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Abstract

Colorectal and gastric cancers are very common
disease entities in China. Postoperative chemo-
radiotherapy has become the standard of care
for treatment of colorectal and gastric cancers,
mainly because most diagnoses are at late or
advanced stages. Based on statistics from large
sample studies and because of the heterogeneity
among patients having the same site of cancer,
there are variations in the effects and toxicity
among those receiving standard chemotherapy.
Tailored chemotherapy based on pharmaco-
genetics and pharmacogenomics has received
much attention and has shown predictive poten-
tial. The present paper focuses on advances in
tailored chemotherapy in colorectal and gastric
cancers to determine the potential value of the
drug-associated genes.
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Abstract

AIM: To investigate the effects of arsenic trioxide
(As,0;) on apoptosis and migration of the
human liver cancer cell BEL-7402 under normal
and hypoxic conditions.

METHODS: A hypoxic environment was in-
duced by CoCl,. The effect of As,O; was deter-
mined by MTT assay. Electron microscopy, laser
scanning confocal microscopy and flow cytom-
etry (FCM) were used to study apoptosis of the
human liver cancer cell BEL-7402. Expression of
the multidrug resistance 1 (mdrl) and Hypoxia-
inducible-factor-1o. (HIF-1a) genes was detected
by reverse transcriptase-polymerase chain reac-
tion.

RESULTS: Different concentrations of As,O,

www. wjgnet.com

can inhibit growth and induce apoptosis of the
human liver cancer cell BEL-7402 during hy-
poxia. After being induced by 4.0 umol/L As,O,
for 48 hours in hypoxia, the BEL-7402 cell had
morphological features of apoptosis as observed
by electron and laser scanning confocal micros-
copies. Concentrations of 0.5-4.0 pmol/L As,O;
down-regulated the mRNA expression of HIF-
la and mdrl under hypoxic conditions, with
the strongest effect being from 4.0 pmol/L. The
mRNA contents of HIF-1o. and mdr1 treated
with 4.0 pmol/L As,O, for 48 hours under hy-
poxic conditions were 0.60 + 0.07 and 0.59 + 0.09,
respectively. This was significantly different
compared with the hypoxia control group (P <
0.01).

CONCLUSION: As,O; inhibited growth and in-
duced apoptosis in the human liver cancer cell
line BEL-7402 during hypoxia. The mechanism
probably was related to the inhibition of the ex-
pressions of HIF-1a. and mdrl.

Key Words: Arsenic Trioxide; Hypoxia; Apoptosis;
Hypoxia-inducible-factor-1a; multidrug resistance 1
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SRR FR4 b, W R IR, BEALINIAN50 pL — i
MEAA, 57235 10 minfEFR (570 nmAb PR EAE
(AfH). SEEE 3K, v A0 M T 2, DA
A, O FEXT BN RN, 40 MAF % 2 4 At ],
I R H A, O 2 BRI FE(Cs,).

1.2.3 #H BB R mf A = A5 T BUG
BRI GH H B Bl T B SR T, 40 G EE S R
B AR FR LI IN4.0 pmol/L As,0,55 57
48 hJE it 2.0, PBSTEE, 2000 r/minZ 210
min, 3 135, 0.3 /LI [E e, BT =,
1.2.4 AR B R MBI E @m0 R E
X H0A K A M R T 6 FLARAT 40 FUTE Jr, Al
IO DY B 5 T 45 Ay il A SR L IE I N4.0 pmol/L
As,0. 357748 h. PBSUEH, &l & i, 17
Annexin-VHth, 0GR AE B T WS4 R,
1.2.5 Xt o A Hm) 4w e 8 == & S22 Ry
AN, WA AS,04(4.0 pmol/L)4L. B4k
WA BRAA S, O fF I, 25 4140 Ma 4y ) ik 21
48 hJm, 2.5 g/LIREEHAL, SO X 10441
Jfl, 4°C PBSUE2I 5 &, A&t W, 217
Annexin-VZ &, FH 40O EE10 0001
S A I A0 B 122, P T228(%) = (Annexin-V'
PI'4 %t +Annexin-V' PI'4H g %0)/10 000 X
100%. o Annexin-V™ PT 41 i A W 39995 T 20 o,
Annexin-V' PI4IECH 5 IR Ty, S2i6 &
3.

1.2.6 RT-PCR¥ 2 & A MHIF-1laZmdrl
mRNASZ SCIG 70 H AN AL, 448 h
XF A . AR T A s, O, B S 4 1F R Ak
4. (HTRIzolVEHEHU AN ML P RN A #2371
EAE UL EAT, KA RN AT &, WA E;
(2)cDNAG : 7£0.2 mLIPCRK M A A
10 pg-5 pg RNA, dNTPsI I ADEPCALFEK
1.0 uL oligo (dT)514, AR HA12 uL, 65C
AFH5 min; BT UK B IS XReaction Buffer
4.0 uL, DTT (0.1 mol) 1.0 uL, RNaseOUT™ 1.0
uL, ThermoScript™ 1.0 uL, DEPCALF/K1.0 pL,
50°C JZ .60 min; 85CII#5 min, {5 1LcDNAS
BN AT uL RNase H, 37°C X 20 min,
cDNA & SE UG, -20° CARAEE T B ] TPCR X
%; (3)PCRIZATMHIF-10Imdr 1 fImRNA 75 &
DL e 5 T A5 e DN A AR ATPCRY ™Y, A4
FUA25 uL. JRWAAZR A: 10X PCR Buffer Minus

www.wjgnet.com



XBE 1, . HREIN =S 0N AFHEBIBRBEL 740254 R fE T BV 00 KAy Ll 1985

| BN
AT #—F R
As,O, 30 TR 5 ﬁfl
FIEER Y el T LA, A%
: , , . o A o Rl
HIF-1a 459 EE3IY) 5'-TCAAAGTCGGACAGCCTC-3 58°C W R A
5S4 5'-CCCTGCAGTAGGGTTTCTGCT-3! F & IR As,05% BF
mdr1 501 531 5'-AGAGGCTCTATGACCCCACA-3' 55°C 5 2m n@#al;ig Jj
5 . . TR, YL AT
TI521#) 5'-CCACAATGACTCCATCATCG-3 A K A
B-actin 500 531 5'-GTGGGGCGCCCCAGGCACCA-3! 58°C MY, s
T531#) 5'-CTCCTTAATGTCACGCACGATTTC-3' e ER M 55 A ST

Mg 2.5 pL, 50 mmol/L MgCl, 1.0 uL, 10 pmol/L
dNTP Mixture 0.5 pL, 10 umol/L sense primer 1.0
puL, 10 umol/L antisense primer 1.0 uL, Taq DNA
polymerase 0.2 uL, RT Products 2.0 uL, DEPCAb
H7K16.8 uL; HAFEFHIF-1af$ #: 95C 2
min, 94°C 1 min, 58°C 45 s, 72°C 45 s, 25 MR
JET4CHEMF10 min; H ({2 Kmdrl (K175 95°C
2 min, 94°C 1 min, 55°C 1 min, 72°C 45 s, 25/
I JE72°CAEM 10 min; 2 B-actinffjH14: 95°C 2
min, 94°C 1 min, 58°C 1 min, 74°C 1 min, 25 ™M&
RJET74°CHEMH 10 min; 15 g/LEAEHERIKE &Y
G740, R AR 0 BT R G 8 Al (L
IR, SRR AT 2 N S0 I B-actin &5 H (15 [A]
LUK A5G, i H A FE B /B-actin R
P LA BN S8 B . 51 A1 AR 1

Geit AL KIS LS ASTLLS
S8, O ZH 0] BU SR e, 22 41 1) EEBER
JiZEo .

2 B8

2.1 A A B B As,0 3 AN Bk
BEL-740238 74 7 M 04 % vér AN R R As,0,7F
W S AR S TR X BEL-7402 0 A5 K2 A5 415
TER, IF - 06 &R, A AR B A 2 A
[ 9 JEE A 8,05 %F BE L-7402 [ A KA 45 I AR AR
(F2), G242 7 (P>0.05). H A B4 448 h
As,0, IC5,fE 73 4 17.56 pmol/LA117.24 pmol/L,
255 o 1 (P>0.05).

2.2 BB As,O 3 AN 20 AR BEL-7402 8
8 %o (1) 5 FUBE IS 4l f I T2 T2 248 2 XU,
AL A 48 hHLBifg Bon Ml s, ikt
BEFE, RIS WIER, ZOBK, JER
BI5], WA R E . 4 As,0,/F 48 hjm SO
TP T, v WAL IO AR TR, 40 iR
TR H 25 TR PR T S, Vi B AW A it 2R, T
T/AMATE G 4 M [ 45, 40 i 2 T Ak 98 sk,
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HRMRWED; 2)HotIH: IR A4E BT Annexin-V
Guto 25 B T RS A0 AN A i R B g £,
H T DL PR A Sk g, TS NMATE R, S
ZEALGS A T I T4 i, 20 (0 g g R T A i
(K2); )4 iR Annexin VARiC e 45 R
150 pmol/L CoCL,#5F [ 6k448 ha [l 55 1EH 4l
Jx FEAR L, TR PR TR, 25 5 0
AR A A A T AH R E As,O5 (4.0 umol/L)
EH48 him, WA YR T 2R R 18.46% =
4.69%, WilITHT- % H4.86% +2.24%, MIHT-H
423.33%+3.10%; SARAL IR TR 4 14.56%
+2.82%, MRIITHT H 18.52% +4.29%, &4
T2 N22.74%+£3.01%, P4 ST R g,
P>0.05, RIS EE XL

2.3 ¥ FRT-PCRAEM F A HAFR R KA
As,0,4F B 5HIF-10, mdrl mRNA K B & & K
T84 T A HAA A HIF-1a, mdrl mRNAJEKF
B BAKY, 475 748 hE, ALK
KT 5 1 A AR B TR, AL In)
FLAA G824 X (HIF-10i: ¢ = 17.457, P<0.01)
(mdrl: £ = 12.742, P<0.01); B4 5AF N AN
W E As,O, 1 Fi148 hJF HIF-1oMmdr1 3 K ik 7K
VL5 AR48 b AT LA B B R B, 4
B X (P<0.01, &3, 3).

317E

VAR IWTFU R, ST R A AR T R, i
A A PR 35 J R R 4 A ) R 3 - S
o 0 T St AT, GBI A A 5 R A0 ) T O
SRR NI AT S g .
BRI T LA g 4 i A 2 5 A R R 2 ) AR T
Wit A I, A T AR N 40 i P AT 254
TP QU ¥ RN, Tan er al™"WF5¢ I,
CoCL i T M HM A nT LLIRZE S W4S04H fifa (¥ £E
KT, P AT S WAB0GH A Xof J8 Ik 148 I ) g e
Pk, HAHLHI ] A SHIF-1a X HO-1 (%15 A

BB NEAR £ 89 o
FA54F, K|ET
H GRS
MR, FE
As, O, 3 FF IR 8 77
w4 AR, ik
JRBEA LA
RAEA 0G5
ozl Ty @ e A
RENCE WU

i,
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mZAZE 1 REFUT

K E R,
As,O, % Wy 8 &
%8 HIF-1 042
mdrl & B £k K
T4 TR, /TR
A1 F) & As,0,
ARG = EMNE
&P ALY
% hat e
S BN R
iAo, TH &
#F FAs,0,5
T IAL ST T 4 B
SRR, REHER
ik R
PR BT AT AL 57
M BRI, B
FEALTT 2 ah &
EER.

As,0,/EFI48 hBEE
TR A: FHIJET
M, AL TINER
(x'5000); B: 2t
T/ IMETERL (% 8000).

B 2 REFHTAS,0/ER48 hBEARERREEANnexin-VRE. A: &AL cpHIJHT-4nia( x
40); B: 21, SREO DGR TR A4 x 25).

RE wEA frREA

(nmol/L) A HNTHIZR(%) A HNTHIZR(%)
WiRH 2.109 +0.042 = 2.126+0.023 =

0.5 1.949 + 0.044 7.569 +0.32° 1.953 +0.092 8.14+1.03°
1.0 1.814 +0.063 13.99 +0.93° 1.816 +0.049 14.47 +1.66°
2.0 1.628 +0.067 22.81+1.42° 1.657 + 0.065 21.85+2.33"
4.0 1.443 +0.058 31.58+2.06" 1.499 + 0.046 29.49 + 1.45"
8.0 1.290 + 0.087 38.83+1.38" 1.320 +0.048 37.91+2.32°
16.0 1.132 +0.034 46.33 +1.98" 1.105 +0.042 4793 +2.88°
32.0 0.548 +0.027 74.02 +2.02° 0.516 +0.081 75.70 £ 1.64°

°P<0.01 vs ZEMIANIIRLE.

K MASEIGHE S R IR, As,O.% FHCoCL,if
S A A I 41 AR BEL-7402
PR R m A K AHx L TR A g 2=
S . AL N N A, O 0 FT S, HY
B N g AT AN I PRBEL-7402 H B RS 7
TEAF U, A A Annexin V-FIFCHL a4
7R, Ay O5 7E B AU I ATY R P L (10 155 88 44
JRE T 0O, S0 R AL LR AT, Rk,
LG8 IALTT Z9IA EL, As,O B4 7T g 4 4%
S b e 1 H.

A4, A sy O EFR A 2 18 3 o] BB I A 45
LA b e A A S S SR T AR 2 SR

4 et al™MRIEAEFEIT, As,O5 8 54 FLIRE
4l U FkMD A-MB-435S VEGF mRNA & VEGF
FHAMRIE, HBEAS,O ¥ 1358 i Hm 1/ H
B, VEGF mRNAMEIE T FFHERAs,051)
VERIE 2SR AEAEVEGF I B ¥ 7. Hideo
et al®")\ N VEGFH 5 1 X A7 AE B $e s R 1
SEL AT, IAP-1, AP-2, SP-1 R4 15 S R -1
(HIF-1). %84 1F FVEGFH)ZRik L HSP-15K
FIVRS, fEEAASAE T, M4 i W AP-1, AP-2,
SP- 125 I /KP AR 8 48038 i JF AN W], THIF-1
AFRKERIE, 1 B4R I 4i i 9 VEGF X
IR L HHIF- 1R, B, FeA 14,
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XEF 1|, 5. Braiv =8/ 1B \FHBDIRMRBEL-74024 K BB T 8IS Ia KAl 1987
W@ 15
AL T A
M= A AL = A

=5 RE 4B (umol/L) EAEAXIRA

xR 0.5 1.0 2.0 4.0 {umol/L)
HIF-1o. 1312007 0.95+0.03° 086+0.09° 077+0.05° 0.60+0.07° 0.51+0.06
mdr1 1.19+0.06 0.84+0.09° 0.79+0.07° 065+006° 0.59+0.09° 0.40+0.04

*P<0.01 vs HRENIBLEHIF-1ERKYE; P<0.01 vs FREIIBEMIr1 ERKIE.

As, O, 7EGRAR NPT Bl I FP R HIF-1 3608 R 44 4L
PR AE .

