HBCE R R 7 R RAREA TR CH G, A4 Bk
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Abstract
AIM: To investigate the differences of the desensitization

of the histamine H, receptor induced by three H,
receptor antagonists on the gastric parietal cells in rats.

METHODS: The gastric parietal cells were isolated by
pronase digestion and then divided into three groups:
cimetidine, ranitidine and famotidine treatment group.
The activity of the H'-K*-ATPase was detected by H'-
K'-ATPase kit after the cells were treated with different
concentrations of the antagonists for different times.

RESULTS: Significant changes of the H'-K"-ATPase
activity were observed after the cells were treated
with different concentrations of the antagonists at
different times. The activities of H*-K*-ATPase were
significantly higher in famotidine group at 1, 2, and 4 h
(589.3412.7, 812.82+8.35, 637.15£4.59) than those
in ranitidine (169.38+93.64, 343.46+44.88, 234.07+4.72)
and cimetidine (118.42+5.91, 110.62+1.28, 102.43+3.44)
group (P <0.01). The activity in ranitidine group was
markedly higner than that in cimetidine group at 2
and 4 h. Famotidine increased the activities of H'-K'-
ATPase significantly at the concentrations of 10 and
100 mg/L(178.21£20.38, 225.65+16.41) as compared
with ranitidine and cimetidine did (70.88+21.44,

128.03+8.22 ; 123.62+4.32, 125.40+7.45)(P <0.01).
At the concentration of 1000 mg/L, both famotidine
and ranitidine increased the activity of H*-K*-ATPase
obviously as compared with cimetidine did (233.44+6.24,
131.58+11.50 vs 109.88+0.69, A~ <0.01, P <0.05).

CONCLUSION: Three H, receptor antagonists can
induce different desensitization of the H, receptor,
among which famotidine induces the strongest and
cimetidine does the weakest.

Key Words: Desensitization; H, receptor; H, receptor
antagonist; H'-K*-ATPase
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HR: ARBE., REGYRETRG, &MM0HE
NHEAERF T FEST AT HEL, 2. 4 h
BF(589.34+2.7, 812.82+8.35, 637.15+ 459 W EZH T
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SZARBE (desensitization) AR 2K BB G,
M i B AL 200 A 7 P RS R R, TR AL ) — R
H IR ORYHLAI. 21 H, 52 44 2 G H I RR RS2 AR S b (1) —
U, KRR ZAAE BN S 2 ARAEAR N oA iz,
B 2 WU 7R 2 M i L) A7 AEH, S AR IR O A, (HR
ZAEE NI M5 H L-6041 MU RIU93741 g 1=, Fil Fi i A
R 52 EATAE, H R MR A RO T B4 O, 52 A4 1)
FHORAIT ST FRATVEL S = FoftH, 52 AR 475 050 0] BE 40 O H, 52 4 i
BUAE AT TR

1 SRIRTSE

1.1 A4 SPFZ & i HESD R4, A 150-200 g,
P K 2% B 2 Bt S 5 s ) v oo AR L BE A R e
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EDTA. DTT. HEPESXBSA, Amresco/A#); Ham's F12/
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T R TRNERER TR O TR H-K'-ATPRG
WS, Bt R TR I, SR AR
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2.0 mmol/L, UHFpH{AT7. 4. AJ: AR ZHEDTA, N
ACaCl, 1.0 mmol/L, MgCl, 1.5 mmol/L, 7 pH{H
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7. 4. V6 : pronasedd TAMEH, 1 g/L.Percoll: H
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pHIETET. 1-7. 3, IR B G /284 M. AR T1i: H
AR5 TR BRI 10, 100, 1000 mg/LVGRKEE T, 7
Je R TRNESCE T, T pHAE 7. 4)5 1 ER .

