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Abstract

The etiology of intestinal bleeding is complicated
and its diagnosis is relatively difficult because
clinical symptoms and signs commonly obscure
alimentary tract bleeding. Present diagnostic
methods include enteroscopy, barium and air
double contrast X-ray examination, selective
angiography, nuclear scintigraphy, and helical
computed tomography. Application of double-
balloon enteroscopy and wireless capsule
endoscopy offers new methods for the diagnosis
of small intestinal bleeding. Such patients
sometimes still need to undergo laparoscopy or
exploration laparotomy even when advanced
investigation methods are used. This paper
reviews the etiology of small intestinal bleeding
and evaluates the advantages and disadvantages
of different diagnostic methods to provide
clinicians with a reference for etiological analysis
and clinical determination of small intestinal
bleeding.

Key Words: Small intestinal bleeding; Etiology; Di-
agnosis
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Abstract

The early diagnosis of pancreatic carcinoma is
very difficult, although molecular biological
diagnosis by detection in pancreatic juice has
promise. This article reviews progress in this
area that includes analysis of oncogenes (k-ras),
tumor suppressor gene (p53), telomerase activity
and proteomes in human pancreatic juice.
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Abstract

Recently, increasing evidence from cell biology
and pharmacology demonstrates that cancer
cells exhibit ion channel expression patterns, ion
conductances and electric properties that are
very different from those of resting cells. These
peculiar properties are functionally involved in
cancer pathogenesis. In particular, because of its
oncogenic properties, distribution, modulation
and pharmacology, human ether a go-go
potassium channel (Eagl, K,10.1, KCNH1) is
considered a critical ion channel-encoding gene
involved in the establishment and maintenance
of neoplastic growth. This review summarizes
most of the findings regarding Eagl channels
and malignant tumors, focusing on cellular
mechanisms, mRNA and protein expression in
tissues, oncogenic properties, modulation and
pharmacology.

Key Words: Ether a go-go potassium channels; Ma-
lignant tumor; Cell cycle; Targeted therapy
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Abstract

AIM: To observe the effects of the inhalation or
intraperitoneal infusion of a low concentration
of carbon monoxide (CO) on lipopolysaccharide
(LPS)-induced rat small intestine injury, and to
identify the roles of the p38 mitogen-activated
protein kinase (p38 MAPK) pathway in these
effects.

METHODS: Sprague-Dawley rats with small
intestine injury induced by a 5 mg/kg LPS in-
travenous injection or an equal volume of NS
were divided into six groups: A, control group
(inhalation of room air); B, CO group (inhala-
tion of 2.5 x 10* V/V CO ); C, CO intraperitoneal
infusion group (intraperitoneal infusion of 2.5 x
10* v/ v CO); D, LPS group (inhalation of room
air); E, LPS + CO group (inhalation of 2.5 x 10*
V/V CO); and F, LPS + CO intraperitoneal infu-
sion group (intraperitoneal infusion of 2.5 x 10™
V/V CO). Rats were sacrificed by exsanguination
and small intestinal tissues were homogenized

for testing. The levels of platelet activator fac-
tor (PAF) and intercellular adhesion molecule-1
(ICAM-1) were determined by enzyme-linked
immunosorbent assay. Maleic dialdehyde (MDA)
content and myeloperoxidase (MPO) activity
were determined by chemical methods. The
extent of cell apoptosis was determined by flow
cytometry. The expression level of the heme
oxygenase-1 (HO-1) gene was analyzed by semi-
quantitative reverse transcription-polymerase
chain reaction and the level of phosphorylated
p38 mitogen-activated protein kinase (MAPK)
activity was determined by Western blot. Pathol-
ogy was determined by light microscopy.

RESULTS: The levels of PAF, ICAM -1, MDA
and MPO (P < 0.05), and the rates of apoptosis,
were lower in groups E (0.87 £ 0.18 ng/g, 2.96
+0.39ng/g, 1.74 £ 0.17 mmol/g, 35.34 + 14.67
pkat/g, 30.56% * 6.33%) and F (0.82 £ 0.16 ng/
g 2.69 £ 0.23 ng/g, 1.71 = 0.24 mmol/g, 33.01
12.84 pkat/g, 34.45% + 5.77%) than in group D
(1.15+ 0.21 ng/g, 3.48 £ 0.36 ng/g, 2.75 + 0.76
mmol/g, 68.01 + 18.67 pkat/g, 41.52% * 3.36%,
P < 0.05). The levels of HO-1 mRNA and phos-
phorylated p38 MAPK were higher in groups
E (6.29 + 1.56, 14219 + 1724) and F (7.21 + 1.78,
13 774 +1886) than in group D (3.97 £ 1.16, 10 227
1 1312; P < 0.05). In contrast to group D rats, the
small intestine injury in rats in groups E and F
was ameliorated. There were no significant differ-
ences between groups E and F.

CONCLUSION: Low-concentration CO inhalation
and intraperitoneal infusion exert similar protec-
tion against LPS-induced rat small intestine injury
via anti-oxidant, anti-inflammatory and anti-
apoptotic mechanisms, as well as through the up-
regulation of HO-1 expression. This may involve
the p38 MAPK pathway.

Key Words: Carbon monoxide; Lipopolysaccharide;
Platelet activator factor; Intercellular adhesion
molecule-1; Maleic dialdehyde; Myeloperoxidase;
Heme oxygenase-1; Mitogen-activated protein ki-
nase; Enzyme lined immunosorbent assay; Semi-
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Abstract

AIM: To investigate the effects of propofol on
apoptosis of intestinal epithelial cells in rats with
gut ischemia-reperfusion (I/R) injury.

METHODS: Ninety-six Wistar rats were ran-
domly divided into three groups: sham opera-
tion, control (I/R + saline) and propofol (I/R +
propofol) groups. Propofol (0.1 mg/kg) was in-
jected into the guts of rats in the I/R + propofol
group immediately after the superiormesenteri-
cartery (SMA) was clipped. The rate of apopto-
sis of intestinal epithelial cells was determined
using the TdT-mediated d-UTP-biotin nick end-
labeling (TUNEL) method. The expression of
Caspase-3 and bcl-2 proteins in intestinal epithe-
lial cells was examined by immunohistochemis-
try. Pathological changes in gut epithelial cells
were assessed by Chiu’s scores. Measurements
were taken at 0, 30, 60, 120 and 240 minutes after
reperfusion.

RESULTS: The rate of apoptosis of intestinal
epithelial cells (P < 0.01) and the levels of Cas-
pase-3 protein were significantly lower in the

I/R + propofol group than that in the control
group at 0, 30, 60, 120 and 240 minutes after re-
perfusion (104.4 + 5.3 vs 146.4 +7.6; 97.4 £ 6.2 vs
1304 £7.4;1344 +5.1 vs 1704 £ 8.1; 1254 £ 6.2
v5160.4 £9.5; and 101 + 5.8 vs 120.4 + 8.2, respec-
tively, all P < 0.01), whereas the levels of bcl-2
protein increased dramatically (13.34 + 4.12 vs
6.72+2.59;14.96 + 4.85 vs 8.24 + 3.13; 15.29 £ 5.28
vs 9.63 + 2.89; 10.39 + 3.61 vs 9.63 + 2.89; 10.39
+ 3.61 vs 5.96 + 1.93; 11.08 + 4.83 vs 6.87 + 2.43,
respectively, all P < 0.01). Pathological injures
were seen to have been alleviated.

CONCLUSION: Enteral administration of pro-
pofol reduces apoptosis of intestinal epithelial
cells in rats with gut ischemia-reperfusion in-

jury.

Key Words: Ischemia-reperfusion; Propofol; Epi-
thelial cells; Apoptosis; TdT-mediated d-UTP-biotin
nick end-labeling

Zhao JY, Hao JH, Li P, Guo H. Effects of propofol on
apoptosis of intestinal epithelial cells in rats with gut
ischemia-reperfusion injury. Shijie Huaren Xiaohua Zazhi
2007; 15(26): 2786-2789
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4.83 vs 6.87£2.43, 33P<0.01).
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T RE A S TR i 0 L B2 A M R T R A, DA
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5 — 5 1 [bcl-2 2 [ #% Caspase-3 B fif 7.
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HATH], Caspase-3 7K V- IEFibel-2B#{% rT fig 2
Zh I b 7 Al 0 B S DR T B AL i
WL R i Caspase-3F1 L ifibel-2383%, MiM#l
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Abstract

AIM: To investigate the frequency of CD4+CD25+
regulatory T cells (Tregs) in peripheral blood of
patients with chronic hepatitis B (CHB) and those
with chronic severe hepatitis B (CSHB).

METHODS: Peripheral blood mononuclear cells
(PBMCs) from 19 patients with CHB, 28 with
CSHB, 19 hepatitis B carriers, and 19 healthy
controls were analyzed for Treg frequency using
flow cytometry. The expression of forkhead/
winged helix transcription factor (FOXP3) pro-
tein in PBMCs was examined by immunohisto-
chemistry. The correlations between Treg fre-
quency and total bilirubin (TBIL), prothrombin
activity (PTA) or HBV-DNA were also analyzed.

RESULTS: Results were evaluated for Tregs/
PBMCs. The number of Tregs in patients with

CSHB (4.80% * 1.50%) significantly exceeded
that in CHB (1.67% * 0.87%), hepatitis B carriers
(0.59% £ 0.37%) and normal controls (0.50% =+
0.34%) (P < 0.01). The same results were found
between CHB and hepatitis B carriers as well
as normal controls (P < 0.01). The expression of
FOXP3 protein also increased in CSHB and CHB,
which paralleled the variation in the number of
Tregs. The variation in the number of Tregs cor-
related positively with that of TBIL (r = 0.43, P <
0.01) but negatively with that of PTA (r = -0.57,
P < 0.05). There was no correlation between the
difference in the number Tregs and that of HBV
DNA levels (r = 0.22, P > 0.05).

CONCLUSION: The results indicate that varia-
tions in the number of Tregs are the result of
excessive immune and inflammatory reactions.
However, the function of Tregs in CSHB and
CHB may be defective. The expression of FOXP3
protein also increases in CSHB and CHB patients,
paralleling the variations in the number of Tregs.

Key Words: Chronic hepatitis B; Chronic severe
hepatitis B; Regulatory T cell; Forkhead/winged he-
lix transcription factor
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D)

BW: RARRTZAFXEZFIS A A
CD4+CD25+TiA ¥ 4o fet(regulatory T cell,
Treg)#g TALR L & L.

Fik: R X mie K666 AR A&
(hepatitis B virus, HBV) & % 2 F= 1945] 4 iz 2} B8
# 5} 8 f2CD4+CD25+Treg2m MLt AT 4, 3L
HCDA+CD25+Tregzm it 5 # 4 ¥ 241 % (total
bilirubin, TBIL). %t & J7 7%& 3 & (prothrombin
activity, PTA)#=s% 4 2 #] 48 4#=HBV DNAK
T00 % A SR LB I UK Sk /8 R K Bk
#£ 3 B -F (forkhead/winged helix transcription
factor, FOXP3)%& & & & A K-F.
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LR BHEAM K CD4+CD25+Tregs it
(4.80F1.50)%% 7 & T2 AT K 28(1.67+
0.87)%. HBVE 4 % 208(0.53+£0.37) %A £
2+ B 20.(0.50 +0.34)%, (P<0.01); 12 P % 20
5HBV & AAe EF 3T RAALAH B FH
M Z F(P<0.01); 12HER AR L E LA
1M CRIF X B FEFOXPIE G k ik dAn B3
%, B 5CD4+CD25+Tregm ity T ALAR-F AT
CD4+CD25+Treg4m At #) 4 5 TBIL #9 % AL %,
JEAE % (= 0.43,P<0.01), 5PTA# T AL A%, 71 48
*X(r=-0.57,P<0.05), 5HBV-DNAK-F# T 4L
EAARF M@ =0.22, P>0.05).

i ERBANFXABRITAEF,
CD4+CD25+Treg s i K- 48 5 3 %, FOXP3
E 8 TS5 CD4+CD25+Treg 2 MLy i % AR
A7

XEia: BHZEFR; BHEYF L,
CD4+CD25+Treguf; UMK /30 Bk IR 8 e 4% %
B ¥

WENE, T, 0F L. 8RR EECD4+CD25+Tre g4l
IRV E Y. BFHENEHZRGE 2007;15(26):2790-2795
http://www.wjgnet.com/1009-3079/15/2790.asp

0515
CD4+CD25+TH T4l il (regulatory T cell, Treg)
S AT A R R B — Pl T 2 G i A
A0, 19954 HiSakaguchi er a/M ¥ YRIE.
CD4+CD25+Tregi M 5 A7 s W 928 46
PEPT K I BERFAE. 1 SR Sk /420 Jpi R R g 4 5%
[K-¥-P(forkhead/winged helix transcription factor,
FOXP3)7ECD4+CD25+Tregdil ifl_F45 b %k,
JECDA+CD25+Tregdl id K B Fl = A: ThRERLN. 1)
HT CD4+CD25+Tre g4 i Bl s 1) 5 2
BN, BRATIA K 218 P & BT 98 i ik 78
CD4+CD25+Tre gk HLAA 1 2 S W W] e AL A5
—EMAE . Bk, A S 7E A 18
PEZ R & % CD4+CD25+Tre g4l o & &
FOXP3 [k, KRitCD4+CD25+Tregl il £
&Pk ST 5 RARAIL T 1 35 S

1 MRR0755A

1.1 ## 2006-06/12HE B Bt BG4 FBE 112 S Al
Bt L BT 48 9% 75 (hepatitis B virus, HBV)/E& %t
Fo6tl, Jra6ll, w204, U 17-69(1-14143) % .
& LA R AL19%1, 12T A £ AR 58 4128
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i, HBV#EA7 3 41941, oW S fe e ik g o 4
1961, 1y 15 5. 12 Wi 75 52000-09 H #24%
Y 5 2 AL U2 0y o . B4y 2V e 2l
Pt R B AT B 0k AT 28 18 P TORS Tk AT
Wi AR R B S Rt . s
JHF903 48 () I B A A ™ i g L L E
JHREE A LA S 6 mooF 52 1ok 4 92 1 1 R R/ bt
JEERVAYT B . PEARICHICDARIFIT Chxid
PLCD25(Ebioscience/s dl, 32 [H); izt s
(FACSAriaTM Cell Sorter, BDZA ], 3[®); Jixk
A0 fd 53 B A4H(FACSDiva Software, BDA ], 3¢
), S diib B H— P /D PTAFOXP3 ik
(BioLegend/A#], 3£ [H); SABC-APH %414k ik
FESA1051 (B -4l A= ) TREABRA A,
[ 508 B BRI X708 5 20 % M B X -
41(OlympusA 7], HA).
1.2 7k
1.2.1 %9 % kARiea X meo b REBNM
R ORI R BEYL, BRI R B E Y,
HBV#Ear & 4, 1550 AU 2= Prstis mL, #
EL 200 1 4 T 9 40 25 4/ I B A% 41 B (peripheral
blood mononuclear cell, PBMC), X H % 6
RARIE T EbR L 4 R [ CD4FIC D255+, =
B E 30 min. [F] 2GR S5 mL4l
JiL A St ACD4-PE 10 pL, fl4i AIgGI-FITC 10
uL. G4 H Ao 4 i Z2 T C D4, CD25%rF
IR A A B A A BT OO 5E B 2 RE
PTAZE.
1.2.2 Zx A M Faik 7 B4R PBMCIn A &
R NI TR A A B AL B S, S R A AL
SRR G UL BT R AR . &S
T o G s 5, FiHMotic3.2[84
I T A W G 8 S A A

St AR KA S A F ESPSS11.0
BAFAL_F TR K R ANOVAKL S, 521 1)
Lo 2 A FE A Hin) 1 2 LR, (R A 56
RFALSD-e 5, 2H A bR R F e ek 56, P 41
G ) (R R 26 56 3 H LR AR DG 23 U774, P<0.05
WA BEEE R

2 B8

2.1 CD4+CD25+Tregm o3 & 0 AL T2 45
FLLCD4+CD25+/PBM CH VT, TF 5 X B4

HBVH#ar & 4. 184 4 RAF R A Ae v & R
LHIRF R A CD4+CD25+Tre g4l i ik /K
7350 °4(0.50 £0.34)%, (0.53+0.37)%, (1.67+
0.87)%F1(4.80 £ 1.50)%. 11 5T 58 21 53 %)

mia £#B &
1995% Sakaguchi
et al & RIRiE
CD4+CD25+Treg
WA — F
A o gk I h)
A A 2003
% Hori et al¥)
EHFOXP3 &
CD4+CD25+Treg
e A R
ix, HFOXP3 &
CD4+CD25+Treg
m I K H A
T i P e I
2005%-Stoop et al
REZHEHBV
B R KSR
CD4+CD25+Treg
m e K E R E
FAW S, ki
CD4+CD25+Treg
e )G, HBVA ¢
PRI IR G,
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m2A2E

AXHRERE

— RAEE T A

;’igﬁﬁ‘i; 2 248 n COA R TIed TBILumol/L PTA(%) REE

:i?g’iﬁiiz [EBWIR 19 0.50 +0.34" 11.20 +2.34 87.70+8.84 165.10+6.21°

B £ %k,  HBVIE®S 19 0.53+0.37" 11.60+2.32 83.80+7.42 164.70 +18.18"

FRA K ST 1212 BIRFS 19 1.67 £0.87° 70.42 +36.4 53.70+8.17 147.30 + 13.36"

I FEL BE 6 0.48+0.30' 25.00 + 4.61 67.70+2.73 156.94 + 11.30'
DE 6 1.03+0.15" 71.70+16.57 58.00 +5.40 143.98 +3.03"
BE 7 4.00+0.90 107.70 +11.11 50.30 +4.23 133.04 +7.66
1M ER AR 28 4.80 +1.50 487.30+119.10 34.70 +4.42 117.8 + 25.54
RikE 12 3.40+0.90 500.00 + 120.92 35.10 +4.28 112.42 +20.99
we 16 4.00+1.10 475.80 +116.27 34.40 +4.66 123.16 +30.09

°P<0.01 vs I@MERZFUFTS; P<0.01 vs IBIEZHIFTSS; P<0.01 vs BBEATS; "P<0.01 vs IRERT.