55 S 8 FHIF-152 55 i Semenza er al™
FERIE T G 28015 3 (10 Bk DR R TA I R B, Ath 2 4
S PR o U 9 DR, R AR I R AR S Y i
B 45480 S5 N TG A (HRE) [T HIF-1456 7 512
g, AR A S N RE DR (1) e 5, 5 | 4 T 0
W —RPENE RN, HircoRIA 6024
R 52 LM HIF-1 MBS AN JE 4 i, H
tho AT E I D RE L JE, SPHIF-1 5 5% 0%
PEESOCHBEAE . RSB FTBRIR B, HIF-1a 6k
SA A TROR A M e T BT B R R . Y
FHRNA TP HA e R0k 7 1 A i N L P
A EHIF-11) 338 )5, {EBA/ 28 TR R
R, AT HRNAT R A MLAE Bz 40 i 33 7 W
BHRRNATIN 2, UiWTHIF- 147 HT40 i
TSHIERY. Piret er al™ 1t K ILBAA B CoCL ]
LA S HIF- 1o 33K, 38 i 400 il s 4 i 1.
Zaman et al' ' f{SE 45 S0 A HIF- 14140 0 1
AE SR T ERCUEE, AR Bk e A
FIBERH 14 s 15 S BIVE T, Erler et al' R B,
1545 g 40 P, s 40 B b, R4S A R AR R T
I3 ¥ Bid SEHIF-VHOBPE R, AT A 40 L A73%

HIF-17] % $MDR1/P-gp ) % i 5 "),
mdr 3 K 2L 72 Y P-g p i A AH L A 355 R R
JEAE — R AV B KPP0 254, PRS0 A
PR L, TGRSO T JRE At I 1 A R R A i
SN 254k, R iE i fiflCaspase-3fCaspase-8
HIGE T A K HB C aspas e s I8 42 1 40 i 7
71" Wei ef al”" K J10.5-5 pmol/L As,O, %} il
B AR 245 118 R A0 L 1 K 562/ AD M4
J 5 A FH48F196 h, 1IESEAs,O48 % ILiiif 24 4
L iHIP-gphREH 0. TKIEHT er al* TR I,
As, O, Emdr UM Survivindk K0k, ik
P-gpFISurvivinXlCaspases 11l 25 WY 1 i 12E- 4
R/
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2 kb
1 kb
750 bp
500 bp

250 bp
100 bp

3 RNEEFHREREAS,0./EF48 hig. A: HIF-1o%k
RIFRIK; B: mdr1 B RIFAIK Cr Bactind&R FRik/K
F

ARSI S AR, A48 Wl A
O YA L, HIF-1ofimdr] 36 R R IEKPH
BN, B geih s . v s AR AT DL
HIF-1oNimdrl HE KKk, W /NI E As,0,
J(0.5-4.0 pmol/L), HIF-Tofmdrl [ K R 1A
AR, HAE— o T N BEA s, 05771 5 1)
Bh0 R N B G, AR A M B B 4
TR, TX AT BE A A s, O, 7E B AU N AT A A 4% 2L
Xf N 4 AR BEL-7402 0 25 K01 R0 S 41
HPE T HIBLR . HIF-140 52 S 508 40 i 5
37 210t 52 K EE R 3, BRARALTT 2900 i
I AN M () R A VE T B4 I HIF-1 0] J5 Zlimdr 1
DAL (1 2 s, ARSI 48 S, As, O3 FRSE IS 3 (1)
HIF-1ofimdr1 JE R RE KN, $erm3kA]
N EEA 8, O AT AN Z 7 AR S v6 97 i H L)
Z 24T 25 P ROAR L R IR IR VG i R v, T
T8GR A 8,055 AT 9P A N

S A N
BEL-74024 %k %
P Hvh, R
o9 i fE B B L
T, Shapug a2
B WA 7 6K
Bt AR s R 45
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P 6d AL R AL
TwFerR, A
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Abstract

AIM: To investigate the expression of peroxisome
proliferator-activated receptor-y-coactivator-1
(PGC-1) in the liver of metabolic syndrome mice.

METHODS: Ten female C57BL/6] mice (control
group) were fed a normal diet, Fifteen were fed
a high fat and sugar diet (metabolic syndrome
mice model), made up of 5 fed a high fat and
sugar diet for 8 weeks (experimental group: A
subgroup) and 10 fed the same diet for 16 weeks
(experimental group: B subgroup). Abdominal
fat mass, total cholesterol (TC), triglycerides (TG),
high-density lipoprotein cholesterol (HDL-C),

www. wjgnet.com

fasting blood glucose (FBG), insulin (INS), liver
function and liver weight were measured. The
lipid content and the protein expression of
PGC-1 in liver were detected by Western blot.

RESULTS: In the B subgroup mice, abdominal
fat mass, serum TC, and FBG were significantly
higher than those of the control mice (abdomi-
nal fat mass: 3.63 + 0.62 vs 2.99 + 0.31, P < 0.01;
TC: 2.31 £ 0.16 mmol/L vs 2.04 + 0.15 mmol/L,
P <0.01; FBG: 6.90 + 1.84 mmol/L vs 5.11 + 1.86
mmol/L, P < 0.05). The B subgroup mice had
lower levels of serum TP, ALB and A/G com-
pared with the control animals (ALB: 18.12 + 2.63
g/Lvs21.64+338¢g/L, P<0.05 A/G:0.89 +0.15
v5 1.06 £ 0.18, P < 0.05). The metabolic syndrome
mice had higher levels of serum ALT, ALP and
AST than normal controls, the ALP level was
significantly differente from the controls (103.80
+8.72 U/L vs 64.60 £ 10.67 U/L, P < 0.05). The
TG and TC contents in the liver of the metabolic
syndrome mice were more than 2 times higher
than the controls (TC: 0.0582 £ 0.0251 mmol/
g dry weight vs 0.0275 + 0.0114 mmol/g dry
weight, P < 0.01; TG: 0.1566 + 0.0166 mmol/g dry
weight vs 0.0631 * 0.0232 mmol/g dry weight, P
< 0.01). The expression of PGC-1 protein in the
liver was higher than in the normal controls, with
the experimental B subgroup mice being higher
than the experimental A subgroup.

CONCLUSION: The C57BL/6] mice, fed a high
fat and sugar diet and showing dyslipidmia and
fatty liver, presented a kind of metabolic syn-
drome mice model. The expression of PGC-1 pro-
tein in the liver of these metabolic syndrome mice
was higher than that of normal mice and may
have contributed to the formation of fatty liver.

Key Words: Metabolic syndrome; Nonalcoholic fatty
liver disease; Peroxisome proliferator-activated
receptor-y-coactivator—1; Western blot
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tapl5.1, 7 5
ZW AW, Z
X35 A= E %
BEKREAE.
PGC-14H % &
T A6 5 88 R R
B AR 4R AR
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%4k iA AR
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B- A ACEE K R 4y
AR, Hk
EEEHER. R
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AR ARy BIAE R B F-1(PGC-1) &

Fik #EFARCSTBL/6I D R102 ., #5505
RS wk RS R A& 16 wks K10 i 7 o
B\ fiE ik B E(NS)A SR adE, M. AF
JEE RE . IR AR W AE, AFIERS A
2 A PGC-1% & % ik 5K JA Western blot %, J% ¥P
7, SO IR R P

HR: 5 EER16 wkid ) RIS B
. fFH S Z8((TO) TR 24EFBG)H
AR S TIEF RS 2 3.6310.62
vs 2.9940.31, 2<0.01; TC: 2.31£0.16 mmol/L
vs 2.0440.15 mmol/L, P<0.01; FBG: 6.90+
1.84 mmol/L vs 5.11£1.86 mmol/L, P<0.05).
2 g SRS o FTP. ALBRA/GIKT
EFH, P16 wkid S HWALBREA/G
HEF 2 F(ALB: 18.12+2.63 g/L vs 21.64
+3.38 g/L, P<0.05; A/G: 0.89+0.15 vs 1.06
+0.18, P<0.05). 275 ALT, ALPZAST® T iE
T, P16 wktd S IALPA B
#54(103.80+8.72 U/L vs 64.60+10.67 U/L,
P<0.05). &g &R RATIEA A B &
M, 16 wkE T8 wkay & 16 wkit 3053
B D RIFEATCHTGSER S S TE
¥, K EF 2450, E(TC: 0.0582+
0.0251 mmol/gF % vs 0.0275%0.0114 mmol/g
F %, P<0.01; TG: 0.1566+0.0166 mmol/g-F
F vs 0.0631£0.0232 mmol/gF &£, P<0.01). &
s S AR RIFMEPGC-1 4345 & T % 347,
16 wki% T8 wkag s .
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steatohepatitis, NASH)Z {JH5¢. NASHZ i T
N BB LT S R R B AR S 5L
JHF i 1077 2 A4 00 0 PR A3 407 0 S 3 FR) S RE AN 2T 44k
R Fo 8 RO ML LU 5 2%, 24 1
AR FE A B I S A ) 08 T A4 3 Ay 3K R 4 T
“F-1(peroxisome proliferator-activated receptor-y
coactivator-1, PGC-1)&—Fiid &b ¥ ia 1A
{A&y(peroxisome proliferator-activated receptor-y,
PPARY) S FAAZ 52 A4 S DR s iR 3 [l A H
PRl 7 At ool WL A 10 R A A A DG B 1) R 5 A
FH, 2 5 fi A Qi 25 R PRl e s B, B
I RIEEE, 5. B i AR es
G AE G 07 (R P G C- 1A 1 Dl T 4/
A S T AR £ 5 AE D BT < JH AR AL
SHFHEPGC-13RL L5, PR &35 ik IfL
Ji~ BEWTHT S AT EPGC-11H] (56 5.

1 #RRT5E

1.1 ## 2 6-8 I IISPFZC5TBL/6I/N Y, 1
TR YEE R I S ARG R A F]. PGC-1
Z o BEPUE H X E ChemiconE W) TFEAF].
PGC-13% K H GIS-700D it ik 1z &1 45 4b 1
REGEFARE W &5 F. I8 A R IR 10 1. FH 2% [
NORLAND XR236X At X4 & % FEACI .

12 7%

1.2.1 #AER 428 X HAICSTBL/6I/N R, FELAIE
W EEL00 g W, 4 g/l 24 giRE.
4.5 gl £h4E), L1058, MEFR16 wk. SLE AR &b
PR/, Horh s HME DUIE 5568 wk, 2 Ja M LAy
Pl 8 wk, MAW AL 10 KLl i e
W16 wk, ABIAL. mtim iR (RE100 gfr¥
t, 535.5 gllally, BELEAE. 36.6 gL G
Wy, EEETER).

1.2.2 M4 F &35 47 (D)IEHIE AL 0052 ; (2)
D5E MG I35 85 ZANS) & I L FE(FBG).
2012 b, ip/KEE (4 mL/kg i) R
S, MR E B LR I, 4> 85 03E, K0 H A
HITACHIH 37.7600-0204 4 8h £ AL 4> B4, %
PR T i v 00 52 17 R IH R (T C) H i = g
(TG). %R E I(HDL); BHENEFBG; I
E LG B H(TP). HEH(ALB). HEH/E
FH(A/G) TRPEBERBE(ALP). & 52
(AST). B HNHAM(ALT); R E INSGR
FUNE T A6 5 R 7 BEAF FLAT); (3)ill e I = o =
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xR 1 SENERE. BHEAS. BHEREHE/EZAE l/e?J #AE
H#PGC-15 f
B B fe = A&

payicl ARE() BARZ0 15 =) fsihE/ERE
WiRH 202+1.2 7.95+0.80 2.99+0.31 0.38+0.06

SKZ YA | (B2 206+1.2 6.30 +0.80° 3.43+0.29° 0.55 +0.07°
SLHABIIZAE 205+1.3 6.27 +1.24° 3.63+0.62° 0.59+0.11°

°P<0.01 vs NYIBLH.

& 2 VLAMIETC, HDL-C, TG, FBGARINSIKFE

payi:l TC(mmol/L) HDL-C(mmol/L) TG(mmol/L) FBG(mmol/L) INS(mIU/L)
WA 2.04+0.15 0.97 +0.08 0.57 +0.07 511+1.86 10.83 £3.97
LHHATIZE 413+0.31° 0.53+0.17° 0.46 + 0.09° 543+1.73 11.75+£2.74
SCUZABIIZR 2.31+0.16" 0.92+0.16 0.50+0.16 6.90+1.84° 12.49+4.25

°P<0.05, °P<0.01 vs WIBLE.

*® 3 SUEMINER

pax:l TP(g/L) ALB(g/L) A/G ALT(U/L) ALP(U/L) AST(U/L)

WiRA 4225+523 2164+338 1.06+0.18 22.26+250 64.60+10.67 101.03+10.61
SLYUHATZR 3756+431 18.16+1.77 095+0.15 2440+800 105.80+13.35 102.54+15.20
SLYuHBIZHE 38.82+565 18.12+263" 0.89+0.15° 2457+348 103.80+8.72° 108.35+11.43

2P<0.05 vs WIRZH.

FURG T . K S I Rt 328, 0 522 JHF 3
BB E BTN, B 110°CHE S g R,
FERAFRIC T4 5 I BIE. B8 R4k, s fi ©
BEQ2 11, V/IV), B oI iy g o (1) g 32
JE T &y (4) s BRAS A5 U440 g/L
R [ 2 ), O s ) F, HEGL (4 (5)Western
blot)7 &l 5 HFFSR-B1 121k, HL-70°C {547
&I ZHE7100 mg, PEECAN MR R (1, 4
SDS-Z& N B et i vk, SR Aubit/h i PGC-1
Z PR H 2 E Chemicon EY) TRE A A]),
WE /N BTFEIPGC-185 (7K F-

Gt F A B 5 imean £ SDE IR, K
FHAS 5.

2 B8

2.1 B4R PRI ROR A SEIRAL
P 0 AL AR AL, AH I 3098 A R T
X HE(P<0.01), JIEWG & 53 & 10 i (P<0.01),
JIE I 5 958 1A 1) B A Bk 2 v T R4 1.(P<0.01)
(€3}

2.2 284275 TC, HDL, TG, INSAFBGKF &ifif
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/N RIS TCR TIEH /N, BE4ETA
P2, BV A5 1E 5 /N R A I8 25 25 57 (P<0.01);
M¥EFHDL-C X TG T IE % /N, A4S B
SR b 25 F(P<0.01, P<0.05); IiLiEFBG A
INSE T IEH /N, B &AWL, BI4LMH
FBG-5 1F %/ Bl A 35 22 7:(P<0.05)(K2).

2.3 B4 AT S K-F R SR B s
TP, ALBKA/GH T, I HE5X 41t
BBIARALB&KA/GH W3 7% 5 (P<0.05). 1L
ALT, ALP X ASTH F =i &%, 55X 4l LbiB
WA I ALPH {235 72 7:(P<0.05)(3K3).

2.4 BLAFRERI RIL AR R oA N BTN
ARG, B0 RS 2L, AN gk,
FZR/INANEE, 5T N AT K T 07 2 (P 1),

2.5 ZUITIEEZ RIS AE Al AR E R
BRI TCRITG S & 8% T 1IEH 30, B4
T A4 (4).

2.6 ZLMTIEPGC- AR K XA, dF
e B8 wkIt/h U IEP G C-1288 [ 3Rk 1
T 1.784%(P<0.05), Bt &l m 16 wkIf)/N i
FFIEPGC- 128 (&A1 1 T 2.134%(P<0.01)(K12).
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iRt = ¢ SEFEERERSE
BRI F R
oA I

A8, AT A 0 45
F. KEEER, A
B AW R AP
# AT %, APGC-1
# RN B 5 A
Ti#—FTHR
WiE A4 R A3
I A b g T BT
K HTHAH, A
A B R B
AT K 608 97 34
— E IR

4R FHEES(9) TC(mmol/gF &) TG(mmol/gF &)

WiRA 0.96 +0.04 0.0275+0.0114 0.0631 +0.0232
SCYuHATZR 0.95 +0.07 0.0370 +0.0075 0.1480 + 0.0724°
SCYUHEBIIZE 1.02+0.11 0.0582 +0.0251° 0.1566 + 0.0166°

°P<0.05, °P<0.01 vs IWIBA.