1.2 7k BRI EHIEIRE , AR KT,
EBIRAE—/DUIE,  HISBCEEE S B T AR B KVE
Ui, SRJGAEHAT TR A LN S 2, TN T IONA,
Wb, B F3TCHALI0 min. K E RN, PR
NBEFELRBFEC0 min, WAL 250 YT FHA R VE
U Ja Al S, SPercol LZ# Y & T 208
o, B020 minfFWCHEEEA . HI &S AFBS100 mL/LIK4H

T EBEMEH,ZEEH,ZERBEATFRGH -K -ATPESHNE 7

(mean +SD)

YR30 minJEBCH 40T B0y, B JC I B 40 iR s 9
VBUEE B AR BB, R B R R . Sz )
53, (1) I [ o] B 40 Ji H, 52 44 B S5y s i« 8071 48 i ok
FER X 107/LIF4r AR T d e B T Ak s 173
4, SEH100 mg/LT TRy & 40, #2400 & o
h0, 1, 2814 h, WEE ARG AR, P
100 mg/LTFli, 1 hjE e 40 g s (2) WX RE
A0 MO, 52 AR BB S . or 4L VR RN, 2 T IO
B2 h, F41THRKRIEE 2 40, 10, 100F11000
mg/LUYF, SRJE FHAMRUEGA0, FFINAL00 mg/L+-Fi
W, 2 g 4 M S ). i BEH K -A T PR 7 & 16
LA, W 2 A0 R PR RO S U S K -A T PRYS J,
DAAE /NI 22 50 44U A T PR A TP £ 1 1 mo 1
ToHURE R & —ASATPRESE J) ¥ [umo 1Pi/ (mgprote
hour) ].

Biit R Ab3R SRHISPSS 12, 048 TR Atk HEAT Gevt27: 4y
BT, Hdi Fmean+SDFoR, 21 IR) 22 5 A9 9 LU A 23 3
FRSFILSD, SNEKS .

2 BR

2.1 B I SERE dm BUH, 5 AR AR 0 R vl (R 1) LR AN [ )
TG, & A0S D) R A B AR, 3R
BFIR)R, V508 T 4ldn Ml vs e s FE e s T4
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4 hBSA 5P T 44 B35 1 22 . SR B3I, 2 A4 i
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[F], TG 3 AR A FH i IA AR B 9899
kB T I R s, R T0US PR A A
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55, ARSI T MG S RE D R, JFRE AR I 0 i 1
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FEBKE T 4.18+0.32 11842+591 110.62+1.28 102.43+3.44
TEET 1.42+042 169.38+93.64 343.46+44.88° 234.07 +4.72°
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F — 68.22 522.18 12685.50
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EEET 327+019 70.88+21.44° 128.03+£8.22 131.58+11.50°
EEET 1.92+0.14 178.21 £20.38™ 225.65 + 16.41° 233.44 +6.24™
F — 29.00 74.87 228.35

°P<0.01 vs FEKETH; P<0.01 vs BEETH; 0 hASHIE. [umolPi/
(mgprot - houn)], RH = (BAHEGEITLWE/0 WESDEIDE) x 100%.

P<0.05, "P<0.01 vs FAKETH; P<0.01 vs EEETH; 0 mg/LN
SUNE. RA = (ZEEHSIDWE/O mo/LLETNEIE) x 100%.
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Abstract

AIM: To detect the free cancer cells in the peritoneal
washes and tissues, and to explore their significances
in the prediction of peritoneal metastasis of gastric
cancer.

METHODS: The peritoneal washes and tissues were
collected during laparotomy from 38 patients with
gastric cancer and 5 with benign gastric disease.
Peritoneal lavage cytology was performed for the
washes, and the carcinoembryonic antigen (CEA)
mRNA of the free cancer cells was detected by reverse
transcription polymerase chain reaction (RT-PCR).

RESULTS: The CEA mRNA positive rates of the free
cancer cells in the peritoneal washes and tissues were
36.8% (25/68) and 38.2% (26/68), respectively, which
were both higher than that of cytological examination
[25.0% (17/68)]. The TNM staging, depth of invasion,

lymph node metastasis, serosal involvement were
correlated with the positive rate of CEA mRNA.

CONCLUSION: CEA mRNA is more sensitive and
specific in the detection of peritoneal micrometastasis
of gastric cancer.

Key Words: Reverse transcription polymerase chain
reaction; Carcinoembryonic antigen; Gastric cancer;
Peritoneal metastasis; Peritoneal wash; Peritoneal lav-

age cytology
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BB B, AN ST RNAMIFE A 38 AE [0 X6 1 CAHE B AR
BEAE. X548 5 1R 728 ) I M e o v R 1 24N IR IR 2H 23
AATCEAMRNAM SLAATI,  AE Ry BT R ¥ 7 i /EHE 4
AT 2

Bit 38 R s IR, 0. 054 B3

Pz 5.