TS YERT 2 41, HB VISR 40R I3 0 4l
(P<0.01); 1&VEFF R 205 THB VAL # 4AE R
Xt HEZH(P<0.01); 5 1E 3 Xt HRZLAH LE, HB V57
H U CD4+CD25+Tre g iU (1AL oW . 2% =+
(P>0.05)(E1, E1). 7E19F18 T2 g,
AL RS M R A L 1 Tk v R A RS
BFERT 42, AbAI 1 CD4+CD25+Tre g4l i 53 51k
(4.00+0.90)%, (1.03£0.15)%, (0.48+0.30)%.
1 P 5 5 28 490 il v 11 e v FEE R P 2 2
JH 2 AL(P<0.01); 121 b BEF R 20 5 T vk e e
FF 4 4H(P<0.01, #1).

18 5 UL 522 849 18 Pk E M I R A, S

24 B I A, R, LA R
CD4+CD25+Tre g4l it 41(3.40 £0.90)%; 164 &
B, A R IICD4+C D25+ Treg4i i
H3(4.00%1.10)%, X PWH 2 0] LL#E 22 5 0 W 3%
PERE X (P>0.05, £1).
2.2 RAEMBAFHRMFOXPIM AL W
Motic3.2 5 i Bl & 45 2R, 9 BH P
o7 i 8 T (R DU ERATG, BV F O X P33 A ik 5 )
IR REARLBRARG. 152 12 i 70 9% 4 G 93 BH 1k 2K BE A
(117.80£25.54) 73 L T2 PE I K 4H(147.30
+13.36). HBVH#E47 % 4H(154.70 £ 18.18) M I
W2 (165101 6.21)(P<0.01, %1, K2). 7
1R I 28 R A v, 1 R I A 2 S g FH
IR PEAE(133.04 4 7.66) 7 G T2 M b BE AT %%
211(143.9843.03) Flg M B JIF R 41(156.94 &
11.3)(P<0.01); M rfv B JHT 98 20 S I Ak R A
(143.98 £3.03)(K T2 PR 42 FE I R 41 (156.94 +
11.30)(P<0.01, K 1). 1 5 B 5 M 52 41 H i
F A 2K B AR (123.16 4 30.09) A1 AR Wk 55 20, (112.42
+20.99)LbA%, 2= 7 L R L (@P>0.05, %1).

2.3 CD4+CD25+Treg#m ity £ 5FOXP3,
TBIL, PTA, HBV-DNA# H £ 48 % M 547
CD4+CD25+Tre g il (1) . 5 FOX P37K Y- 1)
AR EAT F N[ = 4T FEAS T 98 4 A0 LAY
R ), r = -0.22, P>0.05]; STBILHIAAL K IE
K[ = 47(EFER YT RAFE TR AH), r =
0.43, P<0.01]; SPTAMIZAALEL S AH e [n = 47(F
FEIB VR R AU E R 28 41), r = -0.57, P<0.05];
5HBV-DNAK VAL B A M KM [n = 47(R
Fhtg e R A E A R ), r = 0.22, P>0.05]
(E13).

3 171E
P2 I 225 I AN 55 1 85 2 (R ML R
FEHLH. ERWIM A R, FUART) T2 &
TR T RGBT HL, LA i G g5 B 25 1
ORI, 201 20 70 AR 5 27 2t i LA AF
TEFDHIPETA M, & 4 Rr 4 G i 52 1) 7 2 A
=, R B TR = R e bR, e LLAS A ).
VT AERAT F2CDA+CD25+Tre gl i (IRF T AE 15N
VB2 52 R T PR T 40 P R A .

[ #M R IE T CDA4+CD25+Treg i 18 2,
TR 58 KA AL RI/E 240 B mT i i 1)
HB V5P CDS+T 0 M (1)38is, — 7 i 461
i FE A e o BRI, o T T RE AR T
BRI FFEIR G, 20054EStoop et al' B g
HB VS 4L 41 i 1f1.C D4+CD25+Tre gl i ¥
% A% J:FRCD4+CD25+Treg4ll il J5, HBV
5 3T R N B 5. FRATTE AT, 18t 2
P8 K05 i R Hp AT BE A7 AEC DA+C D25+ Tre g4l iy
Ht g R/ B I e R B, DA T A REFD AL
AT I 55 P G 92 s I DA T 5 55T 40 1 400 5. 3R
I SEEG 45 0 BoR: 18 E A Z AR R Fg
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PEZTIRT 4 HB CDA+C D25+ Tre g4 i /K1 &
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JWF 94, 18 b A AR R I 2 41, H AT
CD4+CD25+Tre g4 Jifd 7K~ 38 vy (1) Ji DRATH SR AN B
i, T 1% & VT REM SR (DIEMERHB VIR G
TR A A S I O S A A R A S
N, FECDA+CD25+Treg i Hu /K T W 1w, ff
15 35 Z IE—N 0T 10 oo P B P4 (2) VAR TE
1 Pk HE A £ BT 58 R A v 4 BT R SR
[F)CD4+CD25+Tre gl Ml /K- W] 3 7=, {H A
(WD Re T REAEEBREA, BT MR A e BemhipL
AT FE TR G2 N (B)ik AT HAAR 2 IR R 2 5 )T
P05 A9 1L R, 90 JE 40 I 44k ke e Jrdsio vk
W RERILAE, PIREZAN T A 40 i R 7 0 28 S A
JEORS E I = AR B R AR, 3 B P R A 45
SO 2 1S A H AT g ik CD4+C D25+ Tre g4
PP S e AR, BT DAL T . Bz, H
HICD4+CD25+Tre g4 Jiid 7K - 38 g 1 Jo AL 475 AN B
4, BT H G 5Tt — S
BT R K, HBVH W H M
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WAL ) FB 8 R ICD4+C D25+ Tre gl s 26k /K
- 55k 53 1K) FR % CDA+C D25+ Tre g4l i % 35 /K
VR R EER . $ERCDA+CD25+Tregl
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Abstract

Since peritoneoscopic surgery was first carried
out, this minimal trauma surgery has become
widely applied. Recently, endoscopic surgeries
from a natural orifice into the abdominal cavity
have become a reality, especially for transgastric
surgery of the abdomen. Various animal studies,
such as those involving transgastric endoscopic
gastrojejunostomy and cholecystectomy, trans-
gastric abdominal tissue biopsy, transgastric
cholecystic surgery, transgastric ligation of
fallopian tubes, transgastric endoscopic spleen
resection, endoscopic appendectomy and
transgastric peripancreatic necrosis debridement,
have been reported. Some of these surgical
procedures have been performed in patients,
indicating the emergence of this form of minimal
trauma abdominal surgery. However, these
surgical techniques are still at a primary stage.
Further coordination between specialists should
help overcome any remaining deficiencies and
enable perfection of this technique, leading to its
eventual clinical application.

Key Words: Laparoscope; Endosurgery
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Abstract

In hepatocytes, agonists of calcium oscillations
induce regular oscillations. Cooperation among
the inositol 1, 4, 5-trisphosphate receptor (IP;R) of
the endoplasmic reticulum (ER), calcium channels
and Ca**-Mg”* ATPases of the plasma membrane is
involved in the mechanism underlying oscillations
of [Ca™]i. The characteristics and means of
propagation of Ca®* oscillations are different
between single cells and multicellular systems
(for example, vasopressin, ATP and agonists of
a-adrenergic receptors) and inhibitors (such as
cations, niflumic acid, U73122, SK&F96365, 2-APB
and tetrandrine) are often used to investigate
calcium oscillations. Calcium oscillations play an
essential role in several physiological functions.

It is significant to regulate it to improve the
physiological functions.
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Abstract

How to reduce liver graft ischemia-reperfusion
injury is one of the unresolved problems in the
field of liver transplantation. In this paper the
results achieved with different preservation
solutions in preservation solutions, preservative-
related complications and factors affecting
preservation are reviewed by analyzing the
pertinent literature. Methods that reduce liver
graft ischemia-reperfusion injury by improving
the preservation of liver grafts are explored.

Key Words: Liver transplantation; Preservation so-
lution; Ischemia-reperfusion injury
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Abstract

Hepatic fibrosis is a common pathological
change occurring in chronic liver disease which
is induced by a variety of etiological factors.
Hepatic fibrosis is a dynamic process, and
a reversible pathological change. However,
when it has progressed to hepatic cirrhosis,
it is irreversible. Therefore, to block or
reverse the course of hepatic fibrosis is a very
significant target for the treatment of chronic
liver disease. Interferon (IFN) has extensive
functions, including anti-viral, anti-tumor
and immunological roles. Recent research
has reported that IFN possesses an anti-
hepatic fibrosis function, with potential clinical
application. However, the exact mechanism
underlying its anti-hepatic fibrosis action
remains unknown. Some scholars believe that
this mechanism involves interferon’s anti-
viral effects, the inhibition of hepatic stellate
cell (HSC) activation, the promotion of HSC
apoptosis, the inhibition of extracellular matrix
(ECM) synthesis and the promotion of ECM
degradation.

Key Words: Interferon; Hepatic fibrosis; Extracel-
lular matrix; Hepatic stellate cell

www. wjgnet.com

Hu ], Li ZW. Therapeutic mechanism of interferon's anti-
hepatic fibrosis action. Shijie Huaren Xiaohua Zazhi 2007;
15(26): 2809-2813

ik 2

JF 45 4 % b gm B 5 B0 T % 35 R 69 %
AR E, WA —h 538, BTHERR
T, A2t —F AR ZIRACH-E, W R T iE,
PE) S FEL W7 0 4h) 2%, 18 A5 T AF S AL 2 08 9T 1R AT
Jm e —A~+ 5 E &9 B 4%, FHZ (interferon,
IFN) B 2 0 3k . WP g A= A
YER. BETHHF SRS FHREAFN) LA
T L ACAE R, ST NG R ) P A — 2
R, AL AT Yty b bud i oREA T,
HFHINA TR L4054, 6 IF 2K 206
8 TEALIG FA, ARSI IR e B T, 4 fe
R BT (ECM) A ., 4R 3t 2m Al o 2 T4 5
YRR X.

KA TR, AL 4Eqt; ZERashE BT T ER 4

tHER, S8R TR aTHAENHINATHRE. BREA
SEILZYRE 2007;15(26):2809-2813
http://www.wjgnet.com/1009-3079/15/2809.asp

03I

PUF AT A 2 ARV R 6 97 i) — A SR B 1)
LS R IRA R R AV ECE 7 PNE 2 i B
WS B, T RAFN) U4 2t 2
L RSO S TR AERAT RICHR, RMTENAS ITET
AL R R LA IR

1 #RRTSE

TP Z (interferon, IFN)EAH i 57 HEL fsz 3 134 1T
PR R AR, TR T A RBTR
A 5ron BRIy, TFN-o 3 28t A% 41 i FB 4t g
LN SR, S RS9 L HUR ERIRAS
PR TFN-B 22t 2T 4R 2 A b e 4t A2, 7
TR S i R I TFN=y 1 AR/ AI(NK)
A0 AN SUBORI T L0 ™ A, A T v e A5
SR, SRR IR PO BRSS! TFN

| L )
FoIm -, FIF A 4
13k J7 I R
1% % A M K
B XE. B
#, IFNG 2 5
A T £
HIRAFEIT P, A2
HAE R AL R
R REFR
AWM THL R
g E, R AT 2K
@M (HSC) 8 &
3G 5h, PRBEAT 2
K #m i (HSC) 89
BT, k)t g st
E R (ECM) A,
AT i 2w B0 S R
(ECM) 4 it 5 4
RA .



2810 ISSN 1009-3079 CN 14-1260/R HWRENEIZYE  2007FE983188 £15% 552657
WA A 0% HEA )2 PR EE, PR R VR H. FEHEECMIK P& 7P, Watanabe ef a/ 4R IETFN-a

BT 47 e 2 1%
MAT K8 T P
— AN KA R A,
B # A Rk A,
IFN A FF 4F 4
AR, {2 L AE R
MR R T AR
. B, IFNHUA
oF 4 4k 0 AF A AL
H 2B A AT
g Z—.

JH 25 HE A4k 1) T AL E AT 22 200 4 42 2% Fol
T R 22 38 O IR 4, 0 G 5 41 L (K C) 43
W 22 o A0 i DR 1 G e A AR K PR~ B(T G F-B)
/N AT AEAE K (PDGF) . i 38 8 A
T-o(TNF-a). EEEKKEF(EGF). AN
F-1(IL-D)5E, B[R/ TS P B 4 R -4

SOy UL 2 A M PR 1, SRR T AR
MI(HSC), {5 1FIIHS CHEAL Ay WL AT 4 AL 40
HI(MFB) & A JE 0 K 345, 7k H S Cilli ik
F5 03 WA 3 WA FH A B3 W6 22 B 41 i A 3R
(ECM), R . BEBOCEEE 4 e H 1 i 0
THIFFICTIMPs), S B O RIS o7 4 J 2
FEEMMPs)iEPE, Y/ DECMPEAR, FEECME K
KA, doe 20t B SR AE T Y BT £ 4402,

FLAEROAEARHI 5t C R IMIFN A HieT 4EAb 1k
FH, ARG D M I 58 17 SRR AL R R 1 22
LR, BB, HATUCNIFN A Bt
JH- A7 4 ACAE I DRI R Y S — e R,
HA KI5

2 IFNFURT A 4Bl

SR SNSRI, HETA Y IFNSU£F4E
WL B AR (DIENSUR 55 54T
YEALAE I3 UIAH G, )4 H AR 41 B (HS C)
(3G A RIS 5, (3) 1% SRS HSCHT:; (4)l
HECMA R (S)IEHFECMBEME. H, XIFN-o
(PP A YEA LRI SR RN, TXTFN-B.
IFN-y 508 /.

2.1 IFN-q,

2.1.1 IFN-a3tmaA4E A TFN-culll i i 2 1 &
FEPUAT A AE vl BT LR AN 7 THE: ()3
BRRRE N, FEEL I B #EAE A N 2 B
KW TE(HBV)SHCVE & T, i 5 8 1 RIA K
SPREAR, T P S S NI . S S N A2
PTE P9 AT A 36 A 1) R 2R, JRORE S N )
O I 2R 4. (2) R BB Tk 400 N 9
ST FAAR I 2T 4 A% & A= Ak J2. Shindo er al™)
18, IFN-o U a4y 7 0S5 i Bt (1 R L T
LA RREAT B 5 BB A G, X T
IFN-aif 7 RE R R F I N3, IO 4r4Etb g
bR L FAENG B B (HADRR > 47 5%

2.1.2 IFN-a 475 ECM# 4%, 123t ECM#) I i
IFN-o g ELEANHIECMITTE L, X 22T Ik i
R4k, {FECMPBE MR L BT £F 4 A4 1) T 255
5™ 2 HECMBMHR I £ EEMMPs X TIMPs,
FEETMM P s [1) 3235 R/ B A I TIM P s ¥ 7K -4 ]

Al EMMPIETE, (EEECMB#f#. Ninomiya
et al"FHIFN-o X276 CHCH#E 4976 mo)q,
RINAFR o NI LT 4 4b W S5 st A2 IX 26 A
MMPs/TIMPs[#] Lt 2T 5, TG o b~
B, RWJIFN-on] DL E# 52 MMMPs X TIMPs|H]
b, AT (RS2 5 D (1 B fie, A B T I T 44k
3.