3 11e
BTN, e sl IR CSTBL/6I /N LU,
AR 2 AR R BRATTR IR, v
BT 5 CSTBL/6)/N U LIS IR 2 . 13
FBGZINSTH#H . MiEHDL-CR, £5420014F
ATP(adult treatment panel)H 75 1117 2 TR 4%
LS WU,

AR EE A AEAE g 2 1 I 20 A BR A ) 8, 1F
2 51 R O . AR SR G AEANE I 2 2
B PR3 R LA I ik, o LA S AT e IR 1) & ot
SRS, 55 g 0 P AR G AR ZRA AR IR B —
TR bR QB OB A RO PR L Il S
B R e MR B I R SR ARPUIR)
Y 55 G 107 P B DIAR O, Rk, AR SR
AEF R A5 20— T 0 7 JFF PR A 8 P 5 1-99 4%
B PR A5 SR T 6t 7 o 3 21 4 A 1) R 2B S 8
TG TR, TR 1 AR A st n T2
RO R R R 2B O I A5 I RRE R R,

AT, 55Xt R L, 3k v AR i A
/N ERIYE TC 35 48 &5 VS HDL-C X TG % F4
fi%; MIEFBG W33 . $oR7E /DR, dE e mifie s
BT LS BRI A k. m a2
AR ZEA HEIMLE T RE L (1) e Bk &l
S 35 B P B 25 1 0 S AR BT 4 25 B 0 e e, AT
FEUIE R R R ARHT; Q) miiR s R e
TR A r R TR IR 5 R B AR WS,
FH T e R R R whis, T & Wistar K
B JHTB Ji 2 0 vy, I 400 5 R AR T IR I
SEUBE 5 Z DL, Schreyer er al" B IT W],
e G v WA B B B 3 D o A R A 4
B e, AT 5 S50 PR Rt B 22 L. AT 5T
e g i R S BRI T C 3 i T IE 3 /D
B JLJHUE o v TR DR, R e wkit)
N AT TR AT AR R TCAT G & 2 8 35
TIEH B@P<0.01), PR T IEH /N RU24%; fi
G I Sk S50 2 P A L 5 £ A B
M35 A/GIE T 1EH /N, 175 ALT, ALP X AST =

1 SCIE4A/)NERATAFEYRIEINAR (HE x 200).

lane 1 2 3

2 BYR/NBREFIEPGC-1EBMITRIL. lane 1-3: IEFHE/N

L. dEEfEEEas e wh/ il

FIEE /N, R MR FRIL. 3R s s s &
FEE /N BB IR 1 [ I, B 68 SR . [7]
IR, HRIDTPERT SR R D), AlAE/EIR
1 — 4.

JIg 15 1k i 2 (steatohepatitis) & —FF 4k & T T
UG I 2 4 R 4 PR A0 1) 98 FH AT AR AS . 4%
SO0 DR 43 R AR M 7 1 I 28 (N A SH) A
RavEF 98 (AH). S0 B8 SRR pLaI FL i B e, &
LA S W, WAT W IO, NASHE
JIELPRE OB iR S ROBE PR I S L
FE. T 2 M FITR B A O, TRIN, T4
Ui B I Wi R (FFA) B4, JH-48 Jitd N FFA S A R
FIFH B>, A 40 B N AT TGS 22, 7] I 4
¥ HE s e 3 S EE O £ 6 T 52 488, 45 A 4
MR RO, TE IR . AR, IR AT
WS ORI TNF-a 2 RIE B, d-5n e
T 0 A B R R A R . SRE RN R 4R,
IEsk, NASHE T IMFAE LB 5 3% 0 U F
G, 0] 56 26 58 A0 IR (0 AR FH BRI, 3 Bui
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R ABARUT 25 S AN ASHP A2 18 20 1 B3,
H AT AN 48, I g 2R R g7 X2, o
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DR e s (R 3L R FH DR, fh 2 S 0%, g 07 1
AR, PRI 2 A s AR I R, AERFIE R A
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Z RUPE 52 RURE R AR OGP, AR S A AT
/AR, PGC-1/1Gly482 Serdk K 22 bk 5wy 1.
FEAT RPN, BAR T, iR bl &/ BRI TC,
FBGHi i, HDL-CFEAE ST ) 0% 1 A 1,
PGC-1# IRk &, HEmllgmti trfile wkiry/
B M IE /N BRI 178 Ko 2. 1345, gl L5 8% 77
(14 FHT 4 6 %o 7 257 00 14D e . — 3, $7RPGC-17 g
AR S5 e SR PR e R AR R BT K.
AR 25 A AE /N BT IEP G C-148 9 2 3K (R 184 v 1)
JE R AN 2wl RE X R R AL AREE, S
5 R TE . PGC-13 7518 Iy nl i 55 P JUE I
Bl LS TR T %, BF9ER W], PGC-1fE
10 3 HNF4ouf U JFF U 1 197 18 48 A 11 PRkt il PA)
BEBAE LI B BE(L-CPT 1) R 5 55 1T 5
Wi g4, A, PGC-134 Al il i i S E [ % 7o
A DR 119 2 125 DA R 1 4 Ay E [ e g S k.
TES R4 A 2 &, PGC-14F HPPARy
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UL, WARARICER 11 2RI 1551
RIE, FRPGC-1 T (AR IR Y. 341,
PGC-1 5 E KR EY). PGC-16675 30 2k
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IR TS RIFE . ASEB p RTIE f i o
AR LG HR TCRIT GAR Ak K, mT RE AT 1) i ot
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R, JOE [ 2 O 37 FEF P T FATL A i AN v 4
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U ER A ALY, v MR =R £ T SRR P
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Abstract

AIM: To explore the expression and purification
of hepatitis B virus L particles in eukaryotic cells
and to analyze their physical properties and
antigenicity.

METHODS: COS-7 cell lines were transiently
transfected with recombinant eukaryotic expres-
sion vector pSVsigLM'S". The products were
purified from cell culture supernatants after 48
h culture by a combination of CsCl isopycnic
ultracentrifugation, density gradient ultracen-
trifugation in sucrose, and enzyme-linked im-
munosorbent assay (ELISA). Molecular sizes
and antigenicity of the purified protein were de-
termined by SDS-PAGE and Western blotting,
respectively. The physical properties of samples
were characterized by transmission electron mi-
croscopy (TEM).

RESULTS: L particles were successfully puri-
fied from transfected COS-7 cell medium by
ultracentrifugation combined with ELISA. Cscl
isopycnic ultracentrifugation showed that the
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area where density was 1.21 g/cm’ was rich in
S-antigenicity. L particles exclusively consisted
of glycosylated 42 kDa proteins that had S and
PreS1 antigenicity. TEM showed that HBsAg
produced by COS-7 cells had physical properties
very similar to the 22 nm particles derived from
human plasma and recombinant yeast cells.

CONCLUSION: L protein can translocate into
ER lumen and form subviral particles after bud-
ding by fusing a secretion signal sequence to the
N terminus of the L gene. L particles can be effi-
ciently purified by ultracentrifugation and retain
their biochemical activity and physical appear-
ance.

Key Words: Hepatitis B virus; COS-7 cell lines; Re-
combinant plasmid; Large protein; Ultracentrifuga-
tion; Enzyme-linked immunosorbent assay; West-
ern blotting; Transmission electron microscope
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BB 92, 9% R X I8 (ELIS A)3 % 45 A 5 ik 4k
LA &, AT 09 454 = 49 47 Western blotting
%% Fo il 4B B (TEM)ULAR.
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LI B TR R 3 433l iy 44 A LEE i (large
protein). MZ#K [F(middle protein). S& [ (small
protein) IS I & FH 20, Forh ST A oA RN HTR
P ZL RSy, MEE RSB TISE AP FI LA &
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A HIMAE B P51 BL A 12910980168 2 JE iR
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1) P T 19X JIBEAF A AN B 2 1) P o oA Jis 20 25 i o
R, BT A 9 R B 3 5 DR TR Y2k AR
PEAS 5 KR 2 PreS1IX ¥ 2 J i e 1 BRaX B
ZEPHEE . ARSI H 7 TR -—Frat &
T BN WL S 5 Ik (B-lactamase signal)iifi /34
i 7 51 (K B A% 6 I8 FoRipS VsigLM'S, B CsCl
TRIVERE R 30 PR PSR VR, b S e LR
SEIVR

1 #RFRITSA

1.1 M T RIL A pSVsigLM'S 1 #8[H Bruss
FZ I (pSVsigLM S & A ) £ R H T
J5 2 i D RS 1) (ad w2), G i 5 DX b S FIML 2R
FI R IR S T ATGI I fURAE HACG, LAFH
1ESHFIM A i R 1L, PreSkIX i) 2 Ak it fil
B B- P9 Tt A5 5 PR 5 0 324 2 e 1 i il
HIU). COS-740 M 7 rh A Rk K 2 vl D B 2%
B o2 2 $2 45, DMEME;923E 4 Gibeo A
HFE s RIS AHyclone A H P20 BT
HBsAg(ad/ay). fPiPreSl(a.a.132-a.a.137)mAb

2], HAAFIE 0 1 = st 12 b Al ).

1.2 7k

1.2.1 safezfc s & & &k COS-741 8 &R % M
R TDMEME: 72 2E, FkipSVsigLM S=KH
DEAE-Hi SR bV I 55 4%, 48 hG W AR dn i 5%
3. DEAE-#IZRNEL S IO 1 d R SE R (G
31).

1.2.2 OB 8 5o ai g LG
1200 r/minZ /010 minbA & BRANMORE ), #E G
(1) b3 22 18 i N 2R B 100 g/LIPEG6000
WA, EWHE FHHE30 min/54CRl. BE
10 000 g#25.0330 min, YLHE T FALAAE T 10 mLELO
22 (10 mmol/L Tris-HCL, pH 7.5, 150 mmol/L
NaCl, 1 mmol/L EDTA), 20 000 g#1>30 minZs
B AW R 0 0L, R AR ARORE — 25 3% S 30
afifh.

CsCU AR MAREATHL 22 24 B R 250 g/L
(w/w), FitiJ5 ¥ AN Ultra-clear 2502160 000 g+
10°C B0 16 h(Beckman SW-41). M 45T LA4F
500 pLCEERE ah, SRICBE20% . ELISAVERE
TR & T HBsAgIIAE i, 4 CIENT I

2 O I N TR B S 600, 500, 400,
300, 200, 100 g/L&-1.5 mL ) 2ERE I 7 (25 Lo 28 e
VRECH, wiw), T A8 2i4k I FE i1 mL,
120 000 g 4°C #0216 h(Beckman SW-41).
AT U500 pLBCEEFE b, S HE20% .
ELISAVLHfE H IR = STHBsAgMFE i, 4°CiE
Hr(PBS)ik i 5 % TR A7
1.2.3 #:4L = 449 SDS-PAGEA= & & ¥p it 4ifk 15
1 LYK FT N2 A R 2 X SDSANAEZE phi, 100°C
K10 min, KA E5E20 pLInFEAT120 g/L
SDS-PAGE. H[1/r a4 e i dea, it
B0 5T S-3005E 11 BUR S T A AT 45 2R AT
Western blotting £ 175 )5, HifF RAHIRET 4k 5=
JIE, —Hu(RHiPreSI 11200 FHLS 1 :200)4°C
W, CHUEIR N2 h, BeRAk R OGR(ECL)
WY, WEE
1.2.4 #hift = & 41 4 B a0 0 RE b i
T, 20 g/ RS IR G, 35 HL 1 1 % (FEL
Tecnai G2 1271) WL ZLR0RL LS.
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2.1 FGA = ap iy it SAURE IR BIE T IR R
JELURE RE L F- Pk M PE GYLTE, IX Fh T e J7 v
Bl Ky e KRR R R bt i, e /D FR
b A i B B S RE S AT Cs C1 B
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Abstract

AIM: To evaluate the effects of the human fragile
histidine triad gene on cell proliferation and
apoptosis of the Hep3B human hepatocellular
carcinoma line.

METHODS: A recombinant pcDNA3.1 (+)/FHIT
including functional region of human fragile
histidine triad gene (FHIT) was constructed for
transfer into human hepatocellular carcinoma
cells in vitro. mRNA and protein expressions of
the gene in the transfected cells were detected
by reverse transcriptase-polymerase chain reac-
tion and Western blot, respectively. MTT [3-(4,
5-dimethylthiazol-2-yl)-2, 5-diphenyltetrazolium
bromide] assay was used to assess the effects of
FHIT on proliferation. Cell cycle changes and
apoptosis were measured by flow cytometry.

RESULTS: Hep3B cells expressed high levels of

FHIT-mRNA and FHIT protein after infection
with pcDNA3.1 (+)/FHIT. The growth of Hep3B
cells treated with pcDNA3.1 (+)/FHIT was sig-
nificantly inhibited. pcDNA3.1 (+)/FHIT-infect-
ed Hep3B cells showed a significant increase in
Gy-G; phase and FHIT-induced apoptosis com-
pared with controls (72.23 + 0.84 vs 54.36 + 0.78
and 53.17 £ 0.52, P < 0.05, respectively).

CONCLUSION: Transfer of the FHIT gene in-
hibited the growth of human hepatocellular car-
cinoma cells and induced cell apoptosis.

Key Words: Hepatocellular carcinoma; Gene thera-
py; Fragile histidine triad gene
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histidine triad gene transduction on growth of Hep3B
human hepatocellular carcinoma cells. Shijie Huaren
Xiaohua Zazhi 2007;15(18):2000-2003

5%
BHY: AR IR AN LR R = AR (FHIT)
H ) 04 2 A S AT R 4m fuHep3 B A& K 69 %5 .

Fik: ME—ANCASFHITA R A AR
HRpcDNA3.1(+)/FHIT, 4k s} 4% ANF 5% 20 B
Hep3B, i# % k- &84t R 5 (RT-PCR), & &
FPif (Western blot)2- A4 B ¢ 5L F R B K
Fug ok, it e A KR IE . R X e ieA
M B AN 20 R % e AT B 0 am IR 3G 7A . 2m iR
JE) 20 A= 40 L 08 £ 04 AL,

LR 2 pcDNA3.1(+)/FHIT/EHep3B 4 it
#JFHIT-mRNA, FHITZ & & A fatk, #4)5
*tHep3B2m At £ KA dp 4 4, -2 20 i)
T3, GBI £ F A B H(72.23+
0.84 vs 54.36+0.78, 53.17+0.52, P<0.05).

Z5E: FHITA B @i 0% a e & £ 7 =
FEHALAEG M, EMBAREGT
o R AEAE .

REEE: FFE; BEIGTT; Mt EmR = Bk

R, MR, TR, BV, SHM. SRS ADEE
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R, & YNRMS A NEERFHITYAPRZEiEHep3BE B0 2001
HFHITNAEBAIBHe p3BERBIRID. BRENBURT 43 4ir 4 HHep3B-FHITHHep3B-C, SEAZI g WAl # 4 =
2007;15(18):2000-2003 - . , P E

H B \ YLt ,E!/F'\. % ;
http://www.wjgnet.com/1009-3079/15/2000.asp ep3 B AFLHRT . AT T Z AR
1.2.3 RT-PCR B G418ffiikJ5 M Hep3B- MMREIELRN

03I

19964:0hta et a/'' K4t & T i3k ik (exon
trapping) T4 (0 43p14.2 b e % HHFHITIE K. B
JaVF2 2535 ROINAT LK 2 B8 Th A AEFHI T4
DRI PR S, DA R FHLTT 35 R e — S22 (1 o 0k B2
P T R 40 i R Hep3BAZ AEFHITH:
SR, mRNAFIER IS, AT
FAT R — AR A 4L 2R — AR (FHIT)
FE IR I B R TE B ARpc DN A3 1(+)/FHIT, A4k
e N 4H R Hep3B, LARITFHITEE K 7E T
e 40 P A58 B R T P A

1 MRRSE

1.1 #H BFRE coli DH5 oM % %A 8 4k
pcDNA3.1(+) A % R 4F. PBluescript SK FHIT
SRS FHITH: K 4 K e DNA(H1 35 [E Duke k2
Xiaofan Wang#(#% 2 4). Hep3B4H o bk B _L-ifF
HORHGE AN i . 30 S-SR G i RE SO (RT-PCR)
A& A H ATaKaRaZA @), FHIT Abl [H 38
FEZymed 2 A, 4 Hu IS a7 20 B 55 [
Becton Dickinson’ ).