2 BR

T i 6 8491 I Jis AN I B 2 20 CE Am RN AR BH P 356k
36. 8% (25/68) F138. 2% (26/68) , $4 v 1 M5 s v 40 Jfa 2 B
PE225. 0% (17/68) . B K AR 5151 (1 I s s 350 0 W1 4,

{15 AR A AT 1S CEAMRNABH YE. 5] i 5451 AT A A
U4 T 5 491 P R 7 9 - C B Am RN A /K BP9 4
Ji1 2% FICEAmRNAR BH 1. GBS ZH ZACE AmRNARH 11 5 41 i 2
AP s VAN B B P # CEAmRNAZRPH T,
Jis M CEAmRNAPH 14 25 v 7 8451 B v 40 M 2 A 2 B ks i
i M CEAmRNABH 14: 5 152 /5 2 2 CEAmRNA B FH .

2.1 A Ferabk F fE R IH2265 ), 45 3% CEAmRNA
ZERFHME, PLCH BIME (PO, 05) s ZEMLII 14,

CEAmRNARI A W] v TP L C(P<0. 05) ; Wij24]
CEAmRNAPH P % 5PLCRHPE R T 2 7] (K1) .

xR NAFREASEERE C EAMRNARIPLCPRIEZRATLLER

RER n RT-PCR(+) PLC(+)
EhHEy 22 3(13.0%)° 0
fRER14H 41 17(41.5%)° 12(29.3%)
feER24H 5 5(100%) 5(100%)
=it 68 25(36.8%) 17(25%)

°P<0.05 vs PLC(+); 2HHA: m-mpiE; RHITA. ss-siEBLARERE
=R, RER24H. ss-siEEARIEEERS.

2.2 CEAmMRNA & ik 56 RAFFF  CEAmRNARK L 5k
EL R . SRR IURERE . IR o0 A0 R R0 2 3 S B
A (P<O. 05) . AR AL . W g5 . s o
REFE 27 . TNMGY BRI % CEAmRNAZ 16 BH P 1 m] i
K (E2).

T2 CEAMRNARIA SIEFRRIBRERNI<ZR

IBPRRIERZR n B CEAMRNA

e B
BRI K] \<5 cm 29 10 19
B A/ )\ =5 cm 39 15 24
e 28 7 21
E vl 40 18 22°
RIBRIE () 25 2 23
RIEEIE (1) 43 23 20°
LSRR () 23 5 18
IEELEEERS (1) 45 20 25°
I+I15H8 26 6 20
1+IVER 42 19 23°
*r<0.05.
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Abstract
AIM: To explore the relations of plasma TNF-a with

insulin resistance and insulin excretion in the disorder
of glucose metabolism in the terminal patients with
enteron malignant tumor.

METHODS: The levels of the fasting glucose,
insulin, lactic acid, postprandial glucose, lactic acid
were measured in 40 terminal patients with enteron
malignant tumor as well as in 40 normal controls,
and the homeostasis model assessment of insulin
resistance (HOMA-IR) and HOMA- were calculated.

RESULTS: The levels of the plasma TNF-q, the fasting
glucose, insulin and lactic acid, and the values of
HOMA-IR and HOMA-( in the terminal patients with
enteron malignant tumor were significantly higher than
those in the controls (3.27+0.92 vs 1.23+0.36, 7P <0.01;
5.19+0.75 vs 4.05+0.28, P <0.01; 14.24+6.52 vs
8.27+4.84, P <0.01; 7.11+0.69 vs 3.27+0.41, P <0.01;
3.48+0.85 vs 1.55+0.77, P <0.01; 18139 vs 326447,
P <0.01), but the content of the fasting glucose was
in normal range. The level of the plasma TNF-a was
positively correlated with the contents of the fasting
glucose, insulin and lactic acid and the value of HOMA-
IR (r=0.4352, P <0.05; r = 0.3136, P <0.05; r = 0.7893,
P <0.01; r=0.6531, P <0.01), but negatively correlated
with the value of HOMA-B in terminal patients with
enteron malignant tumor (- = -0.5874, P <0.01).

CONCLUSION: The plasm TNF-a plays an important
role in the insulin resistance, the hyposecretion of
insulin and the disorder of glucose-metabolism in the
terminal patients with malignant gastrointestinal tumor.