2.1.3 W HHSCH F L Fa 3858 HSC /L2 /EECM
() RGN H, HIG Ak T 27 A i e,
VF 22 SEIG RIS AIE SETF N-o 0 H S C Ak 0 3
FEAE Y'Y Inagaki et a/l' "%} COLIA2FE A
JA BT A I BN SR EATIFN-o kb 3, A
IFN-afit | B IHICCL, 5 I IF£F 41k, 32—
03 B R IRIFN-afig #1 I T GF-B/Smad3 51 1)
COLIA2E i, #MHICOLIA2JE 5 1 Ii% 4k, M
IR AR AN ) 5 4. TGF-B1AI{EHS Cifk
W B95, 1 HTGF-BLL T FHSCH A TGF-B1
mRNA, 835 2% J3CRAE ™. Tsushima er 2/ %}
43451 T R 28 524 FHIEN-a/3 976 mo, 1897 /TG
Rl ML 3 TGF-B1/K-, Jfxd I e 13491 8 2 fia
J7HT A P ZUER, 45 R 2o (D)JE X TSR,
NREUE &, 1697 )5 MK TGF-BUK BT 1
B2 R B QIFH N TGF-pIERIE KT 5l 3
WTGF-BUKR L @ EAHIG, Q)WL S
I TGF-B 1AK%,

2.1.4 #FFEMHSCA T HSCHPET: A &=
T S — 7 THTH S CHUE 19800 A8 41 i &b 3 T
(ECM)73 b b, B ) 2 BV AL T HS C 73 Wk
(%) <6 Je £ 11 i 00 ) P 9 2> DN T A AR X 2 I 4
B A AEIEH, [EEECM B, T A ]
FEC 5 T/ 25 20 TR 2% (RO B SR, 8 1 40 P A BN i)
VA 2 S LT 40 B e e, AR 2D 5 AR A 855 1) 98
i SN, P AR T BR VS ALH S Iy B
Iredale er al™ i\ Kk JIFET Ak IR 0, WORIRAS
(IHSCIf /b = @ RL I 1AL, 1A J2 2 AL
. TFN-o ] 3 3k 175 5 A0 (P H S CH& T2 BH W JH- 21
YA AT RN, A R AL ) 2 38 i A A A
T IRAE FH BT 40 B R 7 FH T (R BEH S IR T,
WA RERE— 2P

2.2 TFN-B IFN-BSTFN-af Y2 MM Z &b, Bik
F) B2 FE R 2H AT 26%-30% [ [R1 JE 7. FITFN-o
—Ff, IFN-BAX B AP RW s EH, iR
AT 4L . Shen er al™ K ILIFN-B
R HIRE TR MHS CHY5H LA & BrdU(Bromo-2'-
deoxyurindne)fl &, Jlk/ o NHLEN J1&E A
(a-SMA) £ IE LA L HSCH % . (HIFN-pH]

www.wjgnet.com



BRES, & TR BTN BIBVHR

2811

JFFNE A0 ) L AL 1 LA PRI 5 v A o) B

a-SMAZHSCHUE bR, EFfIEFHSC
HARKIE, v LA SR S HS CIUEIE FEEE. Rao
et al* [ 9¢ BoR, IFN-BAEI] ZAMHla-SM A
ik, IR EBKIOCR. IFN-BIEREV] A T
R I AT AL S ff s, RIETFN-BRE B 4
TRIHSCIHS, M 40 i T 27 4 A f ke

HSCIHaS Rl B 170 5%, A& 2 Fh i g B
IR 55 5y WA R [ G W TR A FH (0 5 S, o
TGF-BLL K PDGF &2/ i [ A 1%, Rao
et al® 5T 8o, IFN-BAE FIHHSCIITGE-B
WEAGE P TGF-B1 LA A TGF-B1 R 57 1
Smad4 118 KL, IFRE_EIHSmad 718 HRIA.
7ESmad4) T+ Smad4 & T GF- i Ab i i H ¢ ik
(%0023 1, TTSmad7 &I TGE-B1 {7 EAL
%, MBI TGF-B1T 3 1A ECMLEL A FH
WIHS I, IFN-BREFIHI TGF-B1HISmad4
M2k, M MSmad7i &k, K IFN-phgiE S
T GF-BI % 15 5% T KA HIH S IR0,
[(TGF-B—Ff, PDGFR LLIE 45t 7 04 T
HSC, JE USRI, B — DAL HEHSCIIHIE.
IANHIHSC 4 B PDGF-BB, FHLIWPDGF-BBIi
KBS, ToHeAT B FHHIHS CIRBs, Mima B
Tk EF4EAL. Rao er al*"[WHF5¢ Rk, IFN-B
it FIHPDGF-BBI1 & 1 &k, M i i 410
PDGF-BBIE 5 S RMHIHS CHIBEGE,
JH-EF A ) A

DL TR, IFN-BREII EH0iila-SMA, T %Y
JRE B RIS Jie B (R 220, 2 7R TF N-BRE B 2 41 1)
HSCHIWOE. 2E— B iF50 I, IFN-pREE L T i
TGF-B1. TGF-B1 Niff5 57> F"Smad4. PDGF-
BB [1RIE, LifSmad7 /i (13RIE, ]
HSCHIBGE, RIFEPTAFLEALRIVER. X IR
NV FHIFN-BREAT HUH T Al 16T 7 H 4t 7 BRI KA.
2.3 1FN-y WF5% 2 /RIFN-y A5 Hi T £F 4 b 1
FHE FEl DUR LA (D)@ IS C
(R0, FRARECMIFPTAR. TFN-y ] /b 38 5 Fl
WO IMHS CE R, FRAK i 45347 15 5 IRTH S C I
BT . Baroni ef al™ B AMEE T 43 B —HE
WAHMZ(DMN). IFN-y. DMN+IFN-y & /5 # ik
IKARBR 5 B R BUIHS CHE A . 3L &5 FECM
A PR IR AE B, A A TFN-yil i 98> H S CHE J=)
TR . SRR ECMIKIA B, FIHIDMN
IR EF e Ak 1) K R, i FL T RS BT AR AL
. QSPIRMEHT K. Du et alVHIFN-yif
718 VE C BT 9T AT YAk 2001, BBy HT S T

www.wjgnet.com

TR 45 R BEAT LUK I, VRIT R I RAER R
FERSRIT AT IR, ROEAR A BRI T AT 412,78 &
5.19F% % 6.57£2.95(P<0.01), $&7- AT 4tk A7 1
T (3) T AN JH R i 1) 5 o o i e
R () A R 2 S A A 1 4 i DR (L
PGE)IRIH, FeAEDTerdEfL. (5)FEHITGF-BI.
Masuhara et a/#f 7L iF 32, TFN-yXf TGF-B1{¢
HEECM BT I AT F ke . (6) Bt it 4
b5, Liu et a/"JHIDMN ipifs 3 K AT 2T 4k
b, SIFN-yiRIT 5, LIS N7 2 M (ALT) B
ik, AL R Hyp) N - B(MDA) S &
/b, BN E F(SOD)E TS N, MDA 5Hyp'
IEAHZE(@ = 0.880, P<0.01). {HIFN-yJRAJ i3 E
g 40 i A= IR IL-1, TNF-au, 10 )5 P 2 BERIBHS C
(IDNA LS 5 185, AFECMA it %, Rk,
LrA N AT R E— ISR

DN A AR R
IFNO AR NPT AR i f A — e 97 3%, HIGIA
AN BRSNS 1)K, X 0] R 5 4 A ER T 2
B S AR A E 22 AT O, WAME A REZ B T
H 25 T PR 2 1R 5 .
3.1 AR A TR RV, R aEsE R
HIFN-afRIT A — KR, R EEHE R BUAGY
Wil R R, SPUer4iiayy B UIAHOC. HCV
FERJr Mla. 1b. 2a. 2b. 3a. 3b%, Z2af12b
200 DR 7 B G PR B A S8 X VR T TR e W 45
HE, T 52 1o 28 5 DR 2 S % 110 S0 D) s BV A 22
Collier et al ™" HUETFNIL & F L4 M0G8T CHC &
TR LT A 1) B I, TE 1R A2 ) B R/ N R
Jid, FEDRUAL g 2 RI3 Y (R #R 711784, Farrell et al™ 5}
56 CHCH I AL I 5 FITFN-076 9724 wk
JE kD748 wk, KINILAIA A 2a 1328 E X TFN-o
IVRTT R, DL B Sea U B, e v S R 1Y 1
SEMIFN-o U £F4EL IR 3%
3.2 FFIC & Rk o it AR 180 N AT 2 B3 ITF Y
BRI R I A7 1 iy AR T IEN ARy 2%, &6
BRIT 1A T B A3 s W PR A, (R
BB TFNA T 1 2 510,
3.3 o if P RIFNGAR IENVAST LR B (A 75 A
IT 200 53 e M ] LU FNSUAR, Al
Al RES FPORIIEN A At 1, AN 3 80R 7T R,
S e ] FL A I AR TR N AT RE 452228 [RIKTFN
PO AT — 48 o
34 ME. FRERALMMEE FEZITEY], IFN
I R I AR YA, (AR SRR STREA

mi £ B

TGF-B AN & 4
T it A2 P A
A FZGER,
B Z BLIFN 7%
W HTGF-p# &
ik, £ FIFN-a*
TGF-p/Smadfz 5
4% 538 %% P Smad
O RAENY

AP



2812 ISSN 1009-3079 CN 14-1260/R HRIE)BLZAE  2007298188H 551558 52657
miAEE K Guerret et al™ FHIFN-aif 97 24 CHC i with chronic hepatitis C responding differently to

12 AT £ R &
HE i 93
AT AE AL 89 £ 2R
B, IFNA B 471%
PEIF K AR R 0k
T EZHY, &
PE S IFN B A 3
A VE A, 12
B ARAE R AUH %
STIFNFHAT 4 44
9 B AT R i R
BT, AR
MR RET EE
1R

F, FEH313 )7 AL E T JT AR, YRR
7.5 mo%:21.8 moA&E, G55 al F4r4Efh
FEPE BT T WA AN FREE 9%, STFN-aff)
BT FE TGO, AHOK 22 05 5 O K7
KIT FEMIIFN-a 7RI S PLEF L BUR B 4T Abe
et al™ I 5E 806 CHC H 3 LIS PIIINPAIIV 7S
KA UE K FEETFN-o it P AL ROR, SEH10
JTBAIFN-o B Rim 1K, ES10 d, RIFSHh
3wk, H24 wk, JR > 3L SEA RN
A, BBy SN ARG [ N A, 48 Bk B R H R
IFN-af776 mo, HJ Il 5E 4 S N 4R 43 s WY
HIRHS a4t e, =N A A HE
TSR 2 EEALIFN-a G CHC, 45 R E A
LN (P A STFN-o-2a b i 22 5 6 i 3
£ (44% vs 51%), (BAEIGTT & IF L FICHC
R IL180 pgffI R 4 —HEALTFN-a i 21 210 2
£ H154%(37/68), TMIFN-o-2alf] LN 2% K
31%(17/55), Wi LA A7 S e, 4o
% £ FEALIFN-aldf T CHCIN HU£F 45 (LRI AE
S PR AR AR B AR I R A B s B0 E 9T SRR
IFN-a 369797 3R -5 7 A B34,

B2, AEBE N IFREAR 2 Wi (0 I £T 4 Ak 3o
AT @R AT Wi s vk, R P £F e fe a7 &
REE, THE LB A NG PUF R
AW —. HETN T 2B IT AR 44k 1 0F
FOIAIA DA NIE H 0O, {120 FH AR
A EATE R, E V2 1) 8 R R o
it p B, (D) AT LT 4EAL 23 TR
(2)AN TR 2K B BT 995 F) JET £ 2 A f L A R 9 BIL A
G)FFEF Y i = I R 22 ()T EPUH2F
A IBIT IR R TR R (S)0 T4
B0 RO RN 2 A (IR R SE 6 VPAY . BRIk, T
P F BT LA L 0 Fr 1 E— 2D . AT AT
WL, Bt T30 R BT LT 4t AR R E 9T a3k — 21
RN, IX 7 THI PR v RO 25 1 380 B 21 Hh il B

4 SEXE

1 Laso FJ, Iglesias-Osma C, Ciudad J, Lopez A, Pastor
I, Orfao A. Chronic alcoholism is associated with an
imbalanced production of Th-1/Th-2 cytokines by
peripheral blood T cells. Alcohol Clin Exp Res 1999;
23:1306-1311

2 Gabele E, Brenner DA, Rippe RA. Liver fibrosis:
signals leading to the amplification of the fibrogenic
hepatic stellate cell. Front Biosci 2003; 8: d69-77

3 Iredale JP. Hepatic stellate cell behavior during
resolution of liver injury. Semin Liver Dis 2001; 21:
427-436

4 Shindo M, Ken A, Okuno T. Varying incidence of
cirrhosis and hepatocellular carcinoma in patients

10

11

12

13

14

15

16

17

18

19

20

interferon therapy. Cancer 1999; 85: 1943-1950
Friedman SL. Mechanisms of disease: Mechanisms
of hepatic fibrosis and therapeutic implications. Nat
Clin Pract Gastroenterol Hepatol 2004; 1: 98-105
FE, T, TRE, SKEE, TG, TR RoskE
REFFEFAALIIRITIER. TP EEEZAGE 2003;
13:12-18

Okazaki I, Watanabe T, Inagaki Y. Recent advance
in understanding mechanisms of fibrogenesis and
fibrolysis in hepatic fibrosis. Nippon Shokakibyo
Gakkai Zasshi 2002; 99: 353-364

Brenard R. Practical management of patients treated
with alpha interferon. Acta Gastroenterol Belg 1997;
60: 211-213

Kim TH, Mars WM, Stolz DB, Michalopoulos GK.
Expression and activation of pro-MMP-2 and pro-
MMP-9 during rat liver regeneration. Hepatology
2000; 31: 75-82

Visse R, Nagase H. Matrix metalloproteinases and
tissue inhibitors of metalloproteinases: structure,
function, and biochemistry. Circ Res 2003; 92:
827-839

Watanabe T, Niioka M, Ishikawa A, Hozawa S, Arai
M, Maruyama K, Okada A, Okazaki I. Dynamic
change of cells expressing MMP-2 mRNA and MT1-
MMP mRNA in the recovery from liver fibrosis in
the rat. | Hepatol 2001; 35: 465-473

Ninomiya T, Yoon S, Nagano H, Kumon Y, Seo
Y, Kasuga M, Yano Y, Nakaji M, Hayashi Y.
Significance of serum matrix metalloproteinases
and their inhibitors on the antifibrogenetic effect
of interferon-alfa in chronic hepatitis C patients.
Intervirology 2001; 44: 227-231

Gressner AM. Transdifferentiation of hepatic
stellate cells (Ito cells) to myofibroblasts: a key
event in hepatic fibrogenesis. Kidney Int Suppl 1996;
54: 539-45

Albanis E, Friedman SL. Hepatic fibrosis.
Pathogenesis and principles of therapy. Clin Liver
Dis 2001; 5: 315-334, v-vi

Lu G, Shimizu I, Cui X, Itonaga M, Tamaki K,
Fukuno H, Inoue H, Honda H, Ito S. Interferon-
alpha enhances biological defense activities against
oxidative stress in cultured rat hepatocytes and
hepatic stellate cells. | Med Invest 2002; 49: 172-181
Saile B, Eisenbach C, El-Armouche H, Neubauer
K, Ramadori G. Antiapoptotic effect of interferon-
alpha on hepatic stellate cells (HSC): a novel
pathway of IFN-alpha signal transduction via Janus
kinase 2 (JAK2) and caspase-8. Eur | Cell Biol 2003;
82:31-41

Inagaki Y, Nemoto T, Kushida M, Sheng Y, Higashi
K, Ikeda K, Kawada N, Shirasaki F, Takehara K,
Sugiyama K, Fujii M, Yamauchi H, Nakao A, de
Crombrugghe B, Watanabe T, Okazaki I. Interferon
alfa down-regulates collagen gene transcription and
suppresses experimental hepatic fibrosis in mice.
Hepatology 2003; 38: 890-899

Friedman SL. Cytokines and fibrogenesis. Semin
Liver Dis 1999; 19: 129-140

Solis-Herruzo JA, de la Torre P, Munoz-Yague MT.
Hepatic stellate cells (HSC): architects of hepatic
fibrosis. Rev Esp Enferm Dig 2003; 95: 438-439,
436-437