1.2 7%

1.2.1 e MmER LT BYUI% ¢ Em
PBluescript SK FHITFUR AL (g A4 T3k
TTDNAFHIGE . AEEp b & Sl V) J
pcDNA3.1(8PBluescript SK FHIT). BamH I ,
Xba 1, 37°CKAEFI2 h. B EIREGEI Yy Bk,
KN 1.0 kbWFHITHE K | BefilS.4 kb P4k
FIpcDNA3.1H HLIK&E I RO ) S . $44
ApcDNA3.1(+)/FHIT, 7EEpi& rh g7 Jioki s 41
RVARZ: FHITHER F By ZePEAG I IpeDNA3.1;
T4EHM, 16°C/KH12 h, HHIEZEHFDHSa,
PRI e B AT R TR 45

1.2.2 tmfa3E 3 Atk 3 Hep3B4NM /T 7100 mL/L
ARG 4 35 (Gibeo A /), J11.0 mmol/LTA
iR 4h, 0.1 mmol/LAR LI LR, 1£37°C, 50
mL/L CO,FIRE 1795 F A K HE (¥ Hep3B
A M FE A T oALBR T, 2l B B T0% A A
I, #%Lipofectamine2000( /I 14 #% YLk 77 £1)
Ui 1534 pe DN A3 (+)/FHITIR e, #E 4% )5
FG418(500 mg/L)iEAT ik, G418(250 mg/L)
AEFFIHVE. FHITIEN . S8 AR YeHep3 B4 i

www. wjgnet.com

FHIT4 M, M543 BFHITH K4 5 +5-
AT 9(PL: 5'-ATGTCGTTCAGA-3'"; P2:
5-CTGAAAGTACAC-3"", KH TRIzoliili$%
HIRSARNA, 64T %, JFHATPCRIR MY, 1=
Y0 g/LELNRRE B vk, PCRIR Y. 244 94°C
PAZYES min; 94°CA8 11 min, 44°C3E K1 min.
72°CHEAH45 s, 30MEFA 5 72°C FFLEAHT min.
1.2.4 Western¥p it 7% Bk /= (f Hep3B-FHIT4
Ji, 4 2R A B e, B0 S B, B
Wrre iy 2 | AR, 120 g/L SDS-ZE A4k
JE IS FELTK, B B 1 e SRR IR AT A S L, AT
B, SFHITHUALE &, G B A i 25
B P, B ROGZ(ECL) il ()5 I,
1.2.5 v 35 (MTT) b & ik 4l 4% 3 37 5 tm e
Ak 11X 1041 fE(BEFL200 uL)#RlF961L
BRI, BRI R OAL, W3AFATAL, A
MTT(5 g/L)M Gk 4E0F &4 h, LIk /o
DMSO. il I G g5 A5 A 15 5 LY 36 FE AR
(WK A1570 nm). BERE24 hiFRE LD &, s
TE6 d, MEE3LL AN s s e ) AR k.
1.2.6 X 20 JAL AT 4m 0L 8 A0 B A = KD i
DR A0 40 B, FH i 198 6 28 M (P B S) P 4% 2
W, A K700 mL/L ZEE[H €, 4°CRlig. LA
PBSYLL 1%, I HPB S & S a i, MiN
BEPDRG, =4 I (FCM)ZHr 40 i 4
AR B TR

Beit# A0 RHISPSSIL.54 i1 Ak ATe
F 46, F0dn Llmean £ SDR IR, P<0.05K /A B35

ZESE.

2 B8

2.1 By % JfikiPBluescript SK FHIT. I
WA TAEY) TR A W, 5GenBankfFHIT
mRNAJFFFIFFCE Bl 5 : NM_002012). Ji ki
PBluescript SK FHITZ W §V]BamH 1 FlXba |
Jii, BBt s LYK AT AL 1.0 012.7 kbI¥I 4 DNA
At (K1), FikbipcDNA3.1(+)/FHITZ W 1) iy
BamH 1 F.Xba 1 )&, SEHEER AL vk o] WL 1.0F0
5.4 kb ) PH4<DNAZ (1), Ui pcDNA3.1(+)/
FHITH) 2.

2.2 A4 )E M FHIT-mRNA 8 &k YL
pcDNA3.1(+)/FHIT/5, Hep3B-FHIT4 Jfu FHIT-
mRNAPHPE, 41400 bpseais, 2 SR G4 i

FHIT, # % T #
EFHITAR#
&4, mRNA
o BB K H W
Hep3BAT & 2m AL,
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iR EE

KB B FH
E-—AasA
fe M 4L R B =
PR (FHIT) A B
# AR A B
RpcDNA3.1(+)/
FHIT, & 54L&
PN o
2 leHep3BJE 20
JOL 2k A bk
AL, A A TR
FHITA B £ 1T 5
4 fOL 3 TH A T
PagER, AT
w3 A S T R AR
— B AR

ML 1 2 M2

1 FRAIPcDNA3.1(+)/
FHITEBLDLERE. M1: Marker
A/DNA/EcoR | +Hind
I; M2: Marker DL2000;
1: JFikipcDNA3.1(+)/
FHIT; 2: BgH]J5 Y Tk
pcDNA3.1(+)/FHIT.

5.4 kb

1.0 kb

400 bp
B-actin

2 EEPEISHep3BMBIAFHIT mMRNARIA. M: 1000 bp
Marker; 1: Hep3B—FHIT4HHT; 2: 234 (A% 44NIHep3B—C;
3: AR Hep3B.

Hep3B-CHIEALN fiHep3BA WL 4571 1R IA
(1&12).

2.3 ARG mAFHITE G 0 &k B
pcDNA3.1(+)/FHITJA, Hep3B-FHIT# i 45
17 kDaJFHITHE [ Rk, 1M 2 8004 44 40 i
Hep3B-CHEEAN fuHep3BA WFHITH ([ %Kik
(1&13).

2.4 wEed T (MTT) M & iR 40 4% 3T 5 tm B3 74
At A 09 AL FHITHE R 441 JfuHep3B-FHITH
2 IAREE Y M i H e p3B-C A SE A4 fiiHep3BI1)
AR R B ek A, JC A A BN E AR K S
BN R, 22 AT B PE(P<0.05)(Kl4).

2.5 Hep3Bam st ear g A K B IR A =& e &
1& Hep3B-FHITHI M G,/M#A & SH LB &~
K, Go/G 3T ELA ] Sl 169, 8 T4 3 o W 4 sy

TN AR R A G2 (P<0.05, 1),
3 e

IR 3 A, FHITE 28— SR ME 1 A7 R
TR AR R K KL A, I HFHITHE P 57 2
iR A AR S I AR e T A
TR AL a7 A A F HI T A A A4 Wi
AL AR SRV B ML R g . 5

17 kDa

B-actin
SR YWl Hep3B—FHIT
Hep3B Hep3B-C  4fiify

3 ERFHITIEHep3BABIEHYWestern£ER.

3.5 - —e— pcDNA3.1(+)/FHITH G

3L = PayCHEl
—h— SRR
E; 2.5
2
&
% 1.5
1 [
0.5 -
0
1 2 3 4 5 6
t/d

B 4 AFEMRevEKERL.

LA iR AHAL, JFFIRE A AEF H T DA ) v FE A
S L. Yuan er al™ R IN64.3%(9/14) () 96 40
il RAFAEFHITIE R 0k R, a4y HBLFHIT
mRNA N 1 18 40 RIYARILFHITHE
JEUE A AT A L29.4%(10/34) [ e 2 23 v 77 42
FHITHE A 55540 27 1082k, 61.5%(8/13) (¥ T i
40 ML &R P AFAELOH B Y (AR i A7 5 s Yot
IL50%(5/10) 1 e 4 i 2 v CFHIT &5 1 1R %
5. Gramantieri e a/" %] 28I HCC B 35 11955 4 2R
FEEE ALY, 1061 15 A A2 TR, S
FHITH; 3% 0 46.4%(1 11 R A T 4l 2i. 24
RAETHCCEEWAEEALZR), 1104 1F 5 JH
YLLK RIS e k. Bl T U R W, 72 i
DRI 25 175 3 1) K BP9 A A AR A e v s e R A
S FHITHE: A M

FHITH] & 3 230 3 ff APn AZKfif 5 ATPAI
AMPKZ 5iFi AN APnAR 1451k, APnAJE
GG ST, T RAEFHITRRA S, g
i i 2k 2 B8 T FHITK APn AREf# ) AMPAI
ATPIWBE ), SEA M AAPRAR AT SR, 41/l
W RKEIAPn AT R Aelg s AR K A5 54 7, Bl
W s A K AR B R T I T S BUR AR, 54t
FHITE [1H8/EH T mRNAME A4, 50 5%
FERImRNA IR E, [l 2 REr 2k bl fe s | i
Jipggi™). Siprashvil e a/"* K B AE U FHIT AR I &
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e, = IS N EERFHI TR IFEBIEHep3BEEBIEN 2003
W@ R
K i@ ad HF 5 4h

il RES Go/G, S G,/M BRI TZR(%)
Hep3B 54.36+0.78 17.40 + 1.32 28.01+1.12 3.78+0.36
Hep3B-C 53.17 +0.52 18.23+£2.51 28.55 +0.55 3.52+0.33
Hep3B—FHIT® 72.23+0.84 12.57 £0.42 15.12 £1.31 9.74 +0.43

°P<0.05 vs Hep3BFJHep3B-C.

A7 5 2 5 A ) PR AT A p 3 ATK R I 2 1Y) 5
A RIFHITH 25 DFHITH PR 40 i, R0
FHITHE K5 5 I AN e 48 40 3R 15 A= K AR,
A e R A A0 M SR A T BT I R R B, 1R
25 T ALAT 7 400 ) SR L 2 S I T
Ik, N HFHITH 15 F R 45 G 40 g A=
AT e LA p3 AZK i Bl 1A 1 B EE 2, A7 OCFHIT
1 Dy e AR AL e idE— D L. AR SE
b, AT A 4 R Hep3BE e B 7 A2 K
FHITcDNA ) BURZ 1R 80, S8 1 1 TR0 e 4
Jl Z Hep3BIW AR ek, LIS 4y )5 - 40
FHep3BAW AR Az, 45 FR M, ek
it Hep3 B4 Jf, HFHITH: K U mRNA . & 1%
TR BHYE. TS B AR Y4 fiHep3B-C RIS A 41 iy
Hep3BAK WLFHITHE A [JmRNA . & (1%L, HE—
K I G 1 T R H e p3 B4R I 1) 26 4 2 PR 1)
A, BATTRIN, JTh i YePHTTHE DA () - 40 i
HARAMEBIERE ) %, G/MB &L SHILLE ] 2~
B, Go/G 0T LLA91 B S 355, 9080 T 40 i 2t B ik vy
T 5xeF BRALRN 23 JFORL G e 4. WD UESE T FHITE
DR 175 3 T 0 PR T O 4 .

T ARSI, AN FHITRE R A g
TH A M B GO, ARSI T S
PR FAE T, 5 A S 4 M & AR DR 1 ARSEEG
AR T3 — 5, ARG I et 7 —Hh
Tk
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Abstract

AIM: To construct and identify a eukaryotic
specific expression vector of SV40 large T
antigen in gastric parietal cell.

METHODS: Genome DNA was extracted from
liver cells of Kunming mice by a phenol-chloro-
form method. The H'/K" ATPase B subunit pro-
moter gene was amplified by polymerase chain
reaction (PCR) and the product was named as
HK. This was then ligated with the pMT18-T
vector after purification. A cloning vector of

pcDNA3.1 (-)/HK was constructed by ligating
the H"/K'ATPase B subunit promoter and the
eukaryotic vector pcDNA3.1 (-). SV40 large T
genes were digested by restricted enzymes from
PLITAg recombinant and then inserted into the
prokaryotic expression vector pcDNA3.1 (-)/
HK. Thus, an expression vector specific for pcD-
NA3.1 (-)/HKSV was constructed and identified
in gastric parietal cell.

RESULTS: Three DNA bands were seen when
pcDNA3.1(-)/HKSV was digested by Xba [ and
BamH 1, which were the 1 kb H/K" ATPase B
subunit promoter gene, the 2.7 kb SV40T gene
and the 5.4 kb pcDNA3.1(-) vector. Two DNA
bands, 3.7 kb and 5.4 kb were seen when pcD-
NA3.1(-)/HKSV was digested by Xba I and Kpn
[ . Another two DNA bands, 2.7 kb and 6.4 kb,
were seen when pcDNA3.1(-)/HKSV was di-
gested by BamH 1 . One DNA band, 9.1 kb, was
seen when pcDNA3.1(-)/HKSV was digested
by EcoR [ . All electrophoresis results were con-
sistent with the design. The sequencing results
showed that H"/K" ATPase B subunit promoter
and SV40 large T gene had been successfully
cloned into pcDNA3.1(-) eukaryotic vector.

CONCLUSION: The recombinant plasmid pcD-
NA3.1 (-)/HKSV which is specially expressed in
gastric parietal cell, is a stable and valuable mo-
lecular tool for establishing transgenic mice and
animal models of gastric carcinoma.

Key Words: SV40 virus; T antigen; Eukaryotic ex-
pression; Vector construction
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BH: ¥ B A m il b 45 1 R ASVA0TH#
JR 0 B R GA BAR AT A 2

Fik: KR E-E A5 E MR R fa e 42
BAHADNA, &84 XA 2 (PCR)Y ¥
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H'/K'ATPase P& & 3T, =M % AHK.
¥ PCR= 4L = MG 5pMTI18-TH kA8
%, PR % E A KA BARpcDNA3L1(-),
#EpcDNA3.1(-)/HK; AASVA40THA A K %
R AEpLITAg P B i@ K SVAOTA R, 5
pcDNA3.1(-)/HKAB#E, #)3& F B ta sk 51
F ik B ApcDNA3.1(-)/HKSV, Sl 5 %7 .

#£8: pcDNA3.1(-)/HKSVAXba | . BamH |
KRBT #42]1 kb H/K ATPase B B3
F, 2.7 kb SV40T 3 H 5 5.4 kb pcDNA3.1(-) %,
R3IEDNAKW. MXbal . Kpn 1 XEdnd,
W, TILE)293.755.4 kbt B 4DNASK; A
BamH | #8brd 5, T L2E|2.756.4 kbtg24
DNA 4, FEcoR | #Bbn, XILE]£59.1 kb
#9154 DNASK, By vk 4 R 3 5t — 5.
MApERER, H/K ATPase pEA B FHT 5
SVA0THA B R # 2 TpcDNA3.1(-) Ak &k
BARP.

it MR A mM b AR A SVA0T
Aoy AR EBAR, Ak—F AR D RA
BENMBERAGETRBETRET, TEAHS
FTIA.

KEEA): SVA0RE; T LE; BERE; BiFHE

Ui, =255, RBRYE, 2iE, D805, KIRGE. SVAOTHARS
ERRFTEMRAFEDDESEE. BRENBURT
2007;15(18):2004-2008
http://www.wjgnet.com/1009-3079/15/2004.asp

05l

SV40(simian virus 40)& 19604 X1 K& I 53 25 1)
BN B A M B, s 5L 2 S R 2 AR B
JE R /NDN AR R, BT Ak sh 4l
RS 2 SR PRV k. S VA0 75 1) 41 it e AL
PR B 5 R E ATYURA G, [HAMEZ 0
UESE T SVAOT e I A /N USRS ) 08 2 AR sy, ]
FH - Iggg 9 AL (RO 58 5 2 B DR sh A 2R 1
AT, A FHSVAOTHRE K e a7 1/ B FL I

i Jk 26 AL SROTRIRE o T e 45 2 B LR Bl A .
T RE A1 2 R R A A —, BEA
FSCRI 2306 SRR, I i 38 TS 3 A 3 4 i A
JEER () 23 9. /K AT PHESE IR 76 15 BE 410 i o 4
SRR, FIE R A S A WA A BRI R
Z. Gordon##t v T 1F H BEAN M HppE e PERIEN
AKFET(hGH). WAE R T-(INF) 5 5L K 34
BEAL, WEST T B R bR Al i kA
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T, MEATHKATP/SVA0T & i /N s
RS, BRI Wr . TR T E
S RARE. H 7 THI T TR [ P R L ARoE, R
ATTHOUAL) S A R A R S M R TA S VAO T [A]
() BLRZ IR AR, Ry i 55 DR/ Bl % S o B A
R R AR . RS T T A,

1 RT3

1.1 A BN R 44 SE R s o e 4l
PLITAgH15% [EJeffrey 1. Gordon LI, T [ 2% {4
pcDNA3.1(-) H H R K24 A58 5 140 T REAIE Y
JIT X 7K Tl B, 2 ARp MDD 18-T Fh 68 JH K 2
NS PAEEBURFE L BOE. KA HDHSa
HARZERAE. T4 DNAZERH. DL15000 DNA
Marker. FRHIPERNYIEEBamHA 1 . EcoR 1 .
Kpn 1 FiXba 1 JyTaKaRaZ @]/ i & K.
RNARFAIY HSigmaA &) BEE AR, BRI
Yt 5 Oxoid 2 vl EEE [BICA ) &% H TaKaRa
YNGR

1.2 7 ik SR -2 N BB /D BUTE 48 a4
AL ZHDNA, 224030606 L v E DN A
JERAESE, B-20°C A7 % .