Key Words: Malignant gastrointestinal tumor; TNF- o ;
Insulin resistance; Insulin excretion; Glucose-metabo-
lism; Lactic acid

Feng QQ, Wang ZK, Lv XL, Liu YC, Yu W, Tu Y. Relationship
between plasma TNFa and Insulin resistance, Insulin excretion
in terminal patients with enteron malignant tumor. Shijie Huaren
Xiaohua Zazhi 2005;13(17):2150-2153
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B E9 S M N AE M B S o R R B

o(TNF-o) 5 M & Fmm Aok B F b shakAad, MAL
K A IE I I8 o B R R AR AL

Tk WE 4045 T H A B S WA B AR 406 B AR
B TNF-afe =t MBE. LBRESZ, PP H485
A XA M By E RIS R (HOMA-TR) Aok By & 5 ik 35 3%
(HOMA—).

HER. ZHEICEANBREHEE AR TNFa., THE o,
THEMEBE. HELBKR. HOMA-IRFHOMA- B 34 ¥
B3 TEFIBLA3.2710.92 vs 1.23+0.36, P<0.01;
5.19+0.75 vs 4.05+0.28, P<0.01; 14.24+6.52 vs 8.27 %
4.84, P<0.01; 7.11£0.69 vs 3.2710.41, P<0.01; 3.48+0.85
vs 1.55+0.77, P<0.01; 18139 vs 32647, P<0.01), {2
=M K AR A B A SO R AT b T AL A A I e ) B
STNFa b5 =M Ats, =HMKESE, THEILBEN L EM
% = 0.4352, P<0.05; r = 0.3136, P<0.05; r =0.7893,
P<0.01), 5HOMA-IRM ZEAM%E( = 0.6531, P<0.01),

5HOMA- B R i #X( = —0.5874, P<0.01).
Gt TR IHACE AT B B f  TNFo e bk £ & Iii e

M B E bR T R AER M E R P R EBAE .

XEF: ELEME; TNF-o; BESRRN; BEESW; FHt
Bt FLER

BEE, TSN, S, XK, R, Fx. SIEBECEINBIREEE
BMTNF-oSRBRBANRSEDOWBIEERR. BRENBRE
2005;13(17):2150-2153
http://www.wjgnet.com/1009-3079/13/2150.asp
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5y ZARDUNIBE & 22 73 W T e B A VR A0 ML 18 A 56 42 1)
W1, C2RUESE, MR SR FEIA T o (TNF-a) 7E2 OB bR S
GBS T (EL R R 1T
FRTNF—ou by B 5 Z AR PO 32 70 Wh D e S AR i b
ZIARAR, EASMRIEA 2 . JATT LU I AL s
MR NI B, SR IR T NF-ou b5 A QI AT K Fig
B B I B B AR DU BE B 28 7 W FE B A 5GP, SRR
DTN F—ou S M A 30 P e 6 90 6 38 WA QY B 45 o 4
FH DAy o A e300 S P A T8 W 391 62 A I e K
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LW, JEEE AR R, LT ARIME, JoR
PRIF L. TE 6 B D v 5 BT84 77 B & T A4 IE
w406, F2efl, Zi4fl, VIERE3S, TobE
PRI S 1 o B AL R A R P R e S A AR S .
2 L) S b 3 T8 25 1 25 S (P>0. 05) . [E A BRI
LB E % 2235 H 43.5-6.1 mmol/L, ATAANRS

MOBEEI 13,5 mmol /L. 4045138 11 4k 18 b Jgg 1o 301 s 5
o, BRI AS BRI 6. 1 mmol/LAN, HAh YA IEH
SN,

1.2 7k ML N -l 5 SR I S5 R B 360 A e i
etk (GO SE AT 5 MUORER 4 45 b R AL B 3l )
PE (R AR ] s 198 2R FH U S e vl e (3V A
Fl) s FLRRR ) FLRR A I 2 bty s (D[] B3 28
). HOMA-TR=75 I B 5 3 X X R IR /22. 5, HOMA-B =23
JE B I 25 X 20/ (58 BRIURE-3. 5) . -2 A B il ot B 4% 4%
fase, JERIZNES).

SitF A KAKIH LineantSDER, JexiEL
PEHEAT IE A PER S, HOMA-T RFTHOMA-BAN 22 1E 254>
A7, WP IEAT AR B B B & A i, JBRESPSS
L1, OGE vl 4R, AT AR 3 05 25 4007 (¢) K. P<0. 05
il Em X

2 R

2.1 BobkHACIE I B A B A R AR X AR AR AL N
T AT SR o ) R I TN F - B 2. 2SI
Bl S I FLRR S B I v T AE 6 AL (P€0. 01) (3R1).
2.2 BRI ALIE Y 95 o0 B R By F AR By ok
A T A R i ) R P SRR E)
BT IEH IR (PO, 01), JBE B 4 IR EOH BAL T
IEH R (P€0. 01) (3R2).