Tsushima H, Kawata S, Tamura S, Ito N, Shirai Y,
Kiso S, Doi Y, Yamada A, Oshikawa O, Matsuzawa
Y. Reduced plasma transforming growth factor-
betal levels in patients with chronic hepatitis C

www.wjgnet.com



R, T TR BT RE 2813
after interferon-alpha therapy: association with hepatic fibrosis. World | Gastroenterol 2001; 7: 42-48 W @) 5 F¢
p Py P
regression of hepatic fibrosis. | Hepatol 1999; 30: 1-7 36 Masuhara M, Yasunaga M, Tanigawa K, Tamura & X Tk % 4t
21  Rippe RA. Life or death: the fate of the hepatic F, Yamashita S, Sakaida 1, Okita K. Expression of AT #f #E 4L AL 4] 9
stellate cell following hepatic injury. Hepatology hepatocyte growth factor, transforming growth @T‘%ﬁ%ﬁﬁ"f
1998; 27: 1447-1448 factor alpha, and transforming growth factor beta ~ 1~%8, A R
22 Iredale JP, Benyon RC, Pickering J, McCullen 1 messenger RNA in various human liver diseases LR, )&‘iﬂ‘;[f}l
M, Northrop M, Pawley S, Hovell C, Arthur MJ. and correlation with hepatocyte proliferation. Jﬂéﬁ;}g‘@ *}5’ Qﬁ
Mechanisms of spontaneous resolution of rat liver Hepatology 1996; 24: 323-329 ;E £ St éﬂ“ﬂf #
fibrosis. Hepatic stellate cell apoptosis and reduced 37  Liu C, Chen W, Liu P, Wang Z, Hu Y, Liu C. ’ﬁ;zé;4im IF A
hepatic expression of metalloproteinase inhibitors. ] Changes of lipid peroxidation in liver fibrogenesis jf; I, a ,J ; z}g?j
23 Scliizranws;liZi& ﬁzzhi?i_jﬁgGY Gong Y. Different %ndUCed. by ;}ilme;lhyglitr;samlgipe ;ndz;lir;)%i' %" ']“k’["ﬁg’%ﬂﬁ%
effects (;f rat iri;terf:eron alpha i)eta afrgld -gamma on ;néerVe?tll(g)Ilz-o OHSTIHA Tt s P 26 A ' T'é%’ XFA—
, - o UppL 1o R, Tk
rat hepatic stellate cell proliferation and activation. 38  Collier J, Chapman R. Combination therapy o A
) P Fe 55 TG R &
BMC Cell Bw.l 2002;.33 9 ) with interferon-alpha and ribavirin for hepatitis g
24 Rao HY, Wei L, Fei R, Wang JH, Jiang D, Zhang Q, C: practical treatment issues. BioDrugs 2001; 15:
Cong X. Inhibitory effect of interferon-beta on the 225238
éctivation of LX-2 and rHSC-99 hepatic stgllate cells 39  Farrell G, Cooksley WG, Dudley FJ], Watson K.
in culture. Zhonghua Gan Zang Bing Za Zhi 2006; 14: Efficacy and tolerance of a 6-month treatment
559'552 ) ) course of daily interferon-alpha 2a for chronic
25  Friedman SL. Molecular regulation of hepatic hepatitis C with cirrhosis. The Australian Hepatitis
jfil')rosis, a}n integrated cellular response to tissue C Study Group. ] Viral Hepat 1997; 4: 317-323
injury. ] Biol Chem 2000; 275: 2247-2250 . 40 Banner BF, Barton AL, Cable EE, Smith L,
26 Sander‘son N, Factor V, Nagy P, Kopp ], Konda‘lah P, Bonkovsky HL. A detailed analysis of the Knodell
Wakefield .L’ Roberts'AB, Sporn MB, Thorgen‘s'SOH score and other histologic parameters as predictors
55. Hepatic expression of matu.re tljansformm}g of response to interferon therapy in chronic
gl‘OV\{th fa'ctor bet'a 1 in transgenic mice re.sults in hepatitis C. Mod Pathol 1995; 8: 232-238
e Poone oions ProcNatl - Acad ScLUS A g1 s, 49, B0, L, HIUS. MOHEZ AT
e o . . CRNBETERETIRIATEMN R R, LT
27 Pinzani M, Gentilini P. Biology of hepatic BEe2E 2= 1998 3: 136-138
stellate cell? and their possible r'elevlanc.e in the 42 Dufour JF, DeLellis R, Kaplan MM. Regression
pathogenesis of portal hypertension in cirrhosis. g - " .
Semin Liver Dis 1999: 19: 307-410 of hepatic fibrosis in hepatitis C with long-term
28 Noen B Gehatt 7. Laie K. 1 histochemical interferon treatment. Dig Dis Sci 1998; 43: 2573-2576
agy o cha ’ apl's - HMmMUunonIstoc emlc'a 43  Rumi MG, del Ninno E, Parravicini ML, Romeo
detection of transforming growth factor-beta 1 in R Soffredini R. Donato ME. Zahm F. Colombo M
fibrotic liver diseases. Hepatology 1991; 14: 269-273 ! o " o i
29 Dooley S, Hamzavi J, Breitkopf K, Wiercinska E Long-term titrated recombinant interferon-alpha
Said HM/ Lorenzen ]' Ten Dijke P/ Gressner AM, 2a in chronic hepatitis C: a randomized controlled
Smad? prevents activation of hepatic stellate cells trial. ] Viral Hepat 19,95; 2:7376
. . .. 44 Guerret S, Desmouliere A, Chossegros P, Costa AM,
and liver fibrosis in rats. Gastroenterology 2003; 125: . . .
178-191 Badid C, Trepo C, Grimaud JA, Chevallier M. Long-
30  Rockey DC, Chung JJ. Interferon gamma inhibits term administration of interferon-alpha in non-
li . - responder patients with chronic hepatitis C: follow-
ipocyte activation and extracellular matrix mRNA . ] ) !
expression during experimental liver injury: up of liver fibrosis over 5 years. | Viral Hepat 1999; 6:
implications for treatment of hepatic fibrosis. | 125-133 . .
Investig Med 1994; 42: 660-670 45 Abe. S, Tabaru A., an M, Tal'M, Narita R,
31  Du X, Weng H, Cai W. Histological changes in Moriyama A, Otsuki M. High-dose mtexjferon-alpha
20 hepatic fibrosis patients with chronic hepatitis therapy lowers the l_evels Of_ Serum.ﬁbrogenesm
B after recombinant human interferon-gamma markers over 5 years in chronic hepatitis C. Hepatol
treatment. Zhonghua Gan Zang Bing Za Zhi 2001; 9: Res 2003; 25: 22-31
273.275 46  Zeuzem S, Feinman SV, Rasenack ], Heathcote EJ,
32 Cai WM. Effect of interferon-gamma on hepatic Lai MY, Gane E, O'Grady J, Rei?hen J, Diago M, L%n
fibrosis in chronic hepatitis B virus infection. Clin A, Hoffman J, Brunda MJ. Peginterferon alfa-2a in
Gastroenterol Hepatol 2005; 3: 1269 patients with chronic hepatitis C. N Engl ] Med 2000;
33 Baroni GS, D'Ambrosio L, Curto P, Casini A, 343:1666-1672
Mancini R, Jezequel AM, Benedetti A. Interferon 47 Heathcote EJ, Shiffman ML, .Cooksley WG,
gamma decreases hepatic stellate cell activation and DUShelk_O GM, Lee .SS, Balart L, Reindollar R, Red.d.y
extracellular matrix deposition in rat liver fibrosis. RK, Wright TL, Lin A, Hoffman J, De Pamphilis
Hepatology 1996; 23: 1189-1199 J. Peginterferon alfa-2a in patients with chronic
34  Weng HL, Cai WM, Yang YH. Dynamic changes hepatitis C and cirrhosis. N Engl | Med 2000; 343:
in collagen type I and collagen type III in rabbits 1673-1680
infected with Schistosoma japonicum and the effect 48 ~ Weng HL, Cai WM, Wang BE, Jia JD, Zhou XQ, Shi
of gamma-interferon. Zhongguo Ji Sheng Chong Xue DM, Zhang DF, Zhao YR, Hao L], Wang SY, Wu
Yu Ji Sheng Chong Bing Za Zhi 2001; 19: 26-29 WE, Xian JZ. Clinical study of anti-hepatic fibrosis
35 Weng HL, Cai WM, Liu RH. Animal experiment effect of IFN-gamma in patients with chronic

and clinical study of effect of gamma-interferon on

www. wjgnet.com

hepatitis B. Zhonghua Yi Xue Za Zhi 2003; 83: 943-947

B A24k w4 ATRA



HREARLELT
wcjd@wijgnet.com

9

HRIEL N B ZE 2007829318H; 15(26): 2814-2820
ISSN 1009-3079 CN 14-1260/R

L #k 4538 REVIEW

KR BEAREEIRPFERREEZEANARERE

HiEE, R E

4

mEE%#H

KWy #E AN E R
L 2 —,
LREE L. AE
AR KW
R A=A % R
Y% SR E
EACR DI ¥
$A2. B W R
AL A A K
W 0 AT oA R
Z— MRIBEREH
IR AZ | m
fiF 5 Fa Mk
KA AT, BT
FBEMEE G
il N T
JE, hifikix ek £
FEORBTH
.

YIER, RHRE, LEEREWES SARERIM L
200233

LiETHEALFTBR B, No. 05DJ14010

BRAEE: =L, 200233, £iFmH, DERBAEMESE A
RERIMI. higin@sjtu.edu.cn

E3iE: 021-64369181-8261

INFSEHA: 2007-05-16 {SQEHA: 2007-09-02

Differential expression of
proteins during the canceration
of colorectal adenoma cells

Jia-Yuan Peng, Huan-Long Qin

Jia-Yuan Peng, Huan-Long Qin, Department of Surgery,
the Sixth People’s Hospital Affiliated to Shanghai Jiaotong
University, Shanghai 200233, China

Supported by: Science and Technology Program of Shang-
hai City, No. 05DJ14010

Correspondence to: Huan-Long Qin, Department of
Surgery, the Sixth People’s Hospital Affiliated to Shanghai
Jiaotong University, Shanghai 200233,

China. hlgin@sjtu.edu.cn

Received: 2007-05-16 Revised: 2007-09-02

Abstract

Colorectal carcinoma is one of the most
frequently seen malignant tumors of the gastric
tract. Colorectal adenomas are considered to be
precancerous lesions of colorectal carcinoma.
The adenoma-carcinoma sequence has
traditionally been characterized as a uniform
progression from normal mucosa to adenoma to
carcinoma through an underlying homogenous
carcinogenic pathway. Current research
indicates that some proteins are differentially
expressed in colorectal adenomas during their
carcinomatous changes. These proteins include
cell skeleton-related proteins, intracellular
enzymes and proteins involved in cellular
signal transduction. The functional roles of
these proteins in the carcinomatous changes of
colorectal adenomas differ greatly from each
other and have not yet been fully clarified. This
article reviews these differentially expressed
proteins and briefly describes the possible
mechanism by which these proteins cause the
malignant transition from colorectal adenoma
to colorectal carcinoma. Furthermore, proteomic
technology has developed rapidly and has been

simultaneously applied to the detection and
characterization of various kinds of proteins due
to its high throughput and convenient nature.
This article also introduces the utilization of
proteomics to identify and compare proteins that
are differentially expressed between colorectal
adenoma and colorectal carcinoma. Research on
these proteins may lead to the identification of
cancer markers that could subsequently facilitate
the early diagnosis and further understanding of
colorectal carcinoma.

Key Words: Colorectal carcinoma; Colorectal ad-
enoma; Proteomics
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DANRFERTARZ —, IR e Jie DA B F) il A
T, MVE 2 B RERIE R AR AR A K
988 55 K T e A0 M 2 i) 2 R A [ B 1 R AT
VASRERIE, $H X 20 2= S5 4 11 WAy ) 1 W &5
g BR1 H ) K e ) 30032

1 RIBAREEAVRIE R B2
o O B4 Y, K Mg T A 23 Sk IR IR
SRBIR MR DA S TR A Tk M. IR R AR
AN, HTLZ R, HARL-2 emA AT, KIATIE U
K, RMDEH, Bl W R, . B
R IR R IR 5 A7 AN [ R PR R Ak 3 A - e
S AN BRI IS A B BR IR E AR RO, TR
R, JUEROCH] WA, RIHZEER, WA W
B, B N ] WIRE S A V2 AR B, g
ML A 4R A 2R, AR 2 AR b E i R
J& bR UL RMAR N N, BRAR RS 50 TR PRI
Je O LA R TR (1) PR A

FHTIA A K i R 5 i DG R D), 2R
FELLRAANTT I : (1)1/3 09 K i J 3 [l i iy —
AU IR . (2) K Y M Je i 5 1) e i 2
far. (3)MRIRE L5 MR 1 ) o3 A AR AR, 8 S BE R AR
T gl HRAE . (4)AR )G
T R 5 e A T — ROk UUIRRDE AR
IR IR/ BRI DL SR S I = A Ok,
R FLAE<1 cmi, JERHLF1%; 12 cm#E
10%; >2 em# }35%. SRERMRIR 4B R MR8 7
SBAE, <1 em#F R HLAE10%; 1-2 em#& 410%;
>2 emA h53%. MIEAR B[R] R E, e e A 2
— MK R, P10 akity. oK
SRS R I, I I R e i 21 Mg 1y it
B R AR R [ SE R D APCHE Kl (adenomatous
polyposis coli), 1Bz 3P k3% T8 A )Y
RN IR, BEE A — BRI R R A A,
WiC-myc. K-ras. DCC. P53%, IXLLJL R )34
T B SR AR AT IR 328 W A AR Dk i P e L
KRR . H I E bR pUE A 2 (UICC) ) 2y
B, KW e e A i R an . R S 2R A i
Jfi(adenoma with mild dysplasia)— ' J& s B 48 24
JI#J% (adenoma with moderate dysplasia)— 5 & 5+
U1 E: 1798 (adenoma with severe dysplasia)— %
TP

2 BRI ETESRANEOR
VEE RS, I8 T ST sk, I 50
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ARV 2 I R IE BARAE 22 e, XS0 22 53
MR RIL KT E R MR 2R, X%
S AW NVPZRIE, ATE R A s S e, A
S8 P EB R, Dy S8 O 4 F A T
HES. HAT, MX R E A T B R
e G ORI A 8, R IR BROX P
RIS BedhAT 40 L5k,
2.1 AR R E LI £ KA
2.1.1 wmpa R RABK R G ERE N FEELAE
T 20 M) S 288 1, WLah 8 A%, 4
g T8 ey IS o N O ST ) RN T
R A R VR A #S . B-cateninik
T 2 DR HE T, g A PR 3 K ) Ik
G 3 SRS () A2 PR 4% A B 9 BRI 40 A T
AN [ TRV 440 JH 45 0, R AR A 9 e 4 L A 1) A7 A1
B, — ML) B-catenin, T3 —HE N
P 2 A B-catenin®®, FT 55 4i M ) PR AR
E-cadherinff) itd N B TARAEH], SL[A -S4l i
() PR IE A G B, I HL MRS 4% ) B-cateninif i
a-catenin® FA B 55 LB & H I NLLZ &R
7 K6 FSC AT B 1 2. T Lt A 3 9 ¥ B-catenindk
F1 2 Wntfs 5 5 S840 10 3 241 i sy, Al
T P it i L 5 i Jl e 1 ISl I i (adenomatous
polyposis coli, APC)tEHZ 5, IEHIHHL T, APC
5 )5t M B-cateninfd il i I 254K, WatfF 5 1%
OGS Ja, APCHR H B Z BEIR AL, ANREIE B
fifé B-catenin, T HUS # LEMLTUAN K EHERUF H %
BNk, 54 R N 24, I 5 TCF/LEF
A B S A R (B-catenin-TCF/LEF
transcription complex), 1% 5% &R REHE S HE 4L
SRR ()20, X L85 PRI = 4 B A U 4% 4 i
DI O V1 = N 1 A (Y IS
i ] e R A ML 2 B,

Herter et al'k H 45 Wi br A 6015 R 45 iz
JHR IR A AR 4 540 (FG vh 30451 Ay A8 R R v i S 2R 0
AR, 15490 ke 2 S L 0 AE IRT) IX) B-catenin
BEAT S e A G ok I L3RIk 72 . 45 2R 4
TN, TE 22 B R v R S R AR ) iR B,
B-catenin == 437 T 4H ) 42 i 1) R SN, (]
5 N A /D ) B-catenin B (0, 1M 1541 = i 5+
TG/ (P JlgR b R b R T A I T A ¢ e
R 53 A, 40 1 e LA A A0 I A% P Ti) I A 7 2 i
Yt M 7E S5 o B i i il B-cateniny AT Al
G0 B 5 v B S TR 0 AR IR R b R 2R AL, T
IS 5 JH 6 320 2% (1) s 0 i LA B it 9 R A AR 28 B
RS I A A0 T LR PN A AR SRR

Wi £ E

X W M % B AT AR
2N R B
A RE, VAR
M SN BE 5T 2
R Z2FEREEEG
EX SRR R &1
e, WA, K
FEEGUEF. 4
LK FHRY
ik KR, ] £
FEOHTFHEE
Kk, F S HE
G &, B A
MR EELEFT
BRI R G 6
M F & 5L, FHK
ERACERE R N
AFEH.
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WA #H AL
AL E kbt o
g 4R T RS
2t F K Mg
T2 F R
W & G 0 AR R
R, Bt
)3 KRGk BB AF
FTEOMFHAE
o & G R &
2B, NEBRFH
M, R A,

B-cateninF tf, $E7R M A% FIHL T N B-catenin ) 5
AR R T e S A RS R E TR S R R
IR, R iR TR S AR 2. AR AN
JE S 28 A e v SRR AN DX B 92 Bk (LT i
JEE 55 53 A1 R4 s A B AR, B0 25 i g vl e
Y 45 1 1 Je AL 2 (1) 3% % B3 53 (malignant
foci). WAL, WU W53 45 e 40 B IF) F g8 ¢
5 B2 5 I 45 W R AR BN, AN AR AR o )
ST A% PN TR B-catenin (1) 7 5 R 2, IXFHIL S
A] G [F)— IR A7 AE e L IR P A (subpopula-
tion)f5 5%, Iwamoto er /W F S e 414k (1) J7 3%
[i] Fs A U ¢ 2K 5 APC 25 1 (full-length APC pro-
tein)Fll B-catenindt 45 W I S g br A ik iy
L, 45 FER DT AT W I8 FH e b A # 47 B-catenin
AR, FEEA T M TR k% v HL g 1)
PR RT IR, T Se B EEAPCE [ (1 i
9 IGAE 83 %% 1Y IR b A F129% 1) IR A A o e
n, Wt ul, APCH FIHk k5 B-catenintz (1L
il R AT K.