1.2.1 PCR¥ 3 LU/ U 4IDNA B, ¥t
S HH /K AT Pase BIVIE T 31 F BL, Pl:
5-TCTAGAGCTCTTTCCTCTGGGTC-3'(% Xba
[ f755), P2: 5-CTCGGATTCGTCCTCTCCTG
CTT-3'(BamH | {7 15). [N 4 H: 94°CHiAR
P43 min; 94°C 45 s, 60°C 45 s, 72°C 60 s, 3£354
PEIR, ¢ J5 72 CHEAH10 min, PCR“#) i 44 W HK.
FPCR= WA IS HpMT18-THUAAIIE,
WIRZAE . coli DHSa 4l i, MWEAL A FEAL
PR8N LBV, 37 CH Ik A5 7, B A
HUSCRIDNA, Xba | « BamH 1 XU 1) % & HFH
PETTRE, fr4 MpMT/HK, 346 = M54
AR I

1.2.2 M#pcDNA3. I/HK A # ¥ pMT/HK . Xba
[« BamH 1 XY, HEWERER ALK, DIRH]
#1060 bpUDNA B, ¥l 5 HlXba
[ . BamH [ WY Ipc DN A3 1(-) FORLI%E £,
H IR B S 30 T BEREE R 3 1 1, 45°CKE
5 min, 16’ Ci&EH:16 hji5, 1%H T2 &
DHS5a 4 i, MHAC-FH EAE Sk B A, S
JURIDNA, PRI P DI I A 58 et BH 1k J 2
7o l%, i /EpcDNA3.1/HK.

1.2.3 #3#pcDNA3.I/HKSV i & KPLITAg(H
SVAOTIE J B ik FHBamH 1 BV, £l HE

| BN
H'/K ATP#: & B
JE B B P 4%
Sk, AT
# f£H'/K ATPase
BAR & h-T A%
T HSVA0TS 7
Mk A BARK A
HARDRREF
S A B 0
SREEE . T
EHHFIE
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1 2 M

10 000 bp
5000 bp

2500 bp

1000 bp

500 bp

1 PCREZFREER. 1: PCR7Z; 2: PCR=4IIL; M: DL
15 000 DNA Marker.

10 000 bp
5000 bp

2500 bp

1000 bp

500 bp

2 pMT/HKEBLDYERE. 1: TEUA; 2: PCR™); 3—4: pMT/
HKGREFEIE4); M: DL15 000 DNA Marker.

RS LUK, PIBEIBI 12700 bpIDNA A B, ¥4
[BIK=H5 HBamH 1 BV Fpc DN A3 1/HKE
B, HI B S8R 1R 03 11, RNAR
FUR10 pL, 38 SOV AA R 16 CHEERE A, M2 uL
ER WAL EE. coli DHSo 4 e, AL
B PRI B, 37 CHRRE R ARG 7%, IR R
HUFCRIDN A, B V)% 52 EALA, JH%db st =1l
T8 A AR ) TR A AN 45 58 S VAO T AL R4 A\ 1)
J7 11 DN AP, 48N J5 ) 6 i 4L AR A
pcDNA3.1/HKSV.

2 BR

2.1 pMT/HK R 42ty 32 5 %2 H'/K ATPase B
SR 0 @/LEIRRRE IR K, &5
Bl WLZ11060 bpfIDNAS (K1), pMT/HK 5
PiHXba 1« BamH 1 XEFY) Ik, v ILE]152.6
kbl & DNA ST, 5 T4 R —B(E2).

2.2 pcDNA3.I/HKSV 4 M 5 %2 pcD-
NA3.1/HKSVHIXba 1 . BamH 1 XUFY) HLIK,
AL L)1, 2.755.4 kbIF34DNASL T, HXba
[ Kpn 1 BEDIHEIK, 7] W3]£93.755.4 kb

BRELNBHE

20074643288

$£155  FH18H

10 000 bp
5000 bp

2500 bp

1000 bp [—

500 bp

3 pcDNA3.V/HKSVEBLDERE. 1: Xba | . BamH 1 XiG
Yl 2: Xba 1 . Kpn | XY@E@'@I 3: BamH | iﬁﬁfﬁﬂ, 4: EcoR 1
EAEEYT); M: DL15 000 DNA Marker.

PI4DNASH; JHBamH 1 HEGY) K, 7 05
2.756.4 kb[fJ24DNA%; HEcoR 1 W),
HLF219.1 kb 14DNASAT, BFD) vk 45 3
B5wrh—S(E3).

2.3 DNAM A4 R pMT/HKIF 271, PCRY”
W H /K ATPase BWIL)H 8 K JE H1057
bp(-1057~-1), M7 R 5Canfield et al''&
KIFHILENCBIM i ffiBlast 2 sequences Xf
EE 23 1, RELAE SCHRE Uh 2% S 1 L7645
765 bpZ [A4 ACHEIE A ; -5015-634 bp
A AEAE AL 5, IF BN R S B 0
P DA K 5 SCR R A1) 22 TR) B 6 R A
TE1-24 27 50 R AS R, A0 ik B e 1wl
e 2 ML A, HY/K ATPase BIEIEH 8) T
45 BN TCTAGAGCTCTTTCCTCT-
GGGTCTGTTTGGTGGAACACACAGTTCT-
GTGTTCTCACACAGTAGAGAAACAGCCT-
CAGCCCTCCTCCCACAGACACACGAT-
CAGGTCATGCTGACAATCCATGTATGGTC-
CAGACCCTACTCATGCTTCCAGAACCT-
CAGAGGTGGAGTTAGGGAAATGGAGCTT-
TAAAAAGCTCAGTAATAACTCAGCATTTT-
GTTCACACATGGAGCGCCTCCATGCT-
CACTGAGAGACAATGGCTGTGACTC-
TAAGATACCTTCATGCTCTTGGTTGC-
CAGI@CCCAGGCTTGGGTTTGCATACA-
CAAGCTAGCTCTAACCACCCAGGTA-
ATTTCAGGTGCCCAGACCTCTGACTC-
CAGGCCTACAGGCAATTTCCAGGCCCT-
GAATACCTAGATCCAGGTTTGTCTAA-
CATGCTCTCTCTCTCTCTCTCTCTCTA-
AATATATATATATATATATATATATGTGTGT-
GTGTGTGTGTGTGTGTGTGTGTGTGTGT-

www. wjgnet.com
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GTGTGTATATATATATATATATATATATATA- /DL E G A ARG L, BEMT I BDUEIE B, m@ 5 a e N
TATATATATATATATATACACATGGGTATG-  Thompson e a/*"# 37 f{ICEA promotor/SVA0T4 ;‘ " f{i 7 E;,
CATATCTCCACAGGAGAATACTGAGGA-  JERVNRJGARLERAT 14 100% 7= 2 ilgg, 37 dfe A8 E®m LT

CAGGGCTGTGGGGCCACTCCAGGTAGTT-
GTAGGCACACTTTAAGCACCTTCTC-
CACCATCTTGAGGAGGAGGGGAGTCTC-
CAGGAAGCAGTTCGAGGTCCCAGG
GACCTGAGTGGTGAGGTGGCAGGTCTCAG-
GCCTAGGGCATTTGACCTAGAAGCTGC-
CAGTATGTGTTTTCCCTCCTGAAGGGCAG-
GTGAGGCACAACCCAGAGGCTGTTCA-
CATCAGACATGCTTCCCTTCAGCTAA-
CATCAGGGTAGATGAAGTTGCCAGC-
CAAGGGCACCCCAAGGACCAACT-
GACTTCTGGGACAGCGGAGGGCAGATAG-
CAAGCAAGCTCCAACCCTCCCTTGTGTTT-
GTAGAGGCGATAGTAGAGAACTGATAGCC-
GGTTCTGATGCCTTTGGCCTCACACAGAG-
GAGACTATAAGCCCTAGAGGACGCTTCCT-
GGGCCCAGTCCAGGCAAGCAGGAGAGGAC
H NRIG ST H), R R A CHR R4 A
AL, KX R H LT 5. pcDNA3.1/HKSV
UKL S VAOT AL A 7> 45 R 5 NCBIA i ¥
NC_001669/7 51564 —FL.

3 111E

SV40%i i JE FL. 2 i s FH(papovaviridae) 2 8
J5 B J& (polyomavirus), H: 5 K24 0455224 bp, A
B HARDN A, 7199 FEDN A KL il 1 2 5 2 Fh
A, MERTHUR(Tag) RN TH R (tag). B2
HISVAOTHE K 4 K:2473 bp, 20 B T4 4w L
JFHIK 492127 bp. Tagit—FfRIGE T, BH
ATPRGFIDNAfift e B % 1, A A 11 0T 22 200K
TR LB AL . ADPRBEIEAL I 2 S Ak,
FHNEAENAE MR AR 5 S DNA
RGBT TS R IR T SR, R4
P A ok pese TR, 4i s A0 i ol 75,
tag /& AEBEIR AL 1, XA AL JE R R, (AT
FE IR EEALAE N, SVAOTIE KR F T4 o 3% 4k
A, 3 R I A K 5 K 2 iR ) A AR
IR, FE vz N R T 5 DR B ) e e A 1
SEAFSEN IKim er alV R R LR IASVAOT/
PO PR3 2 K5 DM /N B 2B T iR 5 vk 98
Sun et al™ ¥ SVAOTIE K 5 NN A2 REBR i T
T B R 5 FE D R Nabarra et al* @071
7L A W B U ) 3)) 1 P45 T I S VAO T 4% 1k [A]

www. wjgnet.com

/IN R AL LS S 40 2R 4, S0 dfidRg RT3
FERZ, 100-130 d/ B DR 1 BHZE T AE T,
{HH T CEA promotor/SVA0TH 3 K /] il JE R 3R
EBENLPE, 7£50002 K7 BT AUR I —H
it SRS AN WS Nl =ik d o = RAT AU R a2t U
FILIISVAOTHE R SRR R IR AR, H9 4 B KL R/
B % g S A L g ST AR AR E L ATEE R Ay
TITH.

A T A T R e 2 AL TR g
DO Wk I 2 A, A T e R B )
BLA ] Ay B I S W, 1R BRI LAY
WA EAE IR I 5250 S WAL, Gordon
et allff5% TH' /K 'ATPase BIVIEAE H AL
YER, I Sr T 75 B BE40 i ks S M 2RI h GH,
INF, SVAOT /)5 3L K sh P a0 S s 745
H'/K'ATPase BWAEHZ) F1EH T, hGH, INF,
SVAOTAX A/ Bl 1 BEAH b ik, 7E/ M s
Bal D B0 KBS AkIL, hE 420
J PR R AR BRI R £ B A T R PR A AR
PV AL 3T 7 /) A PR Ry e R
SVAOTHE [Hl (1) SURZ IR BAA, Ky ik — B 3L R fip
L LA RST R b e S i
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Abstract

AIM: To establish a cisplatin-induced human
gastric cancer drug-resistant cell line and study
changes in its resistance.

METHODS: A resistant gastric cancer cell line
(SGC7901/DDP) was established by gradually
increasing the dose of cisplatin with intermit-
tent, monthly administration. Drug sensitivity
was detected by MTT assay. Changes in biologi-
cal characteristics were determined using light
microscopy, electron microscopy, cell counting
by MTT assay, and flow cytometry.

RESULTS: The SGC7901/DDP cell line was
developed after 4 mo, with stable resistance to
cisplatin. The resistance index for each month
was 2.13, 5.32, 12.60 and 12.93, respectively.

www. wjgnet.com

SGC7901/DDP cells exhibited cross-resistance
to many other chemotherapeutic agents (e.g.,
5-fuorouracil and mitomycin C). The morphol-
ogy of SGC7901/DDP cells gradually changed;
doubling time was gradually prolonged, and the
cell numbers in S- and G,/M-phases gradually
decreased, while that in G,/G, phase gradually
increased, compared with parent cells.

CONCLUSION: The SGC7901/DDP cell line
showed a typical and stable resistant phenotype,
multiplication of the SGC7901/DDP cell line
gradually decreased, and MTT assay and elec-
tron microscopy determined the resistance of the
SGC7901/DDP cell line.

Key Words: Gastric cancer; SGC7901/DDP cell line;
Cisplatin; Drug resistance

Pan HM, Fei HX, Du JP, Chen ZH, Zhang T. Construction
of a cisplatin-induced human gastric cancer drug-
resistant cell line. Shijie Huaren Xiaohua Zazhi
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T
B 2 3 A K JRIAA T2 et &

Fik: RIAZ IR A0, 8] BRAE R AR Sk
HFE A I AR BIRALF 25 e 2 SGCT901/
DDP, 4 A 4E48 £ 4 m]; MTTik 2 25 M 4R
Wy RAr. wh. MTTR R Fmin. AN
2 LS T R LR A F AR AR R R

LR T4 moE R A F I 4a w25 L e £
SGC7901/DDP, 1, 2, 3, 4 mo#4 &t 25 35 %57
$42.13, 5.32, 12.60, 12.93, 5 H 5 5- 7 f %
. ZREZFLHRAELEARNREZEN R
Uit 25k, SGCT7901/DDP#) m it T 45 3% #5 &
A BT AR I ERARAS 3G A ) R X e AR
3K m e R 20 o A B I ES A 5 G/ MU 4m i,
B Y, GG A 2 i Hi 3 % .

Z5i8: SGC7901/DDP4s it B Ay dit 24 & A 4% 4E,
it 25 MR AS T, IS A AL B % T 5.

X413 BIE; SGCT901/DDP; JIf4H; LM % 1

| E )

W S m J o w2
Wb+ B2, At
RO E
IS AL T AR
a e E. RN
3 % th i th m Bl
AR
% % 2w gh M ed
TEFR.
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| PR X EHE, SR, AR, BRIEE, 08, ABRIMOMIBIRER  f, 37°C, 50 mL/LAJCO,MEA N 15 7%. REARHU 1B
1 % 2atshit: 457 VERYISE YN =S AT : : - o RORRVSONIO Set 197 Oyfs 3
B ot g o FEVRIGIT 200750912009°2018 gt S, AT HRR180 L,

WY G 25 L
it 2 b o B B, A
Hte % AL M R
Bl . A e s
R R84 B % 2
WAL w2

2 P-¥EG: £—
Fb 8 F AR WM A%
R, AP AR
ZOdwmdrl AR
Y A, 1% #1280
MNERIRBR IR, R
A s miksnm
BRI 59 5
#r, Bl RPEL78%,
-5 EH6
A o-¥Z % B ¥t
JEJE Fo — AN A
ATP% 45, o F
¥ 4170 kDa.
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033

JljisH (cisplatin, DDP)HURI I, Xf S ALMIR . B
B . B WREUR . B AT AL,
& FUAERE ek 259, Haris AR K= A, (H
1 24 4 1) 7 A A AN BB R 4 N AT 1 ¥R T A
H, BT R IR 40 B A A= 1 2 AL
STy SR, FEAR AN EE ST 2 2T 2 40 R
WEFE IR F= A2 2 251} 25 P (multidrug resistance,
MDR)!" [ EEF B ST HArE A A sz A
B SGCT7901i DDP¥4h A L. oAl 1R H &40
DD PIRE . (A& AN FIE, dr
T N B SGCT0 A1 2540 i &, W 5T 2 it
PR AR, R AT B 9 SGC 790 1A
2 TR ATL TR AR 7 4 T 24 308 2 ) B (AL AL PR AR

1 MRS

1.1 ## DDPIARFFEHIZ) ™ 5-560 R
WE(5-FU) BB AREE S 2R A A KEF
B (VCR) AR 2l AT R A 7] A 77 223
F#=(MMC)H ARKyowa HakkoZ w25, [
#Z(ADM)MKFIF. H. Faulding’s @) 277,
RPMI1640HGibco/BRLZ Al $24E; MTTIRF £
W A SR A TREA R AW, SGCT79014
N HE AR, WA S B T
VESEPR AL, AN 7R 450,22 pmPE T JE 1
RPMI164055 78 (4100 mL/LICK T R 2 1L
H, 2 g/L NaHCO;, #2100 U/mLFIEER 2=
100 mg/L), #£37°C, 50 mL/LI¥JCO,, 1AL T
K:9%, FHPBSHLHINIL.S o/LIERE ARF(S 0.2
g/LIYIEDTA) 641 L 4X.