R EMESCEIEREBSMRINF-o. DEEEER. SIEMFER
ZIRILEE L (mean+SD)

Bl n NF-o  ZERRBE =Z=ERIME - =E3&R

(no/L) (mUl/L) (mmol/L) (mmol/L)

FEWIBAE 40 1.23+0.36 827+4.84 405+0.28 3.27+0.41
TEMEADEEE 40 3.27+0.92° 14.24+652° 519+0.75° 7.11+0.69°

°P<0.01 vs IEEWIBA.

K2 EiEMLEMEEE HOMA-IRFIHOMA-BZEY, (mean +SD)

A7) n HOMA-IR HOMA- B
ERNRA 40 1.55+0.77 326 +47
AR E 40 3.48+0.85° 181 +39°

°P<0.01 vs [EENIIBZE.

2.3 T KA BP0 B E TNF—ab kB Z ik fe ik
BF oy abAn ke SR AL IE IR ) R I TNF - 2%

A& b, 25 B R S AN S IR FLIR W S IEAH R (P<0.05) , K
JiE S R AP BAEA DS (P<0.00) , SER RS W
FeBOH B (P<0.01) (363).

R3 BIEHEEIRREBE MINF-o SERSRITNIBHNESRD
IMEERERREDHT 17 = 40)

mMmtE ZEE TERBR =<EIE HOMA-IR HOMA-B
r 0.4352 0.3136 0.7893 0.6531 -0.5874
P <0.05 <0.05 <0.01 <0.01 <0.01
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Abstract

AIM: To summarize the clinical diagnosis and treatment
of gastrointestinal hemorrhage induced by arteriovenous
malformation of the gastrointestinal tract.

METHODS: From December 1999 to January 2005, 8
patients were diagnosed with arteriovenous malformation
of the gastrointestinal tract in our hospital, and their
clinical data were retrospectively analyzed.

RESULTS: Of the 8 patients, enteroscopy was totally
performed 12 times on 5 patients due to the hemorrhage
of unknown reasons, but no lesions were found.
Arteriovenous malformations were confirmed in 3 cases
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by angiography and two by angiography integrated
with intraoperative endoscopy. Blind surgeries were
totally performed 5 times on 3 patients, and therapeutic
embolization was successfully followed on 2 of them.
One case died of severe hemorrhage. The 7 patients
were in the follow up for 6-66 mo, and 1 died of cerebral
apoplexy.

CONCLUSION: Angiography and intraoperative endoscopy
are more effective in the diagnosis of arteriovenous
malformation of the gastrointestinal tract.

Key Words: Arteriovenous malformation; Angiography;
Intraoperative endoscopy

Chai XQ, Deng FT, Jiang CF, Feng XS. Diagnosis and treatment of
arteriovenous malformation of gut: an analysis of 8 cases. Shijie
Huaren Xiaohua Zazhi 2005;13(17):2153-2156
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Abstract
AIM: To investigate the feasibility of ex vivo sentinel

lymph node (SLN) mapping and its clinical significance
in improving the staging of gastric cancer.

METHODS: Nineteen patients received curative
resection of primary gastric cancer with extended
lymph node dissection were included in this study.
Gastric specimens were submucosally or subserosally
injected with 10 g/L Patent Blue. The blue-stained
SLNs were excised for routine pathological examination
(hematoxylin and eosin staining). The SLNs, which
were negative after HE staining, were further examined
by cytokeratin immunohistochemistry.

RESULTS: The SLNs were identified in 89.5%(17/19)
cases, with a mean number of 1.4 (1-3) for each
case. After HE staining, the accuracy of the SLNs in
diagnosis of the regional lymph node metastasis was
70.5% (12/17), and the false-negative rate was 38.4%.
However, one case (25%) was upstaged by cytokeratin
immunohistochemistry. Thus, the diagnostic accuracy
increased to 88.2% and the false-negative rate
decreased to 14.2%.

CONCLUSION: Ex vivo SLN mapping in gastric cancer
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is technically feasible and may upstage some of the
gastric cancer.

Key Words: Gastric cancer; Sentinel lymph node;
Mapping
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