2.1.2 fmie MBS G %I W] DL I R A 4
i A0 5 J5 5 | e 40 Y A A B T 2 3 71 40 i
(1) 53 AR IS4 5E 17T 75 | A2 45 )W R 6 1) 3842 . Cathepsin
B(CB)F1Cathepsin D(CD)& [ JJy W5 Fl 4 g 1A 2%
FI K fift . CBJE Y- Db 2R 2 1 /K g 1 LA, L
T or AT T AT A AN M K A, BT
PR ek, 25 2 M AR, AR
AL . RN CBIA ] g2 5 HAh gz F K
T P 2R B B . CDJR TR R R R K
R 5008, 43 AT T K 22 K0 S 30 ) A B F v il
R, — A i 5 & B CD IR AK, 2R 5 10 1
VI, TERCHATEPERBEE 1, J5 8 Rets B 4n o
AL AR, 0 i
FUIRE" Ara ", CBAICDE IR Ik
I, 3040 M AMEE TR AR, 1 R IR
RS, Talieri er al'™ F e 414k )5 2K K D 45
¥ 988 1) 445 J g 1k g INF C BRI C D2 11 1 i Ay
B, 2 R I IE W 4 W b IR &5 i Jl9es 1) C B
CD 2 B G € s A AN Tl 59 (R BUREIR B 1, 404
TN A 5 BTV BT, T e (R CB R AT B g
0y, SEBURDIR 9] 38 43 A T M 5T s A6 73 A T
SR FERM. Campo et al'™%FCBIIHT G AT
45 9. Fh4h, Talieri et al™'id K INCB YL th [ Ff:
HE TLTE e TR) 5T 1) 8 £ A 40 B RH e A
J W 5 R R4 2846 0%, T CDAE M 48
SERUBURDIR G €, J3 A TA% R R 5%, [8]IN [A] 5T

A0 b A ALY (. 2 PR ZEAH A A R ILC BRI
CDY a5 SR 200 . Dukessr . kL 4G
% 5 E A 55" Tacobuzio-Donahue er a/t“ %
Western blots, enzyme assay PA & 500 2H AV 55 Ty vk
RINGE s b5 25 W IR RIS M CBAE S M A3 22
Jll(P<0.01), 62451 45 s s v, 2 0(79%) 45 W i
Jr L I CBIW B & A ML (% 1228 kDa);
117 18451 HJRg v, 4K 22 4 (94%) ICB I B AR
AR (2§ E27 KDa). [AIINAEZBF9T 7 CBHY
RIEIKE5 I IR DG &R, R B v e ) e 9
(HA2>1 em) 15 BABYR (FL42<1 cm); i Dukes
ARIBIA N = T Dukes DI (P<0.03); Dukes
AFRBHA N =T T (9 8 (P<0.003).

IS A BE-2(cyclooxygenase-2, COX-2)/&3F
S RSB R 294F FH IR, A A BEAE RN g
WA E VIR IR A T F IR 2 . AR 2. 14
WEELS COXHMRAIER, COX-1M1COX-2, %
1 H 7 (R L DR G . COX-14E NARZ 2 4 20 ik
RIRIE; 1M COX-27E 52 21 F 48 15 55 o Y54
LTS S I AR B R, WA B A BE R MR IR
ORI T 2245450 COX-2 (BRI T LA
5% h T A IR ZEE2(PGE2) K ) A1 EP G E2 4K
FUBIR. BT B HPGE2fi &, PGE2W] fig
T3 4k AT 3R e A K PR 52 A B S0 T T
S0 P M, B ek 4 B e 1-2 1 5 T 1 A 1
T2 5 1E R, AFPGE2HH I HL I 5 PGE2
Jook, S C OX-2 L H5 On S0 i al g i
LA A iR EH2(PGH2) K 4 ], PGH2
A EEAR B0 J5UA ¥ (malondialdehyde)ifi ™~
"EEUREME . Sheehan er a/™ il fu s 414K KT B
R WU e 280 4 A R FE A [ 1) 45 W IR R TP C O X-2
IRIBIE L. S5 R R RS, COX-2
Faksin, Hrh R, PR, EE R AL
AR A COX-2[1 3 IE #5315 436.3%, 50%,
66.6%(P<0.001). HANCOX-21) ik 5 B K
/N K B A BUA 0%, AR A IR i A 1 n
(P<0.0001), ZERMRFFICOX-2/KF B E T
EARBREP = 0.05). Eberhart er a/™"'th & 211441
g bR AS A 12451(86%)COX-2 mRNAZKF- &
I, 14400 R A el £ T COX-2
mRNA 5%, W 22504 Gt 5 L(P<0.05).
B J5 W 2 1L i (glycogen phosphorylase, GP){EHL
MBI S oy R R b R AR, R FLBh )
A4 PR D Tl R A A 3 [+) L, BVAULIAJ 2 (ms-
cle-type). AR (liver-type)F1Jixi#l (brain-type),
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S fiog BB R IR AL I (brain-type glycogen
phosphorylase, BGP) 4= 2 5 HLAA K& A= W S 150
T HIBE R AT 8. KT BGPS IR A 2 2 [l
AR vz 20, AR, Eima
2R R TG Hh R IR B R AL N = 22 BGP, 42
ABGPHRE S IR E A IR PUIR S5 MR b &
WA Tashima er al™EEL15 1451 45 T i
S8 R i B85 AR AR, X LA TBGP I S % 21
g, 5 R RIIEH 45 H IR A R IMATBGP
g, BRRE. PRE TR e 0BG AR R M
H1l/NE - ) IR 8 (microcarcinoma in adenoma)
HIIBGPAL PR R 3 0 7. 7%, 61.1%, 87.5%
A193.8%. )8 5 Y44 7 ) JioRg B v JRE R R J3E S
RS R AN g b TR R A B GP e £ JH 1 % |
HW B MG 257 (P<0.05, P<0.001). 14k H
[ B KIAR A BGPRH P YL (0 4 1483.3%, H.b
Ji g8 1) R AR A G K.
213 mie NERG R SR EA LS T4
W, AT LT kP00 M A 22 53 2l
S MR T U L R A G A BT ) R A 5 |
EE IR

Survivnd & T8 T4 #1150 (family
of inhibitor of apoptosis, IAP), 7> F&#16.5 kDa,
o AL K Blsurvivndl 3B 140 i N Y
AANFE XL, — gz, AL T 2520
AR AR AG 2200 b LK 5y 24 )5 A 1) v 0 & e
Pl IR MBI, 3T 2253 R IR L
Bt g GTERR I PR LA R O 2 R I
PR 1Y survivnE (1 E B B R IfE:
W7 40 B o ZLFIAHI T fEG2/MIH, survivn
FIEBFR, JEAE RGAAHTAER, 4eREfT
22 53 2488 TR IR H WA (bipolar), 171540 Ay
22 5y 4B LRI T I, A B B R
T H I Micaspase-3Mcaspase-7 1% PE ol # i it
L 4 £y caspase-9 111y A HEFI I T 1948 FRY. it
&b, survivnty HIRH A5 IR AR PR, el
LR B MR RIEAKPR R, A, survivnfEE
WAL B K BRAIR, 17 A 6 i g R T
RIEA P et

Lin et al® FH S AU Y COF U 45 A R b
JigeE DL B survivn R IE KPR ZE 5. IF
W45 T RN P G e G G S A A R
W AR R . IR M survivaPH PR %
GrA31.7%, 56.7%K163.2%. it 5: & HUK
JEE S R 088 A R R 5 v R S 2R A iR DA R AR

www. wjgnet.com

S A IR 5 IR W survivanR A W 7
(P<0.05); 1 i J5 S 488 2 Jie 5 s I survivn
Kk zEwIgrFE . HILEEHERT, survivn
(1) 2328 R HE A 245 M 7 T e S OIS 250 098 A R
J80), survivnth i] G Rk —FlHT ) 45 B 3012
W FYE YT TR 2 1.
2.14 mppfE 5 SHA R G 5T XREAE
LA FE A M 25 AT s 2 AR F R AH G
AR N SR N INE S 30T B
M A AT DU g 0 BT I R 4
JHO A 3k 7 | A o e e P R R R g

KATIE [1(CD82) 2 MTAL S I 11, J& T Tet-
raspanintfi X %, 1M Tetraspanin ZK i RY 01 2 5 3
SO AR D) e T i A T RS . G
BOPA . HERE AR KATIER (145 0 A0 50 M 4k Bt
PRI 2R S5 (loop) . LR f¥) Tetraspanin
PN A AL B, M PN BB ) R A 5 A DA R I o 45
BRPO K ATV 11 36 2D Rz — e sl 40 i o kg
A AT AE (migration) M HI IR #, ATRER)
BURIHAT = — R ELEAR R RN E 5 e AL, B
R4 iz ) J)PY; — J& 5 Tetraspanin Z 5 ) i
B(FICDIFICDS1). ¥4 F(integrin)y MHC
S R 5> A EAEH, fillk 2 B 5 55 ik
AT RAEE AR, A5 1) 55 I Sl 28 T g i
PIuPA) W B G E . BRI IR T ) 25 R
MR K- 32 4K (epidermal growyh factor-
receptor, EGFR)/K T~ 17|41 Mo 532 (protrusion)
HERR (lamellipodia) ()T 18, 5 240l i Jes 4t Ffa
AP Lombardi er a/**'JT] Western blot/l 435
AT B o BT 1E 5 10951 45 )1 e [m] ) A1 &5
IR FIRR A I K ATTRIE S UL, A 2 K AT
o P ZH A B €0 1) 58 5 2% 0] R G €0, 40 T 1 4
FbiF K AT 43 (KATl mean score, KMS)LL
ALK ATIERR A IR TE K, S R BLIE
WA S5 R . IR KM S 4l 237,
174F1624), Gevh ki L W35 2 (8 W% 7 5
(P<0.0167), i B 1E 3 &5 i R — 45 o g — i
I IRV RE R, KATLZRIE 7K T 128 i B AL

EGF R T 1% 2 12 Bl S R 1) 40 i 2 1 52
P&, EGFRAEHE M ik 5 AH O FC A (A= K PR 1
TGF-o)fEH A A B 5 ) Sl 1 285 4y e 2 DA
55 AT 5 A% 338 i B B4 T 58 B A £
P4 fE 5 2R, 1ES 5B Mg
B -EAESE. EGFRIFEHRIEON 51 K 7 W 5
5L T 0] e A3 B4 LR SR AR T G L 2

mi:A2E

T REE T
BEPAHXHSED
AL, FHRX L
EREKNEY
¥ A BT KW
w5, A
¥ ¥ % 44 FUS A
& R
M, SFIEANT
8 K W & 69 & R
WH LA EEE
L.
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W3 W REPO R R A KPR 7 SZ A DGR (T (ERRP) & — i LA SO L 5 sl kAR AU A D5 (P<0.05).
X BRI A K M

RN . e R R
HHR L KIS
T A5 E R
B REKRMB
VA BRI
R ASA R
[ A2 B 64 B Ak 3%
LN N A ]
R RI¥E A R
KIS A H %
FUSk R OAL, $hS
Sy e E LE SR LR,
k@ AR EAR
LR RBEEE
B VA BRI 4 L,
IRARR S B
S MM B AR B
AR BTG 6 %
A4 A

FHEGFRE 7 A AR, Yu er al* W5 £,
TR P IR Z HER 751 |, ERRPSEGFR
JANBCAA &5 DX 385093 730 7 84 % 189 % Y [l i
[FIFERR P mRNA K7L [ A AR &,
$¢7RERRP I 2l 15 5 18 (VEGFR. TJERRPH]
cDNAZ) 3 e &t e 41 R ARHC T116 M1Caco-2
Jo, HIETE W2 0859, $E7RERRPREES I
PI3ETE . IR AR B, ERRP A FRAE A A1 B
SR % TR R0 95 LA S E GF RIS RR AL IR 41 61,
$&/RERRPHIFUMIEAEH] 5 HANHIEGFRIY L fig
K%, X5 Wang et a/™[IRFFEARL. Jaszewski
et al" I G gis AL G ORI 90 11 BB 0 R 3
g K i B ERR PR, 10 45 i B K
HATHERRPH AL g ta, H i 2
L JE THT e 0 IR T 059 . 10491 o3 A0 R AN TR 1) A
ARGEERMRIRT rh, Bl A S B 004 A= R FE 38 i, ERRP
(1 G €8, 328 W ek 95 H HER R P S 78 (¥ 4% | Loy
e 2K, A R AR b, BT A )T Y,
H o A0FE Bk 22 G i JL Bl 55 (P = 0.002). 5 I
JriR, WEFEE N A A 2 I R s AL ik A, ERRP
(1) 2T 7K A28 T 9 5 [ B 23 A T 5 5

o i R R S0 R (signall tran-
ducers and activator of transcriptions, STATs) &
LB e s BT, S 5 a1 - AR KIS
SHFEA. Bl L T ALY I STAT
LD A oKk, STAT-3mft & JL A 1R, X 2R
HE A MRS, H750-850 2 SR A
B AT AN ARG G, I TAKE
1 VAl ) T A 2 A 1 i R W IR AL, BRIk
(1% 2 B2 A STATsHe i 45 G A R, SE#H &5
Ja KA A SRR AL, I H S RO N
A Mtz T RRER R KRG DFTUR W), (55
5 A7 RN S s TR 1--3(signal tranducer and
activator of transcription 3, STAT-3){E 14 % I8
U AL A, oy R R T R R
[1-D(Cyclin-D) a3 ¥ 1T Bel-x LI K& kTPl
L) M BB 1T 5 A R £ 2 A R R,

Kusaba er al/'" ' %y 44k 10 J7 10 5T
p-STAT-3(STAT-3 {1 T 20) 7 45 i Mg 984 1
JI i R IR . 45 B R IR 44450 iR 98 bR A
851 tH M p-S TAT-3 4 (1, 1115 95151 e b A rh A7
69191 1 p-STAT-3 44 (1, W9 47 W] W 42 v 27 22
(P<0.001). [AII AT R Ip-STAT-3 (1) 215 L5 i
Jo 1) 3 AR B DG B S AR OG, AR5 iR e ) R