1.2 %k KB %D D PR S [ &/ i
P S A0 N 2. O K R 41 e SGC 7901
LR T HRPMI164055 750, MR I
0.06 mg/LAf FH48 h)5 51 % & iR 923, IAHT
BRI RG TR, kBT, P HE IR K, W
AEAR G 4k 4 H0.06 mg/LI¥I 254k i AL #1148 h,
W e S ALAE A SD D P B R w5
S M, 5 2R — BB 520.6 mg/LIY 4 i
%, 14 HSGC7901/DDP, Jf L RE oA
DDP 0.1 mg/LIf1 5 2R IR .

1.2.1 Zmf % v & K55 X 10"/ L 470 18
HeoefL gty 5141200 pL, —Fh4e o 34N 52

LIS g/L MTT 20 pL, 4885974 h, & EE %,
FEREFRI, IO T HIEWAALS0 uL, PR3%S min,
F B 8hlEkRr 1 (Bio-Bad E2550%, USA)I3E570
nmOGE L. DL R LI 2, I (R A R AR AR,
BB P ARKR, LA AR 2, SRk H A
TSI ], 3B AR A i 2.
1.2.2 MTT kM 5E H % 25 40 09 B 212 {E96 7L
RN BE LIS X 1074 /L 341 i B 200
wL, I HAAS CRRRE 1S ik B 1) 25 e e
291520 pL, R BEE R 3ANL, AL
NEARRUWPBS, Jf H B2 (It AL, eE+
37°C, 50 mL/L CO,i# 4 1453768 hjaW s i
W, BEFLTOINN TG IS A5 77180 pL &5 g/L
MTT 20 pL, 4823557 4 hfg /IR 2 FIG W,
FUIMAN IS0 pL, E TFiEEG S L
P%3%5 min, H3IEEFR{(Bio-Bad E2550%, USA)
T AL AR FEA L, A 4570 nmt™. 4%
I = (1-A jyza/A gyoran) X 100% 55—
Tl B PRl 5, AR 0y R QA 4%
PP 21 - A A BE (1Cs) S ST 24455
(resistance index, RI), RI = ICs(ifif 2441 Jf1)/1Cs,
CRAH ).
1.2.3 2ape sy A B A0 H5 X 10"/ 41 2 i
BT BN IR 124 L8 RN, B T37°C,
50 mL/L CO,#48 N 157772 hjm HIPBSUEER2IX,
Biig IR HIH G4 .10 min, 7EHPBSUEER2IK, % T
B, R R R, B g S A R A
B AED TAM AL AL B AN L, W41 X 10744
Ji, 25 o/LE) e — Rl e, 4k 20 g/LIIYAR
PR s, Wik A3, ) e 0 a5 R Ak
B 5 HBI(HITACHI-6002, H AWM %2, Filk
1 X 10°ANLAN AL, PBSYLH2IK, 700 mL/LA 4
WL 52 1 1, PBSTE 2V, PIYS VKA 30 min, 7F
M A _E(FACS Calibur BD, USA)Zr T4
i o3

Gt AEER ST HHE I SASS TR A Ab 1,
KRR T T

2 B8

2.1 MTT##m 45 R SGC7901/DDPAH g%} DDP
M1, 2, 3, 4 molif 25454057 /&£2.1, 5.3, 12.6,
12.9, JF Houf 53 A4l R 8 H 050 25 ) A7
ARV FE (R 245 (3R 1).

2.2 miaT A F IR LB FSGCT790140 il
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1 SGC790155GC7901/DDPYBIRAIMZAIE W& 75
xS LEr e

t i) DDP 5-FU  MMC  VCR ADM
0 mo 1Cylg/L) SGC7901 0.244 0432 0149 0.196  0.102
SGC7901/DDP 0279 0421 0157 0210  0.096

RI 1.1 1.0 1.0 1.0 0.9
1 Mo [Cylg/L) SGC7901 0.265 0551 0163 0.091  0.213
SGC7901/DDP 0.564 0954 0213 0098  0.256

RI 2.1 1.7 1.3 1.1 1.2
2 mo ICxgl) SGC7901 0.255 0562 0143  0.101  0.250
SGC7901/DDP 1356  1.151 0421 0133  0.621

RI 5.3 2.0 2.9 1.3 2.5
3 mo ICslg/L) SGC7901 0.199 0466 0244 0221 0.332
SGC7901/DDP 2521 1596 0658 0253  0.724

RI 12.6 3.4 2.7 1.1 2.2
4 mo ICq(g/L) SGC7901 0231 0324 0196 0354 0.168
SGC7901/DDP 2986 1624 0965 0413 0814

RI 12.9 5.0 4.9 1.2 48

ST S RN

hﬁg F“

1 SGC79015SGC7901/DDPRIERZAS AL (Wright x 400). A: % HEZH; B: 1 mo; C: 2 mo; D: 3 mo; E-F: 4 mo.

SGC7901/DDPAI ) 5 5 JZHeF, 4l KA
—, NZMIE; SGCT0141 11kl b 48, %K,
FE A ; SGC7901/DD P4 fFt 5 244 7 &
FRIZEHT IR, I [RDZ T L, 552454 moth Bl
FEANTE, RSO, A, I B 4 A
D). FH BT, EMAZIH1 mof5SGC7901
5 SGC7901/DDPA M SR BAMAR T m, A
ANZi12 mofiSGC79015SGC7901/DDPL ki
AHCH A ZE 0, I3 mo/5SGC79015
SGC7901/DDPFE JEE />, A 25114 mo)i
SGC79015SGC7901/DDPL ki A%k H kb, ]
DL BB AR A

2.3 fa ek K W KA BEARAE F B E) SGCT90141 i

www.wjgnet.com

E5SGC7901/DDPAH it (1) 4 5 14 52 AN [F], P& 1 4
AAERIF AT mo 457.36/H153.76 h; 2 moly44.88
F156.16 h; 3 moh47.04F168.88 h; 4 mo}y54.48Fl
77.52 hy Wi 24 40 LR A QAN A AR 7] P I T S5
R RIFER: T3.36, 11.28, 21.84F123.04 h, 1] L&
UL 6 PR A i 34 o T A2 T8 2K R (112).

2.4 s A A SGCT0141 4 i DDPES
S 240 R S 50 A A 1 1 B TR g, FCMUE R
SGC7901/DDP4H il J& 31 K LG/ G, 14t 3 %2,
S, GyMIHE>(3K2).

3 11
IR 0 B 7 A i 2 PRI L AR AR 22 1. AR AR Ab

157 25 H (R 48)
oy a2 4 AR, 2t T
/TR A,

KA A RA
— R E L.
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—4&— SGC7901
—l— SGC7901/DDP

A 15

1.0

A 570nm

0.5

C 15| —4—SGC7901
—M— SGC7901/DDP

A 570nm

B 1.5 —4— SGC7901

—il— SGC7901/DDP

2 SGC79015SGC7901/DDPAAIEA AL, A: 1 mo; B: 2 mo; C: 3 mo; D: 4 mo.

SE AR A0 B R AT S IR I 24 A ) AR )
SR AR W) A A P T PR AL A H AT
A1 38 37 Ji 98 M D R 41 M 28 1) 77 300 0 2 25 Ik
J& 3 1 R 45 (stepwise continuous selection)
K7 & 7] i 3 (high dose intermittent
selection). AF5T R, MDRFZ4E & 54 fu
[ 3 Fo) e 18— PP 5 1 (P-glycoprotein, P-gp)
S Pagp, M, 17X 107t B AT Kb 254
HE A, SR P 2 R B BRI D R IR
WL £ 251 24 2L R A 2% 85 A (multidrug resistance-
associated protein, MRP)"' 5 4P-gp /- 3 [f)MDR
A KB G 25 HLH] T §E AL P-gp AIMRP 11
R Frits . DDPRI#EIE 13 HMRP5E
J, U MR P [ ek J8 2 08 7 T 9 1 22 24Tt
LR R E AR, (A RE AR 4
Z A 250 5. FRATTR 220 s B R B, ()
BAE I ARSMNE 35, D4 moddt i N B8 9 IUER i
Zi41 i RSGC7901/DDP. Yt FMEESGCT7901/
DDPYI i 5 HSEARSGC 7901 41 i A7 4E 2 5, AAFH
WG K, B AEA B4 e ik, g0 M) B
2 B 41 P 52 3050340 R Al B o R0 D . AR bR I
BT, AT LA 220 Az K T, R
&, 20 R TR B D, RIS, R
TSRS . Ik 22 A A A K e R
WA B, 1, 2, 3, 4 mollit 245 40 i SR AR 40 o
FEK 543,36, 11.28, 21.84, 23.04 h. =T iR
F5 G ISR S5 469797 80K o8 &R, H R A R 1)
£ IS TRL R, T BREBURS, T RS 2,

D 15| —4— SGC7901
—M— SGC7901/DDP
1.0 [
E
&
0.5
J
0
1 2 3 4 5 6 7 8
t/d
il Gy/G, S G,/M
SGC7901 49.6 26.5 23.9
SGC7901/DDP 1 mo 50.2 25.3 22.1
SGC7901/DDP 2 mo 52.7 25.4 20.8
SGC7901/DDP 3 mo”® 59.6 24.9 14.6
SGC7901/DDP 4 mo® 61.5 24.7 13.8

°P<0.01 vs SGC7901.

JIe 98 P s 358 B (DB, AT A BRIk A B
7. HFST A SGC7901/D D PAH i 1) £ 184 i [ 4E
Ko, JIRHGTT PR R B, VAT IN 2 AR
BT, Y ANFCMEE RS GC7901/DD P4 i J5 3 %
MGG N2 2, SIAFIG,/ M/ (P<0.01),
WAIESZSGC7901/DDP a8 5 18 75 ) 15

A AN ST (TR 245 41 XD D P A T 52 1
BRI, 2, 3, 4 mody IR m 4R EUE2.13,
5.32, 12.60, 12.93. EKHSGC790141 it 24 ¥ 7=
A B R A, —BORFFEAER3 mot 4
40 Fa i 25 7, AR08 T3 40 i ) i 24 7 B AR
SE N OR, NV AZAE RS mo it ANBEK IR 1)
250, A R AL T AR R I 258
Wb, i 2k Ae U7 nr LARS E ROk, SGCT7901/
DDP4il /it it 25 DDPAEHI 52 moJ& H XS DDPIi
R ECE BT R B, AR RIRFETE65% LA |, &
Uk R 1 247, SGC7901/DD P4 L i
e Z I E R AT AR e AR K. 5. Rl %
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MR AN DDPr= A0 24, 1 56 A\ A 5 fi proliferation and G1/S transition of human gastric
\ o lls SGC7901 and AGS. The FASEB l
95-FU, MMC, VCR, ADM £ fgifi iyt Soncer <ls SOCTO0T and AGS. The FASES foura
A TN 251, Snow et al"™ YN ZGHREUN TS 4 EBEL MORMLETRI NG doat: dumBERER
2 AR R 2B L - . 315-
s, BRI, i | 2 I
KT 1SE R 2. da kbR, SGC7901/DDP Piacentini, Marco Scotti, Ambrogio Brenna, Giorgio
QHﬂH@DDP MMC. 5-FU ADME?EFEWNZE XﬂL Bovo, Massimo Vaghi, Giacomo Aletti, Roberto
. ’ ’ > - Caprotti, Howard Kaufman, Franco Uggeri. Low-
VCRJE &M 2, #iFHSGC7901/DDP4H fil & dose Interleukin-2 Administered Pre-operatively to
§ 25 b Bl % LRI 5y it 21 e o Patients with Gastric Cancer Activates Peripheral
Eﬁjj}j‘lﬁ e ;E;ZE JF7tDDP Eﬁm?*ﬂfﬁj ATy and Peritumoral Lymphocytes But Does Not Affect
O 220 1080 2 ) Sl S SRR PR) TR 24 0 A 2 Prognosis. Annals of Surgical Oncology 2007; 14:
M spis iy K. MTTZ W4 1295-1304
N R *%*EPQH}B@ k % f N %t‘%ﬁ& 6 Gouaze V, Yu JY, Bleicher RJ, Han TY, Liu YY,
E}Z‘ﬁ’j:,%\ Et:_"/f‘ﬁ\ ?Hiﬂ@)%l ﬁﬂ%*ﬁ@”ﬁ/ﬂg‘%@ﬁﬁ Wang H, Gottesman MM, Bitterman A, Giuliano
AR ), HA M T T 254 SR 52 56 R R 4 5 H: AE, Cabot MC. Overexpression of glucosylceramide
" . ] synthase and P-glycoprotein in cancer cells selected
At RS WU AF b AT DA L e il HE A R 24 1 for resistance to natural product chemotherapy. Mol
1 H ey =RV R A3 Cancer Ther 2004; 3: 633-639
(YRR RERT VD R ST A S L ELEUS e e o L Fan . CIAPIN
e L . e i A ao Z,LiX, Qiao T, Du R, Hong L, Fan D.
Rt MUT T 245 ) BB 8 S5 6 479 8 326 FR) A 0 confers multidrug resistance by upregulating the
JrE. expression of MDR-1 and MRP-1 in gastric cancer

cells. Cancer Biol Ther 2006; 5: 261-266
8 Xia S, Yu SY, Yuan XL, Xu SP. Effects of hypoxia on

4 ZEXH expression of P-glycoprotein and multidrug resis-
1 Hong L, Zhao Y, Wang J, Han Y, Guo W, Jin H, tance protein in human lung adenocarcinoma A549
Zhai H, Bai F, Zhang X, Qiao T, Chen Z, Fan D. cell line. Zhonghua Yi Xue Za Zhi 2004; 84: 663-666
Reversal of Multidrug Resistance of Adriamycin- 9 Chung YM, Yoo YD, Park JK, Kim YT, Kim H]J.
resistant Gastric Adenocarcinoma Cells Through Increased expression of peroxiredoxin II confers
the Up-regulation of DARPP-32. Dig Dis Sci 2007 resistance to cisplatin. Anticancer Res 2001; 21:
2 Kwak MK, Lee HJ, Hur K, Park D], Lee HS, Kim 1129-1133
WH, Lee KU, Choe KJ, Guilford P, Yang HK. 10 HanY, BulLM, Ji X, Liu CY, Wang ZH. Modulation
Expression of Kruppel-like factor 5 in human of multidrug resistance by andrographolid in a
gastric carcinomas. | Cancer Res Clin Oncol 2007 HCT-8/5-FU multidrug-resistant colorectal cancer
3 Jie Liang, Yanglin Pan, Dexin Zhang, Changcun cell line. Chin | Dig Dis 2005; 6: 82-86
Guo, Yongquan Shi, Jingbo Wang, Yu Chen, Xin 11 Snow K, Judd W. Characterisation of adriamycin-
Wang, Jie Liu, Xuegang Guo, Zheng Chen, Taidong and amsacrine-resistant human leukaemic T cell
Qiao, Daiming Fan. Cellular prion protein promotes lines. Br | Cancer 1991; 63: 17-28

W R iR F2Afk

ISSN 1009-3079 CN 14-1260/R 20074F FRACIAtH: Fde A Witk Ze i

£F52006F A L A MARETHRERZR G AR

AFURR A s 1P Hh Rl R SR AR i, PR v Ze E AR PSR R LA R AR T
SLIF 21 T 20064F 5 I SRL DAL TAE. bR PEIN 20054 5 1L #5445 AR I 196 1), Serp, 4LRHIITIT10
. BHEITISOR . PSS R R — RTS8 F, At RBHI T 428, BHEITI465, M1 E
P R A R N AR T 1038, JLrh AR TleaFh, BH HITI3OM; = ZHFIHLsHF, Horhit
BHATIAR:, BT, (PILLEER T EAE LA R RS WEERRERAT 2007-01-30)
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LA RAT
LW E AL B
MBZ—, HTAR
E I, e
£, A HAALAA
HEH A F S
Tk, EAK S
HOE AR PR
REZHEWER
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| Ry
N E(MME), & E
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RWHRET, 5
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MME £ 7 $k 4% 64
TR KA
WVER . PR 8
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FARDEE
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Abstract

AIM: To determine correlations between
macrophage metalloelastase (MME), microvessel
angiogenesis and cyclooxygenase-2 (COX-2)
expression in the angiogenesis of colon cancer.