22 B RAERARAFRIANG EFEEEE BN
JERALIR I AN e . 2L RN R A BT RO 1 4
W AR R AR R AR R L
SEDR A 5 | 1 22 B A0 A AR Ak R AR AR
P WM AME AR, IR SR
SE IR & e SR RO Ik IR AR 22 e 3Rk
(REE 0T, IXLEEE AR R L, ALK e 4 e
P, fEBEAVERRT S5/ 2. Roblick er al* "L IE % 4
WG il e e THE AL R B AR
M LK, SERBLT 1122 R AR A, 724
BE S % 5 ke, Horh a6 iR 148 4 e 0
IR R, 26FhRIE R . IR LR (1AL
A0 R A IAH DGR T 4 e A R T DA R T
AR R 2%, Kim et al™" s 14150 25 e 4 4 b
A5G I Kb T W S R 22 e B VAL E I ROR
BL14 R (A BE S AR 2R R IR KT AT B2
b, HorP i B A (selenium-binding protein)ZK -
185 % I g 41 2 rv B Wik BRI, 1T 7 &5 W g v
W R (& B w, R AE ST A 42U 41
FeARWFFE 724000 1139, T39I 45 e /6 5 1 2k
172, RIMILEMEE AKPE —RORR, ik
7K IE W 1 8 1) R AR AE #4(85.3%)
A% R A KT AR (71.5%)(P = 0.021). Kt
TIF 90 B H A 2 11 45 45 T R T AR DL R &5
S 15 AT R AR 2. Stulik et al™ W AR IEH
SEIGFGIGE . 25 T IR e 48 W TR AR, 43 )4
BUE (1 5/ 2-DE HL SR AT 04, 3R B34l
DL P 22 e R IEE A AAVEIE R E A I
AR Wi BR % #2551 (liver-fatty acid binding protein,
L-FABP)FIHR RIS 1 (carbonic anhydrase I,
CAH 1), W53 7E MR8 RN R 21 21 b Rk KSFAR
I, T 7E 1E 5 R ek Al BALR & 7R R
FEE IST00A T Bl JDR o Tl 2 I ot e S 49
fiif(PPIASE). MEHXET Flii(annexin lii), —H3&
K2 R /K R B(DDAH). BRICE TV, &
(prohibitin). 4l i 1. IX L6 ET [ 7F HJR Rl
P T R AL KPR E S R i, CALAL S BA R L
P A SI00A9. S100A8. ¥l AREF(1yso-
phospholipase). FRPEPPIASE. 4 i i1 5 14
BB ALY I AL (MnSOD) . nm23H1G(—F
55 I e R AH G IR AR 1, LA G R e 4 B ff )
FEK R T2(EF-2). X8 (178 I 4l i)
PR KV B I R I RN AR g, AR BN C
YR TR RN 25 e b i
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M K R 2 45 i N B L L situ hybridization. Anat Rec 1993; 235: 233-240 j:ﬁ] Zii{g "y
| EUSENEN T s sar o asse. 13 Talieri M, Papadopoulou S, Scorilas A, Xynopoulos 4R 4y 89 47
E"}?’ A Ay A M98 T 3 7 A M (K e D, Arnogianlaaki I\II), Plataniotis G, Yotis ;/, AI;nanti T KW IE a
fﬁﬂ"{, HIE AT FEFE e 2 MR A R s K N. Cathepsin B and cathepsin D expression in the ﬂgﬁ };» §§ ‘:Z %
N A s rogression of colorectal adenoma to carcinoma. 7T &% # 3
A, R A S 7L A 2 Rl 3Rk 22 Iémfer Lett 2004; 205: 97-106 Wik, TR L
El/‘] % EI , ﬂ\j j(EZI E:'E E'(] 7;(% H[,‘FEIJ ﬁﬂ:% [ &$ﬂﬂ 1/9,\ 14  Campo E, Munoz ], Miquel R, Palacin A, Cardesa ?ﬁff&?;ﬁiﬁz
WFA T SR BB . B4 6K (1 403 B 145 A, Sloane BF, Emmert Buck MR, Cathepsin B %, %l 5%
expression in colorectal carcinomas correlates with L
R B, F HOSE 2N T 45 tumor progression and shortened patient survival. f_j? ;_;' é;;’}_ %)Tiz
9B R SR R e S A A OB A o e ia &, Ca 89 27 1.
) 15 lacobuzio-Donahue CA, Shuja S, Cai J, Peng P,
R Epr et T NN 5% NN NP OWN 713 Murnane M]J. Elevations in cathepsin B protein
MEAS SRR (R IA E B RN T R content and enzyme activity occur independently of
glycosylation during colorectal tumor progression.
] Biol Chem 1997; 272: 29190-29199
3 SENE 16  Smith WL, DeWitt DL, Garavito RM. Cycloo-
1 SASE, SR ISR SR, JbE ART xygenases: structural, cellular, and molecular
A B, 2000: 1209-1214 biology. Annu Rev Biochem 2000; 69: 145-182
2 Kemler R. From cadherins to catenins: cytoplasmic 17 Cao Y, Pearman AT, Zimmerman GA, MclIntyre
protein interactions and regulation of cell adhesion. TM, Prescott SM. Intracellular unesterified
Trends Genet 1993; 9: 317-321 arachidonic acid signals apoptosis. Proc Natl Acad
3 Behrens J, von Kries JP, Kuhl M, Bruhn L, Wedlich D, Sci U'S A 2000; 97: 11280-11285
Grosschedl R, Birchmeier W. Functional interaction 18  Sheng H, Shao ], Morrow JD, Beauchamp RD,
of beta-catenin with the transcription factor LEF-1. DuBois RN. Modulation of apoptosis and Bcl-2
Nature 1996; 382: 638-642 expression by prostaglandin E2 in human colon
4 Takayama T, Shiozaki H, Doki Y, Oka H, cancer cells. Cancer Res 1998; 58: 362-366
Inoue M, Yamamoto M, Tamura S, Shibamoto 19 Sheehan KM, O'Connell F, O'Grady A, Conroy RM,
S, Ito F, Monden M. Aberrant expression and Leader MB, Byrne MF, Murray FE, Kay EW. The
phosphorylation of beta-catenin in human relationship between cyclooxygenase-2 expression
colorectal cancer. Br ] Cancer 1998; 77: 605-613 and characteristics of malignant transformation
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Abstract

AIM: To investigate the signaling pathways
involved in the action of Qigesan in treating
esophageal cancer, the effects of Qigesan and
its different individual components on tyrosine
phosphorylation of PDGFR-PLC-y1 were studied
in primary cultured esophageal carcinoma cells.

METHODS: Cells from surgically resected hu-
man esophageal carcinoma specimens were pri-
mary cultured and treated with PDGF and the
water extracts from Qigesan and its individual
components. Total protein and tyrosine phos-
phorylated levels of PDGFR and PLC-y1 were
assessed by Western blotting.

RESULTS: There was no difference in the lev-
els of PDGFRp and PLC-y1 proteins before and

www. wjgnet.com

after treatment of primary cultured esophageal
carcinoma cells with water extracts from Qigesan
and its separated components for 15 minutes
and PDGF-BB for 4 minutes. The tyrosine phos-
phorylation levels of PDGFRB and PLC-y1 were
markedly increased by stimulation with PDGEF-
BB, and markedly decreased in cells treated with
Qigesan and its separated components, which
showed the best effects for promoting blood
circulation group, while the second best was a
whole prescription of Qigesan.

CONCLUSION: Inhibiting growth signaling via
inhibition of tyrosine phosphorylation of PDGFR
and PLC-yl is an important mechanism in the
treatment of esophageal cancer with Qigesan and
its separated components.

Key Words: Qigesan prescription; Esophageal carci-
noma; Phospholipase C-y1; Platelet-derived growth
factor receptor; Tyrosine phosphorylation; Western
blotting

Si FC. Inhibitory effects of Qigesan and its individual
components on tyrosine phosphorylation of PDGFR-
PLC-y1 in primary cultured esophageal carcinoma cells.
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Abstract

AIM: To investigate the effect of tegaserod on
gastric emptying and the expression of ghrelin
and substance P (SP) in diabetic rats, and to
explore the therapeutic effect of tegaserod
on diabetic gastroparesis and its possible
mechanism.

METHODS: Fifty Wistar rats were randomly
divided into five groups: a normal control group
(NC group, n = 10), a diabetes mellitus group
(DM group, n = 10), a low dose tegaserod-
treated group (TEG-L group, n = 10), a moderate
dose tegaserod-treated group (TEG-M group, n
= 10) and a high dose tegaserod-treated group
(TEG-H group, n = 10). Diabetes was induced by
intraperitoneal injection of streptozotocin (STZ).
After 8 weeks, tegaserod was administered by
intraperitoneal injection at doses of 0.1 mg/kg,
0.5 mg/kg and 1 mg/kg in TEG-L, TEG-M and
TEG-H groups, respectively, for 3 days. Gastric
emptying was measured by intragastric admin-
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istration of phenol red. The expression of ghrelin
in the gastric mucosa and SP in the gastric an-
trum was detected by immunohistochemistry.

RESULTS: The staining intensities for ghrelin
and SP in all TEG groups were significantly de-
creased compared with those in the NC group
(ghrelin: 34.721 + 6.759, 33.547 + 6.255, 35.141 *
5.987 vs 43.514 +£5.323, P < 0.05, P < 0.01, P < 0.01;
SP: 13.548 + 1.078, 13.952 + 1.246, 11.845 * 1.567
vs 16.383 + 2.275, all P < 0.01) and increased
compared with the DM group (ghrelin: 26.626 +
4.596, all P < 0.05; SP: 9.257 £ 1.636, all P < 0.01).
However, the differences in ghrelin staining
intensities among TEG groups were not statisti-
cally significant. The staining intensities for SP
in the TEG-L and TEG-M groups were increased
compared with the TEG-H group (both P < 0.05).

CONCLUSION: Tegaserod may improve de-
layed gastric emptying in diabetic rats by en-
hancing the expression and release of ghrelin
and SP.

Key Words: Diabetes gastroparesis; Gastric empty-
ing; Ghrelin; Substance P

Wei LZ, Yang L, Wang LH, Zhang MS, Li XH, Tian
ZB. Effect of tegaserod on gastric emptying and the
expression of ghrelin and substance P in diabetic rats.
Shijie Huaren Xiaohua Zazhi 2007; 15(26): 2825-2830
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A 72 hEY R EUL, BB L IS =16.7
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VIDASTHEHLENG 53 #5250 0 e BP0 ET BH
PO T R G 08E BE (R B B = et amE X gt
i), WOLPBIEAE K% Y) i Ghrelin 5 SPEE

www.wjgnet.com



MEN, 5. BIILSWRERFRASSHTIIEENLGhrelin, PYIRZREHIZIN

2827

2%
Ny

"'A

el 7
..fm’_-a. ’-

i

¢

L4

M
l
-

1 ZERERBRAEEGhrelinfIZRIA( x 400). A: NC; B: DM4; C: TEG-L4; D: TEG-M#1; E: TEG-H41.

I AR

it A0 IR B LAY B+ bR UE 25 (mean
+SD)EIR, W SPSS11.04: vH i fFEAT A BE,
2 GORHA] LLECR HI B K 35 2253 17, P<0.057%
B REER.

2 B8

2.1 KA —AKRI Khlip STZ 3 dJF JFHHE I %
W 2. ZRAER, BRSNS 1 wiobl R K
B HE TIURG P22 B, TG BNIR A%, 2 559 Ju IR AR
KB 2R 2. 2R, BHEHE. W
&, BTG, TP, S2I0 IR K RAET 6 5
2.2 B KR EHE Re i DMK E HE
43 HIFNCL W] B 4K (g = 18.21, P<0.01); TEG
FA KR EHD R BRBILTNCYl (g = 8.54,
P<0.01; ¢ = 10.80, P<0.01; ¢ = 14.75, P<0.01),
{HEDMZ W B3 hn@g = 9.70, P<0.01; g = 7.56,
P<0.01; g = 3.28, P<0.05); W TEG-L41 5
TEG-M4L KR HHZ E L H B Z (g = 2.20,
P>0.05), ¥ FTEG-H4l(g = 6.32, P<0.01; g =
4.19, P<0.01)(%1).

2.3 XM KR F KEESEGhrelinfa &L 6 T4k
WEITFIR 7R, KRS KRR GhrelinbH 4 4
O F BT AT JZ AN, A ER B AR DT
DMZLK FUE R4 Y GhrelinPH 4 JL (A 4N C
LB ARk, HAR 6% FE RN C AL 8 3 B AIK
(g = 8.61, P<0.01); M TEG#-41 K il & %l B i 44
W GhrelinfHVE G (a5 i 5 0O % FE DM
2 BN = 4.03, P<0.05; g = 3.45, P<0.05;

www.wjgnet.com

R 1 BERBBHTERKGhrelin, SPREMERIXAVELER
(mean + SD)

DB n BHEE% GhrelinfRPMBE SPIRDONBE
NC 10 68.35+2.07 43.514+5 323 16.383+2.275
DM 8 49.71+3.59° 26.626+4.596° 9.257 +1.636"
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Abstract

AIM: To screen for genes regulated by gamma
aminobutyric acid (GABA) in hepatic stellate
cells (HSC) using suppression subtractive
hybridization (5SH), and to investigate the
biological function of GABA in the liver.

METHODS: The hepatic stellate cell line
HSC-T6 was co-cultured with 10 umol/L
GABA for 24 hours, after which mRNA was
extracted and reverse transcribed into cDNA.
HSC-T6 cells co-cultured with phosphate buf-
fer saline (PBS) were used as controls. mRNAs
upregulated by GABA were identified by
SSH. Thirty one randomly selected clones
were sequenced and analyzed bioinformati-
cally.

RESULTS: Fifteen genes were found to be
significantly up-regulated, including genes
involved in DNA synthesis, apoptosis, mito-
chondrial function and tumor suppression.
These results showed that GABA might pro-
mote HSC-T6 cell proliferation and inhibit

www. wjgnet.com

apoptosis.

CONCLUSION: SSH technology successfully en-
abled the identification of genes that are differ-
entially expressed in the presence and absence
of GABA, demonstrating that GABA can affect
the gene expression profiles of HSCs.

Key Words: Gamma aminobutyric acid; Hepatic
stellate cell; Suppression subtractive hybridization
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Abstract

AIM: To explore the expression of the CXC
chemokine receptor 3 (CXCR3) and its ligands
(IP-10, Mig) in the livers of ischemia/reperfusion
(I/R) injured rats.

METHODS: Thirty-two Wistar rats were ran-
domly divided into four groups, with 8 rats in
each group: sham operation (SO) and 6-, 12- and
24-hour I/R groups. The level of tumor necrosis
factor (TNF)-a in liver tissue was measured by
enzyme-linked immunosorbent assay (ELISA).
The expression levels of CXCR3 and its ligands
(IP-10, Mig) were assessed by semi-quantitative
reverse transcription polymerase chain reaction
(RT-PCR). The serum levels of alanine transami-
nase (ALT) and aspartate transaminase (AST)
were also analyzed.

RESULTS: Low expression levels of CXCR3,
IP-10 and Mig mRNAs were observed in the

www. wjgnet.com

SO group. The expression levels of CXCR3 and
IP-10 mRNAs in the ischemic tissues of I/R
animals were significantly higher than those in
SO animals (CXCR3: 0.925 + 0.109, 0.786 + 0.074,
0.606 + 0.082 vs 0.125 + 0.028, all P < 0.01; IP-10:
0.863 + 0.091, 0.680 £ 0.075, 0.543 + 0.284 vs 0.128
* 0.027, all P < 0.01). The expression levels of
CXCR3 and IP-10 mRNAs in the ischemia tissues
of 6-hour I/R animals were higher than those
in the ischemic tissues of 12-hour I/R animals
(P <0.01). There was no difference in the level of
Mig mRNA between the I/R group and the SO
group. Compared with the SO group, the level
of TNF-a was significantly increased in the I/R
groups (154.88 + 14.35 ng/L, 258.88 + 13.73 ng/L,
182.87 +10.95 ng/L vs 23.63 + 4.00 ng/L, all P <
0.01), reaching a peak at 12 hours after reperfu-
sion.

CONCLUSION: The expression levels of mRNAs
for CXCR3 and its ligand IP-10 are rapidly up-
regulated in liver ischemia/reperfusion tissue,
suggesting that CXCR3 plays an important role
in liver injury induced by I/R.