METHODS: A cDNA fragment coding for do-
mains [ and II of MME was transfected into
MME deficient murine CT-26 colon cancer cells.
The enzymatic activity of recombinant MME
was confirmed by cleavage of native substrate
in vitro. An orthotopic implantation model was
established using MME-transfected and control
cells. Tumor samples were subjected to Western
blot to detect expressions of MME and COX-2.
Microvessel counting was used to assess angio-
genesis of murine colon tumors.

RESULTS: Primary tumors with volumes and
microvessel formation carrying pcDNA3.1-

transfected and nontransfected cells were larger
than that in the group implanted with MME-
transfected (1151.07 + 35.91 mm® and 1201.13 +
42.15 mm’ vs 384.83 + 4.76 mm’, P < 0.001; 21.87
+ 0.47 and 22.56 * 0.71 vs 8.48 £ 0.53, P < 0.001,
respectively). The expression of COX-2 protein
was significantly lower in the MME-transfected
group than that in the controls by Western blot
analysis (2.766 £1.22 vs 5.77 £1.08 and 5.84 + 0.95,
P <0.01, respectively).

CONCLUSION: The MME gene when transfect-
ed into murine colon cancer cells can effectively
suppress the growth of orthotopic tumors by
inhibiting vascularity and COX-2 expression.

Key Words: Mouse macrophage metalloelastase;
Gene cloning; Colon cancer; Cyclooxygenase-2;
Animal model

Shi H, Xu JM, Hu NZ, Mei Q, Bao JJ. Effects of
mouse macrophage metalloelastase on growth and
cyclooxygenase-2 expression of murine orthotopic

colon cancer. Shijie Huaren Xiaohua Zazhi
2007;15(18):2014-2020

i 2

BEY: K3 B 40 ho 2 3 38 ) B (MME) 2t )
RRALE R A K o E 2 RATR A
2(COX-2) KA 8y %o,

FiE: ¥ EMMELAR L AR #
I#9cDNAK B, ¥ A4k ik Rk
pcDNA3.1-MME # % s R CT-264 1 5% 2u
A, 3 IMMEZE 28 B 3t B 2R RRAL 4
FEAPALAR A WL FLAMME T 25 5 5% £ K 84
v, KA Western blotz ix4m| i 75 20 4% P
#)COX-2F ik Fe it dn %8 %8 B (MVD).

2R 4 wkia, DAL B RE TR e
Wt EE, R R e R
2 %5 TMME#: £ 21(1151.07£35.91 mm’,
1201.13+42.15 mm’ vs 384.83+4.76 mm’,
P<0.001; 21.87+£0.47, 22.56+0.71 vs 8.48+
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0.53, P<0.001). COX-2% & K-FEMME#: %
28 ¥ B FAK T2 B A(2.766 1 1.22 vs 5.77+
1.08, 5.84+0.95, P<0.01).

28 BN RE IR I MMEL R i@
i A4 B A 6 A R ACOX-2 4K, M AL
B k) AL s A K e9AE R .

XA B SR O B B EIE; SR
HEAE-2; SR

B8, UTEEDR, SR, 1B1H, MIRIE. BRMIRTEE BN/
SRS HEER RCOX-2RIAIFE. BRENHEHRE
2007;15(18):2014-2020
http://www.wjgnet.com/1009-3079/15/2014.asp

0 515

I 21 i 4> ) 5 77 B (macrophage metalloelas-
tase, MME) & 5 Jii 4 & % [ liff (matrix metallo-
proteinase, MMP)Z ik i 22—, WHMMP-12.
5 HABMMPs 3 AN [\, MME R LAy i 2TV i
Ji, 7 AR AT AL P B A Y 6 A ) I
BN Z (angiostatin), FETFIEI4A Py R 41 i 0
A K, FEDUIR L A R HAT T A
HMIFFER L, MME R 45 e B A, IF 5 45
i PRI AR BRARRAIE OC R B D), 4R, oA DL )
145 1 JG A RS AR TP RIS MM E S e i P 1R 4R
. PR I e A AR A DY AR R % 4K A i 21
I PR b, AT 4 ARV 2 IR A 2R e e R
15 ) B AE PEC O X-TRIAE E 21 23 v 16 i SRk 1)
APECOX-2. 5 T COX-240 i 371 P 40 ] e 2
RO T AR BV AR AT R 24, $2/RCOX-2
AR 1 & R RS DA SR i,
COX-28 FARBARI S B B R R R &%
KE. N T HITMMELE 45 W 5 A7 7 Fe 98 A=A A
PO AE e R B AR, BA KR 5 COX-2
KIEMR R, TANEFICMMESE I IA 1)/ B
CT-2645 i 40 A A B S04, FMMEJE A
P CT-2640 M, #7485 Wi/ SR B A AR,
PUIER ST MME R B b g v 1 S HAE AL

1 MRRTSE

1.1 ## pUCI-MME4K.cDNA K pcDNA3.1(+)
JTURE HH 56 I 47K 22 R M = =2 IS i R 22 1 2 e # Ao
Z i B XL1-blue. DHS5o# K M CT-2645
et 21 AR ph 22 BB B K 20 i T Ak ) 20T s 4
fit; p GEM-T#/A&. T,DNAZEH%R . TagDNAZE
4. DNAZEALIRFA G BamH [ WY, Xba

www. wjgnet.com

I WYIEEIE H Promega s 7 51H)5 K G418
bR AR TR AR IR 55 IR 2 ) 2 1L
DMEME; Z# 5508 [ Gibeo /A 7l 65 2 BALB/C
N80 FIE B Ffg VI K- ISR B A
28 A [sh A FIE S SCXK(Y7)2003-0002];
MMP-12FH R £ A . COX-27FHi
2w PR SCEPUR C D342 w B B A Il A
Santa Cruz/A #]; FE 4L SPIRF G H 8 M
G NEIR

1.2 &k M A% EpcDNA3 1-MME®E 4 JFi ki
(1 2R D5 72:2 WL LA AT R i,

1.2.1 fafe3E st 44 CT-2641H0 /15100 mL/L
6 2F S M DMEM & i A % 7637°C 50 mL/L
CO M MR FE. BB ERKIICT-2640 (5 X
10°) o Jemii 1 dgeh FofLET IR, LAF100
mL/LIG A4 ML FDMEME: 7%, K e 45 S5t
VEVE AN . B G IS FE A 800 mg/L G418
(10346 95 P s 7 RE AT R B G v e 1) 0 32, Pk
HUANER R e e v I T 200 mg/L G418 77
S gkaih R, T R — .

1.2.2 fiismpeses 3 & RSP, 14l e+
mI A AR, B A C T-2640 il 1) 6 3%
Jv, FHTA FIPBSE3 4k, T FH UK T4 (14 TA Il ]
510 min, B -20°CLRAF, H T e 40 M fe 22 G (.
1 100 BEMMP-12-F41 B 2 se BT, fisdi
Ja b2 G (0 BB % S PR I S 4 VR DT 5 34T,
DAB & A (EF B (0). CT-2640 M5 5 W 5 ik s
03] 58 AMMERH 1t %55

1.2.3 CT-26%0 ML 5L % L i Fo JR A5 45 iy R 4L 48
COX-2% & #)Western blota 1 S 41 il 73 A3
41, 535 MM EFE e 41 RS AL (23 TR 5 e 4l
MGG, % AT CT-26 40 i T4 I Hr48
hife FIR 25 G 2F L (DM E M 77, B9 B4 i 24
fift E3. HUKZ9-80°C URAT- I 45 e 4148200 mg,
BYRE S E T 1 mLUK A (T B SZ& i+ ik,
SRIGAIIES min, 4°C 14 000 r/min 0020 min,
B, 0 A K440 pg A& 4IRS
SEARBU2 X SDS-PAGE L FELE vl 7, & ik
5 min. Western blot}% & ¥ 7 1:3H471, DABL (4,
PRt gy B R T H 24 55 R 10B YL (4.

1.2.4 TR QEEWET 155, K-SR
TR A vk, 43 ) 2R il e G R AR 4% G 1) 3 20 4 i,
P EAEAVERIN EFEZ RS, AZW.
SR FEL W P Tt 2 A T R 1 2

1.2.5 RAZ AW RAER 5 FH1.25 gLk
1 B A TR A T 8 A YT P e e B A A e

AT A 0

MME £ % 5 &
it A2 P a9 4E R
BATIREHR
M. &R T
MME &4 #F 50 3k i
R, 2EMME
i A S 2
#HRIRE &L
HRERE /L
S, MAFT X
2 9 KRl 52 38 AT
FAAIE, B F
B P RN R
MME /& it 78 %5 %
97 4 B b AE A
AUH (T A R 1k —
FrAE R HLE). B
s, i@ i S MME
B % Fr sk gm P A
JA AL o it —
ENFR, T VA
TR R A8 R
MME 7 # & 4 &
ST OAEM B AN
4y % A gk % 8 e
»F, A#—FF
BEABREBFITT
iR
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BRARBIAAR
X IMME & &
5 45 i % tm B A
kA2 ik,
MME 7T VA3 iF =
& o A Fp F 69 4E
JA AU ) 4
MREAK, Rm,
#EAHAHAILE K
* B o e gk
HMME R A% FF 44
Bb i BE R 3 54
RiE, LALE
#MME*} R4z #%
A A K Fom
B 5 AR
COX-2k i X &
# AR IRIE.

CT-2641 Mfd, WRFT R4 H B, I Hank's T #h
R (HBSS)PEskJF g, H & W (trypan blue)
TR, BT 90% A3 7 1 41 i v
HFF 0580, X415 1) AMME#; 4t
/L1550 30 mg/kg)W B L 224001 p BRITE,
SEJRAE P IRt — 1, BEE . HCT-26
(1 X 10°/L HBSS)FE 1 21 7 75 i s e A,
950 mL/L LA A7, RHPIE. 4 wk)s
Ak Y B B B Ak ZE WA ST 1 e 98 0 B, R MR b
AL BRBE/N BRIIARAAT U 6 bR A R R e
PR A 2008 BE X K BE Y2057, 7] I ik
OGRS A R A
WG, -80°CIRAT, BfiitWestern blotkall, Jyi2:
/N
1.2.6 S ALBMHF £ EAMNMVD, MMEFe
COX-2%&ik RHISPYL. “fHiRCD34% il hifhk
FiRE1501%, L RMMEZ su PR FE 10017,
FHHCOX-22 W E PR 10045, g4l
RSP SR AE U F T, DABR G
(BRFE0). MVDU 42 Sk [13]1H0E 31T

St A R ABURIMV DR F ARG 55,
Kot Llmean + SD#R; 40 KA RS0 R I M
B BT et M AESPSS 12,048 1 5e k.

2 BR

2.1 AA AR BN MRS PCRY I /E
— SR MMESS #4351 A1 11 11840 bplfJcDNAJ
B % B S HikpGEM-TH# )5, ZDNAJT4
53#7, HGenBank /N {MME cDNAJF 4156 4%
—%. pGEM-T-MME }pcDNA3.1-MME[}]
BamH | F.Xba 1 XUEEYI% € 45 K WKL

2.2 A8 e ) RCT-2645 1 5 2o i, P MME &
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G 9% 20 P A 2 G 0 5 P s N, 4N T S A
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REE YA/ T/15(46.7%) TR 54wk K %2
e WAL, 25 AR e /N A1 9/15(60.0%) T
R 54wk D23 1T BRAE, TIMMESS G4/

21227 bp
5140 bp
3530 bp

2027 bp

947 bp
831 bp

B 1 EREHIAPDNA3. I-MMEFIPCREERMEFLLE
TELER. 1: Lambda DNA/EcoR T +Hindlll digest marker; 2:
BamH 1 Mixba 1 WE§HIp GEM—T—-MME =91 (254555l
293.0 kbF830 bp); 3: BamH 1 FixXba 1 BiEIpcDNA3.1—-
MMEMI =1 (K298 285.4 kbAI830 bp); 4: pcDNA3.1—
MMEHJPCREE ).
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BN AT 4/15(26.7%) W58, MM E# Lo 2 e 1
PR }2.3540.24 g, 25 ORI G Y21 e A B e
Y V-390 T4y 5 498.08 £0.79 gH18.764+0.92 g
(P<0.01). pcDNA3.177 Tk e Y A I AR /N1 1
H1151.07+35.91 mm’; AFE YA A KN T2y
41201.13+42.15 mm’; pcDNA3.1-MME#% 4t 4]
i AA KNP 14 384,83 £4.76 mm’. MME#:
1 25 e AR AR O Sk /N T 2 TR e e A T R B
ZH(P<0.001), 1M WX AL A 2= 5 i P =
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HEM.

4 MMENIHLNESBRAIMEIPBIVER. A: MMERS
HU2H; B: pcDNA3 1S FURIFERUH; C: RFEHWH; BELER
AFR IR, BT ERA MR IRt

JHORL 85 Ge 21 Jo A Y 4H (P<0.001), 1 99 X 4.
ZMERTBENEP=0374, K4).

2.5 MMEX RAZ 4 W & L2 PM VD %R
MME# 4 2AMVD1H(8.48 +0.53) 1 B TpcD-
NA3.1%8 TR S e 20 (21.87 £ 0.47) Fl AR 55 YL 41
(22.5610.71) (P<0.001). FiXt M4 2 [ Eb 2 5
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TR EVEP = 0.423). MME#JL4IM VDA B i
I T4 BRAL(P<0.001), P XF HRAL 2 TR AH LE 22 53
TR FHEP = 0.423, K5). MME#% Y21 i 2027
oh BRI TR R 4 B R T A3
A3 G A1 R R B 2 Irbeg 5 s vh ] AMME R 1
FI5, TR 40 b R LB e gt 34 MR
P COX-21 S e Ak Bt 45 5 L 6.

2.6 MMEXCOX-2%& ik #9% v XFCT-2641 il 4
iR 35 R 20 2R304 T Western blotda il & 30, 3
AT I — 27T KL R 72 kalf) Fefis B4
iy TEEALE G 8 e MIMEE % 4420 48 Jfa
B IR BT AT IR B FE R 2.54 £0.64, 13,
K e A R A B Y 2 C O X -2 45417 1R 1 1) 36 i 4y
245,77 £ 1.08F15.84+0.95; MME#% 4L 41 [l g
LR A IR P38 % B2 R 2.76 20.66, 175 4044
BRI IR YL 4] C O X-245 715 (1)1 41585 82 43 33
H7.3141.2216.4241.03(P<0.01, K17).

B A ) RAL 45
MRk Kk A
AR, St A
D ROR AL %
FRAA PR T
MME X% COX-2%
Kk AR, ESE
MME T #t & &
FH COX-2 %K &
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6 =YRRMIEFEELALRDCOX-20VR BRI AEESR
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FYRAE A, AT 2 8] (4 SF-1E7 ge s T iR N I
Az B RPIR L, T A R L A R Y
A BRI T 3 S 2 —. S MMPsH A 5 ik
il 5 (A 238 PR 5 e RN S A P AR TR], MIMIP-12
(MM E) LA 1R 58 19 43 iRt 7 95 1 i i 7= A= i 557
M # (angiostatin)/EH], XFEHELewishili
P /N BB A AR AR R A A i 6 v 19 3 TE
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HPMWMME, M2 AR BE & (i 4, ]
Jip g A= KR RS T H i, X FMMP-12(F4f
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SRR TMME FL AT B 5 (0 40 B Ay &5 i 2B K
ER, R, MMERIL 5 45l dZitMVD
{HZ DI, ABFFEI 45 Rk — DSk 7, MME
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B AE AT R0 /N 45 Ve B RS A A AL d
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Abstract

AIM: To investigate whether Trichostatin A
(TSA) possesses anti-tumor activity against
human colon cancer cells.

METHODS: The human colon cancer cell line
Caco2 was treated with different concentrations
of TSA, a potent and specific histone deacetylase
inhibitor, for 0 to 5 d. The growth of Caco2 cells
was observed by MTT assay before and after
TSA treatment. The Caco?2 cell cycle was ana-
lyzed by flow cytometry. The expression of ID4
mRNA was observed by reverse transcription-
polymerase chain reaction.