Key Words: Liver transplantation; Reperfusion;
Chemokine receptor
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TSN BRI, FH B 25 i ks A 22200 Ulkg
JEESIE TP O NI, R ST L e
Bk TTERRK RS P R e BELIR, T AN BH
W R AT L AT A K AR 30 ik
JFMHAES, A BB 3490 min, FRHATEIZAS 21l
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TR E K. SOAARTAT AL, REFLILA,
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1.2.2 CXCR3Z 3t B kmRNA K -4 R 3
B35 - 20 BEMEE OV (RT-PCR) = 52 B4 . K
R BRI — 2D V2 RNA. HU1.5 ug RNA
Wik 545 ieDNA. 51917 41: IP10: 5'-ccgegectat
cgccaatgagcetgege-3', 5'-cttggggacaccttttagcatcttttg
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cggatctagg-3'; CXCR3: 5'-tcatcttcctgtcagecage-3',
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ccagagcaagagaggc-3', 5'-gctaggagccagggcagtaatct
ce-3" FHI4AT: B 5E95°C 2 min, 56°C 30's, 72°C
1 min, 2 J595°C 30s, 56°C 30 s, 72°C 1 min, 33
OARIN. § 8479 BT 10 o/ LB e e
Uk, EBH:(5.20 min, FEIREAR 70 B R 480l DNA
JEH L. Bractinffy A Z . LA S 2 %% HLIK
A B T DR ) N 2 U 2 2 BRI AR R
oy i
1.2.3 FF 28R TNF-a/K - Fo do 75 ALT, AST# Ao
Al AN T AR RO PRI, 0, B
i, W HELIS AT £, BEbr {2450 nmiot
FEASI. I3 ALT, AST & KA H 74 A&
A

Gt AR Ty B 2 SPSS13.04 F
AEE. Plmean+ SDZE 7R, K H One-Way ANOVA
JiER R, P<0.05A A A Geit 2 X

2 BR

2.1 B4 Ak T AL SO %6, 12, 24 h IRZIALT
5351 °497.38 £ 8.83 U/L, 1486.88+196.45 U/L,
2272.63+208.50 U/LF13517.13+235.04 U/L. SO
20 26,12, 24 h I/RALASTIH 4351 4186.75+8.60
U/L, 1221.63+105.93 U/L, 1984.38+104.27 U/L
F12942.88+202.93 U/L. /R4, B FF#ELT: I [A]
PSEK:, ALT. ASTZ#i T, 124 hikfes, %
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ng/L, 258.88+13.73 ng/L, 182.87+10.95 ng/L,
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Mig mRNATE PR EA Jo A Bt i, H R A b
5, oW 82 A (P>0.05)(K2).
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Abstract

AIM: Transcriptional silencing induced by
hypermethylation of CpG islands in the
promoter regions of genes is believed to be an
important mechanism underlying tumorigenesis.
This study explored the correlation of p16
hypermethylation with tumorigenesis and the
development of gastric cancer.

METHODS: Methylation-specific polymerase
chain reaction (MSP) was used to detect meth-
ylation of the p16 gene in 41 specimens of gastric
cancer, 40 specimens of premalignant lesions
and 38 normal control specimens. The expres-
sion of p16 protein was detected by immunohis-
tochemistry.

RESULTS: The positive rate of p16 gene meth-
ylation was significantly higher in gastric cancer
than in premalignant lesions and normal con-
trol specimens (56.1% vs 17.5%, 2.63%, both P <
0.05). The positive rate of pl6 gene expression
was significantly lower in gastric cancer than in
premalignant lesions and normal control speci-

www. wjgnet.com

mens (51.2% vs 90.0%, 100.0%, both P < 0.05).
The positive rate of pl6 gene methylation was
significantly higher in poorly differentiated can-
cer than in well-differentiated cancer (81.2% vs
40.0%, P < 0.05). The positive rate of pl6 gene
methylation was significantly higher in gastric
cancers with metastasis to the lymph node than
in those without metastasis to the lymph node
(80.9% wvs 30.0%, P < 0.05). The positive rate of
pl6 gene methylation was higher in gastric can-
cers with invasion to the serosa than in those
without invasion to the serosa (60.0% vs 52.4%,
P > 0.05). The positive rate of p16 protein expres-
sion in gastric cancers with pl6 gene methyla-
tion was significantly lower than that in gastric
cancers without p16 gene methylation (26.1% vs
83.3%, P < 0.05).

CONCLUSION: Hypermethylation of CpG is-
lands in the promoter of the pl6 gene exists in
gastric cancer and can downregulate p16 expres-
sion. The level of hypermethylation of these
CpG islands increases from premalignant lesions
through lower degrees of malignancy to higher
degrees of malignancy, and might be involved
in tumorigenesis and the development of gastric
cancer.

Key Words: Gastric neoplasm; Premalignant le-
sions; DNA methylation; p16; Methylation-specific
polymerase chain reaction; Immunohistochemistry
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e P p16KE A 2 1 X 3 Ak 5 2 R A I
KA, VLI EEAL 5 1 I R B A 2 TR 1)
KZ, LLNHpleE R AL S Bk A K

1 SRIASE

1.1 A8 KRR S B BE2004-11/2005-03
BB bRA. B4, B2361, 186l
LA 54(38-72) %, AT (FL R IR .
RIS )25, AR 70 A 28 (RE Vo ED R4 i
Fe) 1609, 3 T3 A2 4049 % 25 4 vl R
th-E g b AR 284, 18P AR A -
FAN A A= 2445, -y bR ARG IR -
ARG 124 Horp 5224, 21841,
PEAEWE 534 (38-64%); X AL (IE % M R %
YRR #)3841, H2141, 21761, ho47
TEWE53(44-68)% . K bn A — 4 S HIVE A,
ARG TN -70°C (AR VKA P 447, RAIMSP
R LA, 55— AR A 40 g/L H [
S, AT H R B R G LA AT . p 1oL H
FEAL (M) AR AL (U) e 81 1 s S e 5 1 (L
HEAEY) TREAA A A S )P R ple(M):
5TTATTAGAGGGTGGGGCGGATCGC3'( I
%), 33CAACCCGAACCGACCGTAAS'(F
W), YA B 151 bp; pl6(U): S'TTA
TTAGAGGGTGGGGTGGATTGT3'(_L¥),
3'CAACCCCAAACCACCATAAS'(Riif), ¥4
FrBEK B 150 bp. ANTP, 10X 7ag Buffer, Tag
DNAR GBI AR BARA AL AW Z D
HlgGEAL T I AEYH AT IR AF]), DABREH
WD LA TR PR 7).

12 7

1.2.1 PCR¥ 3Epl6A H PCRIRMNAZRNDMSO
0.7 uL, ANTPIRAHI2.0 uL(Z9KFE200 umol/L), 10
X Tag Buffer 2.5 uL, Tag DNA% 4 H§0.6 pL (1.2
U), 5140.7 uL, DNA 1.0 uL (0.2 pg), ngliK=
25 pL. JEFR 414 94°C 5 min, 94°C 30's, 54°C 30,
30AMIEFR, 72°C 7 min. R EEE HL vk A 2 PCR
I

1.2.2 ik ten KBS E- DAY
R AR A AL B E 25V (SPIR). IR
0.01 mol/LMIAR £h 2% 1l (pH6.0), T b
P Al AEFFLE92°C-98°C 15 min, A4
20 min, 0.1 mol/L PBSYE2VK. ¥ Il 1E #1112 1
B, 20 min, JH 22 4WUE, Tt 50
FREI — U, DAIEH h2E My A —Hui ] v
XTI, 37°CHF A2 hi, Bl PKE 20 min, E4CIK
. Bl A, il 20 min, 0.1 mol/L
PBS#E2 min X 3K, MZEM# 4 RlgG, 37C
0.5 h, 0.1 mol/L PBSYE2minX 37k, % NSP
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M U M U M §] mia £ BE
Marker  — P N HEpIOAE T

e

300 bp
200 bp

100 bp

151 bp

151 bp 150 bp

1 PI6HIMSPAT. Marker: Frifill; U: JEFFEA LY 1, M:
FHEL 3, N IR IE; P IR ATRES; T: B

R, 37°CHEF 0.5 h, 0.1 mol/L PBSYES min X 3
W. WINDABR (A, i T RA, 5T
), ZE1BKYE. IRARZE R YL, K, &,
PER RS, B TR S5 . plod (ATERINR |- ¢
AN A (L AR, MR RS A, N
FHPER L. S A PR Y U153 B A 40 B s an
FRLESC R T 43 A S B L.

2 B8

2.1 plOA B AR AL 45 B 5 BT AR
i AR S Ve S [0 39 1151 bplt) Jr B, TTIE
W Xof FEURE i AR B RE e 1k 5 |09 1 150 bp
1 Be (K1),

22 pl6 AR B FTRAMALAZTORLL F s
JRo B ARG & R pl6aR [ K IA A IE b
I R e RD bR B A i R B R A, e
AR 0 1) B A A AR 55 I ) R R T
W (E2). B DR AR R B R4 ple
A B 53R 43 5310 4 56.0%, 17.5% 12.6%, 7%
SR I BH P S L LR A 4 7R S o O
A B 1 22 (81.2%) 58 1 40 A 1 (40.0%) M4 v, HL
PHZA ) LA et 27 3 (P<0.05), Flk 45
I e R A B . (80.9% ) AN AT itk 1
SEEF 1) H AL BHME 2. (30.0%) 1 1=y, HL i 411A]
P AT 4o i 2 3 X (P<0.05). 33 3k 3 1 2
(17 55 e Y R A B P 2.(60.0%) 552 A 35 S 1 J2 [
FH AR BH 7 26 (52.4%) 38 g, (H P9 ALIm) LA L 4
T2E B L(P>0.05). pl6HK (A{EIEH 4 4,
I 72 R RS s A 3R BH % 43 53l S41100.0%,
90.0%, 51.2%, HZ#i A%, B4l 5 155 X,
WEZH K i A p 16 R IEBHPE R LT B
PEZ 7 (P<0.05). B p et FEEAL R PR
p 168 (1R IE P H26.1%, MBI HE4lpl6HE
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S4¢A n  pleEAEMKIBIR  pleRIAPAIER
= 41 23(56.0%)° 21(51.2%)°
Sk 25 10(40.0%)
Kok 16 13(81.2%)°
LSRR
B 21 17(80.9%)
Vi 20 6(30.0%)°
=
RERE 20 12(60.0%)
REEBE 21 11(52.4%)
BBE(L
B 23 6(26.1%)
]S 18 15(83.3%)"
BAIRTAE 40 7(17.5%)° 36(90.0%)
ERWRE 38 1(2.6%) 38(100%)

°P<0.05 vs JBAIRAD; °P<0.05 vs [FEWIBAE; °P<0.05 vs &
DE; 9P<0.05 vs BIMEESERHS; "P<0.05 vs BBEYLIDIE.

Rk PR 4 83.3%. P4l thi AT % = =
(P<0.05)(F&1).

3 e
B L AL TE S R 2 —, 2 P A
AT FRT 3 R/  22 A 40 R R 11 2R3y % 22 ol A5
Y R 2 S 80T B R AR
FE DR ) R IR AM A E p T DN AR FEHE S G 1)
MU, B SZDNAJT A LAAMAHLE]IT . DNAF
Fafb 3 BUE tHDNA F B B (DMT) i1k, S-MIE
T R (SAM)SE AL FF L 45 o, JB RS- 2
YR S5-I
RGN TR, 2 b7 A B E [113%-4%. J3 3))
TIXE G CpGIFA, WMo kA A, FEF )30
DX A0 T DUAE 5 S KT R DR 3Rk 7
TE A0 P R A 2 DR Bl LR R E AR
A, AT LOE RS RIE, M7E R 40 fa
F09e i IR )7 DX Ak, e 3 52 309, 5 D
ANBERIE. fEMIR AL 5 H AT 5 DN AR &
2. 4R B AE A DG 1A R o R R RS, O
MG ECEEMR I EERE. 5O RMTFL
AR IR AEAE— AN B A IR IR I Cp G iy
FH AL, R 3E K Cp G & F LA 2 244 e
T A ERR A AR

p16ZE [ Zh REF=WIp 1 655 [ A& T2 41 i
JEEAANEI R 7. plOJE PR AR S 5l 2k vE, 44 2K 2 x4
Ji R AR, 5 RS A P I R G I 4
Tk LA NS, AT A A B e A i 3G . pl6

Kbl Fmas X
AWML BAATE
A Bl deTang
et al kit § J&
pl6& B P A1k Ta
& H30%-60%.
Kang et a/iRid
pl6. COX-2% %
EAEZEE X, W
(AR Wiar
BAK, (2 B E P
HE &M T AL

WA # & 5

AR FIMSP
I ik B S JE a4k
7 kB B R
T § IR P
plok B F AL R
AR EaR&
H#ATT AR, KA
W B R F ey
KA P TR
KT 2R P
B, mitk
R P 2 EAA
#, RTEpl6 L H
W R ALK T 46 4F
H 5B B
Fo W5 M 09 F BR.
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| BRE XA

R W i b G A8 K
WA Eplok
B &% F X CpG
BRFFDNAF A
AL T VAR SEMSP
ke, BT F
8 AT R T A M)
Fo -0 H K495
B

| PACE L4

F A A% (epi-
genetics): AHF R
FEDNAFF LA
KT ILT AT
VR R LS
PR A R T, X
G N E SN Y d
X T DNA T
KA, &G Tk
A5 Rk L.

2 pl6ZBBISPE). A: IEH A IRFAR PN (X 100); B: FEH]
S ARPEME (% 400); C: BB % 400).

FER I RS AP e T R Z B b, IS LT
J75 25 DA ) e 2 Ry R R0 U™ A 9 T e A
Tpl6XEK A 5 1CpG i FHEAL I K & B, B
P FP pl6 LK i 3 F-CpG &% 1 3EAL K 1556.1%, 1M
Tang et al”' %38 B v p1 63L DA AL B PE
30%-60%, P25 SLAH— B X pl 6K
AL 55 B e B AE 1) 2 AT R I, S JiEp 165
DAL v AL B 2 AU R BE RN L 2 B RS AT G, T
EEIRETL . A B iEp163E K e 8h 1
HHBEABH P R S i T AR, Rk Rl i p 16
FEDRE Bl 7 HORE AR PR N, ) i R 3 0K 1 410
TR FSE 308 0, DA T A R 4 o £ S0 2 5 448
pl6FEH 3 3 1 WAL 2 R AE TR Mb . Ak
SEEERS B, IR hp 1 636 K H 64k A AT BE 1 N VP
il B TS 1 — AR AR, T B 1R
NI 993 A R SR T ke, R 3 T A2 T p 16 3 [R]
FEARCTRZS I 7t 1 A A 4 SR A5 A AT A ELIK O
I U012 BT DA 970 T i 03 A2 R p 1 636 R R

FEARAS HEAT TR, B F i p 16 DR A,
BH 1k 2% Sl 25 v 9o 173 A8 B 1 0 L, (AL o
HUIR AL HH p 163 PR A AR B M 22 2417.50%, 7 i
TE T A B A S R T p 16 KL A
FH AL BH 1 % S P B I %y, $eorpleJk Al
JE BT CpG iy H Ak T e R A2 1 o L )
Oy AR GpledE IR AL 58 IRIB LR
WEFCRIL, ploFEH A 87 X HI L S SR Rk
BRAT IR R, Epl63E N = ALk 4lplo sk
IR IA B R, 70 R0, AT,
P pl6 i [ R IK BH 1 e 52 i B A 34, R A
JE B X AL A p 16 TR E 1 98 v R 06 11 =
B,

B2, TR A DGR DR R R AOIR S e ]
B A2 52400 40 M 1) — o dd N AR A7 I NE, A IR
AR BN R R E R Y B R P AR T AR
F. IXFRCpG I v Ak S 76 g T Aa 7
rh A BN AN (. DN A F IEALE PR 2
W7 Ay BB AN TS VA A5 T PR . A
ORI M. R AEDNAF ALK IR DN A
FP AR e, st M0 25 2 41 I, 4025 i
AR T R e b 2 ISk, 4k B LR IA R
A, OHEIA N 2 A9 77 (0 i e L DR T 1 T
i&[m-le]‘

4 SEXE

1 Baylin SB, Herman JG. DNA hypermethylation in
tumorigenesis: epigenetics joins genetics. Trends
Genet 2000; 16: 168-174

2 RN, AR RS HImEhE. R
{7t 2006; 14: 3251-3256

3 Robertson KD, Jones PA. DNA methylation: past,
present and future directions. Carcinogenesis 2000;
21: 461-467

4 Herman ]G, Graff JR, Myohanen S, Nelkin BD,
Baylin SB. Methylation-specific PCR: a novel PCR
assay for methylation status of CpG islands. Proc
Natl Acad Sci U S A 1996; 93: 9821-9826

5 GRAERR, XSCK, thaE SO, PHs. MAZOL
FE SRR B R SRR ARG R R OIS, FRE
2004; 23: 264-268

6 Luczak MW, Jagodzinski PP. The role of DNA
methylation in cancer development. Folia Histochem
Cytobiol 2006; 44: 143-154

7 Chim CS, Liang R, Tam CY, Kwong YL. Methylation
of p15 and p16 genes in acute promyelocytic
leukemia: potential diagnostic and prognostic
significance. | Clin Oncol 2001; 19: 2033-2040

8 Sanz-Casla MT, Maestro ML, Vidaurreta M,
Maestro C, Arroyo M, Cerdan J. p16 Gene
methylation in colorectal tumors: correlation with
clinicopathological features and prognostic value.
Dig Dis 2005; 23: 151-155

9 Tang S, Luo H, Yu J, Yang D, Shu ]. Relationship
between alterations of p16(INK4a) and p14(ARF)

www.wjgnet.com



AKX, 5. p16eERBREEERAEPIER 2843
genes of CDKN2A locus and gastric carcinogenesis. 2004; 23: 4646-4654 W @) 1% 34
Chin Med ] (Engl) 2003; 116: 1083-1087 13 Paluszczak J, Baer-Dubowska W. Epigenetic =~ & XA ¥ &AL 4
10  BaiH, GuL, ZhouJ, Deng D. p16 hypermethylation diagnostics of cancer--the application of DNA 7 MR & B4k R
during gastric carcinogenesis of Wistar rats by methylation markers. | Appl Genet 2006; 47: /ﬁﬁ"%’aﬁgﬂ@ﬁﬁ
N-methyl-N'-nitro-N-nitrosoguanidine. Mutat Res 365-375 M 77 ik, AT
2003; 535: 73-78 14  Esteller M. DNA methylation and cancer therapy: ploA B B3 A
11 Kang GH, Lee S, Kim JS, Jung HY. Profile of new developments and expectations. Curr Opin Equ“% z}’%%
aberrant CpG island methylation along the Oncol 2005; 17: 55-60 g;zp‘;giz
multistep pathway of gastric carcinogenesis. Lab 15 Yoo CB, Cheng JC, Jones PA. Zebularine: a new TS S

Invest 2003; 83: 635-641

12 Lee JH, Park SJ, Abraham SC, Seo JS, Nam JH,
Choi C, Juhng SW, Rashid A, Hamilton SR, Wu
TT. Frequent CpG island methylation in precursor
lesions and early gastric adenocarcinomas. Oncogene

drug for epigenetic therapy. Biochem Soc Trans 2004;
32:910-912

16 Kalebic T. Epigenetic changes: potential
therapeutic targets. Ann N Y Acad Sci 2003; 983:
278-285

Yok AT Wi AW

ISSN 1009-3079 CN 14-1260/R 20074 fRALH 74 N TE A 2% &

2007 X @ & K

Meeting Falk Workshop: Mechanisms of Intestinal In-
flammation

10 October 2007

Dresden

symposia@falkfoundation.de

Meeting Falk Symposium 161: Future Perspectives in
Gastroenterology

11-12 October 2007

Dresden

symposia@falkfoundation.de

American College of Gastroenterology Annual Scientific
Meeting

12-17 October 2007

Pennsylvania Convention Center

Philadelphia, PA

www. wjgnet.com

Meeting APDW 2007 - Asian Pacific Digestive Disease
Week 2007

15-18 October 2007

Kobe

apdw(@convention.co.jp

15th United European Gastroenterology Week, UEGW
27-31 October 2007

Le Palais des Congres de Paris, Paris, France

Meeting The Liver Meeting® 2007 - 57th Annual Meet-
ing of the American Association for the Study of Liver
Diseases

2—-6 November 2007

Boston - MA

www.aasld.org

L, RIREHE,
3R o A Sk
B, H— R A
xS



R EARMLRL®
wcjd@wijgnet.com

9

R A LAY 20075E9H188; 15(26): 2844-2846
ISSN 1009-3079 CN 14-1260/R

& /K %4 3 CLINICAL PRACTICE
ZVEREA T R B =314

/N, JESE, £ 3, E R, BOCE, WML, BT

[ L s
AE&RE, BREA
BRRTREG, &
WRAK, T
B J& # 15160 000
A, AT ME
M 98 78 T A B84
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BEEHL X
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VABAE.

WAL A 0
A7 A8 7 WA
ARG R A
13 F|NHA, 12 B AT
B R IT % AR
BHFE. VAR
AR ERZRRA
5-FU% W75 %,
HAN21# 2 5 A
MRS
K HERET®R
R A, T RAFE]
TERG, 2
FMER K, BEXE
VA%, B5-Fust
KRR PHFSH
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EEFFRE SR
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Abstract

AIM: To evaluate the efficacy and adverse
effects of a regimen of paclitaxel and Xeloda in
the treatment of patients with advanced gastric
cancer.

METHODS: Paclitaxel (175 mg/m?) was admin-
istered by intravenous drip for 3 h in the first
day of the experiment; Xeloda (1000 mg/m?)
was administered po, twice between the first
day and the fourth day, and then every 21 or
28 days. Each patient was treated for more than
two circles and evaluated four weeks later.

RESULTS: Among the 31 evaluable patients,
1 (3.2%) showed complete remission (CR),
15 (48.4%) showed partial remission (PR), 10
(32.3%) showed stable disease (SD) and 5 (16.1%)
showed disease progression (PD). The overall
response rate was 51.6% with a 95% confidence
interval (CI) (range: 33%-70%); and 26 (83.9%) of
the patients benefited (CR + PR + SD) from the
clinical therapy with a 95% CI (range: 66%-90%).
The mean time to tumor progression (TTP) was
5.32 + 1.85 months, and the mean survival time

(MST) was 11.40 * 1.68 months. The main side
effects were nausea and vomiting, myelosup-
pression, diarrhea, hand-foot syndrome and alo-
pecia.

CONCLUSION: A regimen of paclitaxel and Xe-
loda has a definite effect with acceptable toxicity
in the treatment of patients with advanced gas-
tric cancer.

Key Words: Advanced gastric cancer; Paclitaxel;
Xeloda

Wu XP, Zhuang YZ, Jiang H, Wu YH, Dai WX, Ai XH, Tang
SY. Treatment of patients with advanced gastric cancer
with paclitaxel combined with Xeloda: an analysis of 31
cases. Shijie Huaren Xiaohua Zazhi 2007; 15(26): 2844-2846

fiig
BH): WEEABEIKASH T K& I7310 8
B & B 20 97 s e Sl .

ik HFAEELTS mg/m’, HAKEES b, H 1K
A % 51000 mg/m’, po, 2K/d, H1-14%, £21
K28R AINAH. 6 BEEFE V2N
29, 2/ B AL TT 4 wkJg w47 2L

HR: BTN FAN316 EE T, RA%MR
(CR)1#1(3.2%), 3k 4522 f#(PR) 154 (48.4%), #&
2 (SD)1041(32.3%), # & (PD)5#1(16.1%), &
K& (CR+PR)51.6%, 95% T 15 X 18] #133%-70%;
& Jk 3% 5 % (CR+PR+SD) 32641 (83.9%), 95%
TAZ R ] A 66%-94%; F 39 I 5 ot & Bt 1)
(TTP)#5.3241.85 mo; F¥HAEHFHMST)A
1140+ 1.68 mo. R B R B £ &k BosvRek, F
BApHl BB, FRIGREIERILA.

Bk RAUBBREA YR ETHME JEST &
W, BIER S, 8w ST

XE2iE: B B, AR BE A

B/NE, ERR, 25, Bk 8BS, ), B=w.
PERSHESEBTRESEI1A. BREN BRI
2007;15(26):2844-2846
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0 313 [ EEEXRE

T 9 A e LIRS R 2 —, TR AT
ToBRAVAG T, oy &5 P P IR 1) S 240,
FELA 160 000 ASET H . ERE KL 5
BB IS DM, KL T FARRKBY
BRI AL, PRy 70 e 3 5 9 (0 ¥R 7 b oA
K IAR = . AR EE2004-07-01/2006-12-01
BRLLVEAZ B A Ay BRI 7 3 1491 I 1 15 9 A
FHIRL, DR T

1 #ER5A
1.1 A4 R3] 85, J51941, 2124, 468
30-72(FP AL AERR 54) % . 176 R I A Fs R AT T
RIGIT, 14000 FRJGE R, P i
o FARECE BT A OIS B S, P R
o ek 34 ] VPR K, TV AR A TR B
3 mo, ASARIRMNY LYY, MH B, ORE. S
DIReIIE S, Karnofsky V73 = 6047
1.2 7k BHFEE175 mg/m’, FHIKRTES h, 551K,
A5 FH S8 AZ B BT e AT PSS ek A0 B 0 () T A 3 A
%'1£1000 mg/m’, po, T R2IK, H1-14K, F215%
28 KNI . R BB 3 iR T A /b2 A L, 2
AT 4 wkIE PR YT 80 B R A7 R
JaE A ME L. LKL FEIhEE. 3148
S 142 LT 7, BRIy ROy
5(3-8)/N A, 97 R0 AR WHO G T~ SE A4
(RIS T BT e bR tE o b SEASRAR(CR), 5
Zf(PR), F2E(SD), HEE(PD). HRERR)A
CRAPRWBIEL A7 o] PRI R B 0 8. A R %
A WHO S TP 29 WaEF B M4 bt
53 M0-TV . P34 g ik e B[] (T TP)FR VR YT I
G2 IRk R RT3 B ), ST AF I(MS T 48
Iy TFUA EET (- I A, SR e iR BE Yy, %
J5 BE T I 17]2006-12-01, 42 35903 451 ) 35 Bl 15
St AT K 4 AT R HSPSS10.058 1k
PRAEAT A, VA ROR IR RIR 25 % 11195%
AM{EX A, TTP X STIEIHL.

2 BR

2.1 W AR IT 2 FE AT PEN YT A3 1 i Th, CR 1
1411(3.2%), PR 15151(48.4%), SD 10%(32.3%), PD
551(16.1%), W4T ZH(CR+PR)51.6%, H:95%n]
151X 18 33%-70%; K3k 25 % (CR+PR+SD)JL
26151, 11783.9%, H95% I {5 X [H] 4 66%-94%. %
W BE A A5 2K 7 221697 3 1491 W6 391 5 o S 5 1
ST, TTPI & WL 1. MST }11.40+1.68 mo, TTP
45.3241.85 mo.
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HIEAC T R E
H 8, AR ST AR
50 K A a4
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JRAET .

W@ 5 F 0
AL HET EA
BEBE oA ¥ ik G
I7 A B R T AL
i, &AER D, &
ERGE 2S04ty
B, HETAE,
H—ZWHiERE
L.

USRIy B e, N7 B AR SRR AT
(BSC) M A2 AT 11 3 5 g A H MIST A 3-5
mo, #5207 IF I 0] B e R M S TRl A
9-11 mo, AJ WALYT B i LR YT REWT B 2K
AL AN SR ALTT 259 )RR KR, i G
B R I BN U 22, AT T A2 M A
7, DR 6 0 S o BB AT B A AT N B R 4y
IS BT BT R, IR B R 52 1 2 )
(1)1l

W B 0 LA S AT oA 3, BT A
o BBURK VS e, L H AT VAT AR BT
W b 7 2D, DA IR R
FILAS-FUN E 17 R(UNFAM.  ECF4), #E 211t
CVEA LD TESTQ - 72 SN SN VA~ 9= Y &
BRI A A IT 7T ZE(WNTCF. FOLFOX%)
SR MR, TR B T R s, (HEE
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Abstract

AIM: To study the expression of hypoxia-
inducible factor-lo. (HIF-1a) and its regulator
phosphatase and tensin homolog deleted in
chromosome 10 (PTEN) in gastric cancer and
their relationship with tumor angiogenesis and
clinicopathologic features.

METHODS: Immunohistochemistry was per-
formed to detect the expression of HIF-1a and
its regulator PTEN in 54 cases of gastric cancer.
The relationships among the expression of HIF-
1o and PTEN, tumor angiogenesis and clinico-
pathologic features of patients were analyzed.

RESULTS: The positive expression rate of HIF-

lo in gastric cancer (74.07%) was significantly
higher than that in normal gastric tissue (0%,

www. wjgnet.com

P < 0.01); the expression of HIF-1a in gastric
cancer was significantly associated with TNM
stage (P < 0.05), invasive depth (P < 0.01) and
lymph-node metastasis (P < 0.05); the positive
expression rate of PTEN in gastric cancers was
low (51.9%), and reduced with increased inva-
sive depth (38.5% vs 86.7%, P < 0.01) and clinical
stage (28.6% vs 76.9%, P < 0.01), reduced histo-
logical differentiation (22.2% vs 70.6%, 63.2%,
P <0.01) and the occurrence of lymphatic (28.0%
vs 72.4%, P < 0.01) and long distance metastases
(16.7% vs 61.9%, P < 0.05). There was a negative
correlation between the expression of HIF-1a
and PTEN (r =-0.41, P < 0.05).

CONCLUSION: HIF-1a and its regulator PTEN
play a very important role in the development
of gastric cancer and could be useful factors in
the diagnosis of gastric cancer and estimation of
prognosis.

Key Words: Hypoxia-inducible factor-1a; Phos-
phatase and tensin homolog deleted in chromo-
some 10; Gastric cancer; Immunohistochemistry
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Abstract
AIM: To analyze the parameters related to
adolescent hepatectomy.

METHODS: Twenty-three adolescent hepatecto-
mies performed in the Union Hospital Hepato-
biliary Surgery Center were analyzed.

RESULTS: Among the 23 adolescent hepatec-
tomies, 6 were for hepatocellular carcinoma, 7
for hepatoblastoma, 3 for lymphoma, 2 for sar-
coma, 3 for cavernous hemangioma, and 2 for
focal nodular hyperplasia. Five received right-
half hepatectomy, 6 left-half hepatectomy, 1
right trisegemetectomy, 2 left-half and caudate
hepatectomy, 1 isolated caudatectomy, and 10
segementectomy. The mean postoperative hos-
pital stay was 8.3 + 2.4 days, and 21 patients re-
covered to a preoperative liver function level at
7 d after operation. There was no liver failure or
perioperative mortality.

CONCLUSION: Adolescent liver disease pa-
tients with diverse etiology, good liver com-
pensation, can accept radical hepatectomy with
rare postoperative complications, and recover
quickly.

Key Words: Hepatectomy; Adolescent; Postopera-
tive complications
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Abstract

AIM: To compare systemic stress responses
after laparoscopic and open anterior resection
for rectal cancer patients with anal sphincter
preservation to ascertain if the laparoscopic
approach causes less stress than an open
operation.

METHODS: Seventy-six patients seen from
December 2004 to April 2007 were randomized
into laparoscopic (36 patients) and open anterior
resection (35 patients) groups. Body tempera-
ture, white blood cell (WBC) count, and plasma
levels of cortisol (COR), interleukin-6 (IL-6) and
C-reactive protein (CRP) were measured before
and after surgery. Visual analogue scale (VAS)
scores were also recorded after operation.

RESULTS: Body temperature, WBC counts (%
10°/L), COR and IL-6, measured on the first
postoperative day, showed significant differ-
ences between the laparoscopic and open groups
(37.3+£0.3°C vs 37.5 £ 0.2°C; 11.02 + 2.53 vs 12.66
+ 2.93; 745 £ 159 nmol/L vs 998 + 148 nmol/L;
and 33.61 £ 6.15 ng/L vs 50.31 + 10.83 ng/L;
respectively, P < 0.01). However, there were no
significant differences between the two groups
before surgery and on the third and fifth days
postoperatively (P > 0.05). The postoperative
plasma levels of the CRP and VAS scores were
significantly decreased in the laparoscopic group
compared to the open group on the first, third
and fifth days postoperatively (7.05 £ 2.08 mg/L
v5124.8 £ 31.2 mg/L, 10.43 + 1.29 mg/L vs 156.2
1+ 36.0 mg/L, and 5.68 + 2.35 mg/L vs 85.3 £ 30.9
mg/L, P<0.01;and 52 +2.0vs9.2+2.8,2.7+1.2
v54.6+1.9,and 1.6 £ 1.1 vs 2.2 + 1.3, P < 0.05).

CONCLUSION: These findings suggest that
there is less systemic stress response after lapa-
roscopic anterior resection than after open ante-
rior resection for rectal cancer patients with anal
sphincter preservation.

Key Words: Laparoscopy; Rectal cancer; Stress re-
sponse

Zhou BJ, Zhang GJ, Duan GQ, Zhang ZX, Yan QH, Song
WQ, Cai JH. Clinical comparison of systemic stress
responses between laparoscopic or open anterior resection
in rectal cancer patients with anal sphincter preservation.
Shijie Huaren Xiaohua Zazhi 2007; 15(26): 2856-2859
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#£R: A5BaM, KE1 dRBETH3ET.3
+0.3°C vs 37.5+0.2°C). WBCit4 X 10°/L
(11.02+2.53 vs 12.66+2.93), COR(745+159
nmol/L vs 998+ 148 nmol/L). IL-6(33.61=%
6.15 ng/L vs 50.31+10.83 ng/L)¥) A {2 B %1+
% F(P<0.01), K)51d. 3d. 5dVAS, CRPR
FERAM LB HEREEZF(5.2
+2.0 vs 9.2+2.8,2.7+12 vs 4619, 1.6+
1.1 vs 2.2£1.3, P<0.05; 7.05+2.08 mg/L vs
124.8+31.2 mg/L, 10.43+1.29 mg/L vs 156.2
+36.0 mg/L, 5.68 =2.35 mg/L vs 85.31+30.9
mg/L, P<0.01), K&T1 d CRP®|E 4 RA2 5B
LHAR YL AL A B 5P £ 4(0.29+0.30 mg/L vs
2.5+2.4 mg/L).
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