RESULTS: Trichostatin A in a dose-dependent
fashion significantly inhibited the proliferation
of colon cancer cells at 100 pg/L (P < 0.05). The
inhibition rate increased sharply from day 3 to
5 (57.3% to 70.2%). TSA treatment induced cell

www. wjgnet.com

cycle arrest at the G, phase but did not increase
apoptotic cell death as shown by flow cytometry.
ID4 mRNA was expressed in Caco2 cells after
20 pg/L TSA treatment, but it was only weakly
detectable before treatment.

CONCLUSION: Our results demonstrated that
TSA inhibited colon cancer cell growth in vitro,
possibly through G, cell cycle arrest and re-
expression of the ID4 gene. This study suggested
that TSA may be a potential therapeutic agent
for the treatment of colon cancer.

Key Words: Histone deacetylase inhibitor; Colon
cancer; ID4 gene
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deacetylase inhibitor on colon cancer cell growth and
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BHEY: AFRE G & CELBEH At 18 £A
(TSA) 45 1 J& 20 fCaco2 38 74 69 %5 ve Fe L] .
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ROLFG FE IR DL, R d RS I 4w R JB) HA 64 2
22 . RT-PCR# M ID4 mRNA # & iA .
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Wik (deacetylation) e i 17 4 (04 25 14 L DA i
ST EAG M 57k, FLAT e SRl Ik (6 R
DA IR SR AR B R, A e sk A i)
()55 R ) 2 A R BEARAIG. 41 3R 1 I % il
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1.1 ## Caco24i g T 100 mL/LJG A i .
100 KU/LF 8% 100 g/Lik# Z HDMEME; 77
H(Gibcor\)H, BE50 mL/L CO,, 37°CHIE:
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uL, BRFEANETE4 b, DNOREREIRIE, A
DMSO 150 pL, 37 C/KV-RERYRFE LS min, £
oS, B4 B SRR T490 nmik KAk
BEHUBOGRE(A). 40 MG 5E e LAT 3RO BEA)
E 53T, LAATE P ARER, B 0](d) A R AR AR, 231
ARl 2. A0 AR KA % = (1-5250 2417124
B/ % PR AT HAA () X 100%, LA 2% A Al
P, B TR)(d) A R A o, £ Tl 1 2 i 2.

1.2.2 fmfe A e eml 5, 2081100 pg/L TSALL
(P 40 B Bkt A Al B B AL X 10 A B Bk T
60 mmzFFRILF, %20 Be1AT 525034 36 him H
I 7 T Y A 23 RG22 4

RNase A)F37 C#EE 443 h, DL U4l i (BD
2N F) AT A0 AR .
1.2.3 RT-PCR#&MID4 A& B 64 £ 345 41 il SARNA)
LSRN Aisoid £ (TaKaRa 2 7] AE. ¥
sk NAKRZR10 pL%S mmol/L MgCl,, 1 mmol/
L dNTPs, 167 nKaT RNaseflfil 5, 42 nKaT AMV
W, 25 pmolBEALG W) MAEARNA, Wik,
SE N 44 30°C 10 min, 42°C 30 min, 95°C 5
min. PCRIJVAA RS0 uL % Taqfiff21 nKaT, 55
PE BRI 5 149425 pmol. ID4KEKIPCR 5 B 414
95°C 15 min; 94°C 30's, 58°C 30s, 72°C 30's, 5/
MEIR; FRRE KR B 257 CHEAT32/ME . 3
BEFEY)T25 o/ LE R R AL Fivk 2 2. B RI3EA
D4 2 P9 4} i B-actin () 5 |4 H Primer5.045K £ B AT
wit, HinvitrogenA G K. 51YF 710N 1ID4
5'-ACTACATCCTGGACCTGC-3', 5-GAATGCT
GTCGCCCTGCT-3'(665-844), /¥ Jr BLK £ 180
bp. B-actin 5“CGAAACTACCTTCAACTCCAT
CA-3', 5“CGGACTCGTCATACTCCTGCT-3', j**
YR B 5272 bp.

AR RSB BCR R 2
225387, SPSS10.04¢ v AT AL BE, P<0.057h
Guite: bR RE.

2 B8

2.1 Caco2m it & K wh £k o 3 4] 5 W &, SHI120
ug/LINTSAKL LS, i Caco2 4N LS ), L%
A LA 20 B AR KT RE TG {2 3 1 22 S (P>0.05); 1T
1001500 pg/L TSAEMI2 djm B 406 1 40
M AE K (P<0.05). 10071500 pg/LALH] LLES:, 4
I A A PR A0 ) B 7 A ) KD 9 0 ] ) S
K B3, HIE100 ng/Li i LI EA HIE )
TR RIS 0] PR RS (B ). SA120 ng/L4H )4 i A=
KN R A B3 O, 100 pg/LAL4MH 2R
1£2-5 d23 9 H37.4%, 57.3%, 68.7%, 70.2%, 500
we/LEAL A 255 53] 11 48.8%, 67.4%, 76.7%,
81.8%.

2.2 Caco2%a it Bl #1649 T AL TS AULFE T &5 e
Caco24l ikt FG,, SFIG, I 43 Eb oy 5 4 -
47.6%, 48.3%F114.2%; 5 ug/L TSAKLFE36 h)m, kb
T-G,, SFIG, M) 43 b4l b - 48.5%, 41.9%
F19.6%; 20 pg/L TSAKLFE36 hjih, G,, SFIG,H
ForEear 3 51.2%, 41.0%K17.8%; 100 pg/L
TSAKLFE36 hfh, Gy, SHIG M T 7 LL sl ok
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0.5 1 —e— control A W @ FF0
—=— 5pg/L AKX R EET
0.4 —+— 20 pg/L %, R H,
[ —<— 100 pg/L RIEE AL, A

500 pg/L
0.3

AfH

0.2

0.1

t/d

B 1 TSAXCaco2/BiRILIEAISZA.

55.6%, 25.6%F1118.9%. H1100 pug/L TSAAL 4k 75
Caco24f s J& BAH BLG, FA G BEA, 11 5F120 pg/L
TS A XA LL B AT 52 Caco2 IR 41 M i 1.
Bk EHHKE BERHFCaco2 LRI T
(&2).

2.3 Caco2#m lID4 2 FImRNA &) & A 20, 10071
500 pg/L TSAZ i Ab LS, s Caco2 41 136 h,
X AL A1 BBIDAFE RImRN A KA IR 59, 20 ng/L
TSATEI36 hjGID4KEH [mRNA R AR T 5,
1M100 pg/L TSAMFIDAKE A )21k ik 25 17 9t 100
500 pg/L TSAZ A LLATG 22 5. B-actinft]
RIEIKVAE S PP BE BT S AE F A1 J5 6 1 35 24
A3 (E3).

3 111E

gh o e A ER A 3 RS e, R R AE
35-50/10 5 N\, fERIEEZ LR, K
BRI 4.2%. H LI & 6 DA 3 AT AR AT 4
r MR B, S s, B RN 98 1 45 L 9
200N Vogelstein er alt' " WIE 5L s £ 5848 2R
PR N G5 B % 1 R, RITRT
s o A1 PR SR AR e 8 0 o i A1 11 2R3 BT SR AR )
B ARG, A4 R I 4 B R i i
FE. BRI, IXBE IR S (1) 5L BRBE A 2 LA R 40
K2 BN OR LS B I O BT L a4
BIF U I ARG AL AL A T Y — L6 ST R 1)
REM OCHENL . R L 247 DNA H &1k
G T N S AT 5 FE R R IA, HAAE
TEDN AT 81 AR R g A% A8 . R EAE 1S i
P3N AU BTG, DNAFZEILRIZNRNA
TR R, 40T DU R
1, A 3R W38 A5 4 (1) 7 A6 A B (1 iR IA
ZIZFE, SELH AL AR AN FTEA. )

www.wjgnet.com

0 30 60 90 120 150
Channels
B
160 —
120
z
€ 80
=l
=
40
0
0 30 60 90 120 150
Channels
c
200 —
5 150 —
Qo
£
=]
Z 100
50
0
0 30 60 90 120 150
Channels
D
240 —
5 180
Qo
£
=]
Z 120
60
0
0 30 60 90 120 150
Channels

2 TSAXYCaco2/BiEREHA
C: 20 pg/L4H; D: 100 pg/LZH.
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WIE NRGEEOAR M FEARLL AL, 1467 Bl 0 20 100 500 TSA (ug/L)

PR G H I T SR AR . 4R AR SR AN E
PR DA SO e A TR R 52 p B 3 TR A Ay a2,
WG LB . I L. BERRILAZ 46U X
SR O P ) AN B T A 7 25 DR ) Rk 52 B A
5. HDACIH IS A 1% AMA A S 080%, 7511
IR R AL Uy TR A M. TR 2 R R
HHDACS 41 M . 40 0 534k 1) 1 4% 25 DI AR
5‘,%[20-23]'

IDZE [ (inhibition of DNA binding, ID)5 ji%,
J& PR T HL H(helix-loop-helix) &% 1 55 &
. HLHJE RS R 7 AR 45 1, LAR T A ZUE
S P S DR IR e, R 4l B o A R I kI R
chkd 25 SR P HLHER A0 il R 28 55
K B A HADNAL AL IDEASH
HLH AL Ifig iR, (Hi= DNALS & ohhE,
ULIDER (1 ] CURTHLHER (A 725 — 4k, JF
PHEIHLHE (1 5DNAM &5 & B 5L
WF 0 BT DASKE DR 15 /1 S fice Jo 4t 28 440 JR 11 A=
ISR, Bl 9T B 7E30% 1 J5UR
S, TDAJE R 3l X R4, JF 53
PZIL R G2 A Y, Umetani er a/™ R B, 1553%
(1 J5 e 4 T B R AN T3 % (AT P56 % (1 45 11
b, IDAKE AR 31 X g F Ak Mo IE
i 4 W A 2D &5 L R s S D R B R
e R AR T I A S 1 e R R A m] DU
R L B AT R 0 . BRI ORISR B, TSA
TEAARSI AT LLBA S5 400 ) 45 B Cac o2 40 i 1) 3%
B, 7E100 pg/LiAE DL A FE B HE W2 1) A= A4
FIVEF, (HAES00 pg/Lik FE I (B A o) 4
JELH BB S R AT T B X U B TS A TR I 4 H
BA RSO N (W #EEAE . B T SHRTSA
eV FH IC T BE ML, FRATT A it =Xt A S ks
T AN A B BT S AT 400 it o BT ) s ), 45 SRR
L1100 ng/L TSAM %40 M LG, BB Ay, 1100
ng/LiR BE LU A B Wk, & ik B
LR A R E T X PR TSARIIEE R S
WG, BISHAR B 1 AH G B DA G

BESRTSA S ALER (A LIALAHG, MAlEH &
AL FIDN A ST HI AV I B2 AH O I R st A%
B, FAVRBET S At ] Lg% — L8 3% 0 o A%
O, DT R 1 R A DGR DA IR R IA . TD4JE [
TR R I i e Fge S IR, R AR R IA S 45
L g R0 FL g R S A O, BATTRIL100
ng/LIKFE LTS AR LAfiCaco2 41 i HHID4JE
DRI () 2R IA A, DR ] AR TS A 52 i Jeq 4100 o

ID4

3 TSAXYCaco24HiRID4A mRNAZRIAHISZ .

SR EH RIS I E M, mTRe e R e /E
G, (E1FHE— W IUI 2, TSAMKIRIDAK:
Rk 2 Bl AW /E R, i 72 (a) el
o 25 AR AE L SEIUIK. Ou et al b ST
R, TSAW LA V2 A5 305 e ik DA 265 AL I
FOFT R IL, JFUESEA R 1 OB FIDN A 2 1k
2z ()i ik 45 5 82 1 (methyl-CpG binding
proteins, MBDs)SZ HUAH H.4E H (crosstalk).

S, A L PR Mg AL T B (epigenetic
silencing) & H DI RETE IR 3FHLAI, 418 H 2
L THE BRI FIT S A RE A% A7 20 0 10 e WAL Ut
BR 1) A0 B DN B 0K, 3K R 45 1 W 1) 2 W A
TIT R T R AR,
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Abstract
AIM: To investigate the expression and
correlation of VEGF-C and CXCR4 in gastric
cancer tissue.

METHODS: Semi-quantitative reverse transcrip-
tase-polymerase chain reaction was performed
to detect the expression of VEGF-C and CXCR4
according to cancer stage in cancer and adjacent
tissues in 50 cases of gastric cancer.

RESULTS: The expression index of VEGF-C in
gastric cancer stage pN; (0.34 + 0.08) was signifi-

cantly higher than that in gastric cancer stage
pN, without regional lymph node metastasis
(0.28 £ 0.09, P < 0.05). Significance differences in
the expression indexes of VEGF-C and CXCR4
were found between stage pN, (0.34 + 0.08, 0.31
* 0.08) and stage pN,+pN, (0.40 + 0.10, 0.43 *
0.14; P < 0.05, P < 0.01, respectively). Signifi-
cance differences were also found in the expres-
sion indexes of VEGF-C and CXCR4 between
those with or without lymph node metastasis
(0.36 £ 0.10 vs 0.28 £ 0.09, P < 0.01; 0.35 £ 0.12 vs
0.26 £ 0.09, P < 0.05). The expression indexes of
VEGEF-C and CXCR4 between stage pN, (0.28
0.09, 0.26 £ 0.09) and adjacent tissue (0.21 + 0.12,
0.20 + 0.11) showed no significant difference.
There was a significant correlation between ex-
pression of VEGF-C and CXCR4 (r, = 0.341, P <
0.05).

CONCLUSION: Our results suggest that the
expression indexes of VEGF-C and CXCR4 are
associated with progression of lymph node me-
tastasis, and the indexes appear useful for clini-
cal evaluation of lymphatic invasion in patients
with gastric cancer.

Key Words: Gastric carcinoma; Lymph node me-
tastasis; Vascular endothelial growth factor C; CXC
chemokine receptor 4

An LW, Liu Y], Zhao DY, Xu HM, Guan YF. Correlation
of VEGF-C and CXCR4 expression with lymph node
metastasis in gastric cancer. Shijie Huaren Xiaohua Zazhi
2007;15(18):2026-2030

fiig
B 35T B %4 22 VEGF-CACXCR4 ) & ik
LKA AR T E AR K.

Fik: A¥EFRT-PCRF A 50%) § H 20
i Fa A B I P VEGF-CA2CXCR4M %
KK

HR: ERCEESAEE(PN,)E HAR@0
= 12)PVEGF-C#y £ A 454 4 0.28+0.09, 5
pN,28(0.34+0.08, n = 35 LA £ R A 2 H &
L(P<0.05); VEGF-CA=CXCR4ZpN, 28 F # &
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iR 4£(0.3420.08, 0.31+0.08)5 pN,+pN,28
(0.40£0.10, 0.43+0.14) L4 Z R H A B E &
SL(P<0.05, P<0.01); f2#k B 45 2675 [RME 09 B 5
82 (n = 38)F VEGF-CA=CXCR4#) & ik 4544
(0.36£0.10, 0.35+£0.12) & T L# B4 #pN,
28(0.2840.09, 0.26+0.09, n =12), 23 H %
% & 3L (P<0.01, P<0.05). VEGF-C#CXCR4 /£
pNyZE ¥ # & ik 3 44(0.28 £0.09, 0.26+0.09)
548 8 4R 2R b8 (0.21+0.12, 0.20£0.11)
£ R H R FHE L. ZSpearmansF R A8k AT
VEGF-C##CXCR4E B BA LR F £ A Z A A
J£ 2 A0 % M (r,= 0.341, P<0.05).

Z5i8: VEGF-CHrCXCR4#) £ X F5 M B Ak
B AL 038 i 3 dm, # 4 Z I8 A A — E A
Ve, AFTRM A O 45 545 A 0 W R

x89: BiE; EEHD, I NRARERRETF
C; CXCHELEHFZ k4

LIS, XKE, KNS, RER, X—K. BBALRVEGF-C
FICXCRANZIESHEL LRI AR, BRENBHRE
2007;15(18):2026-2030
http://www.wjgnet.com/1009-3079/15/2026.asp

03I

P i R0 2R ek P S bR vp i SR 24, A
T, B AT A A O R e T S )
23.93%, B PERIZET SR L. AR T %
Jo e AN T PR R AN RS, Tk A
et B R W H T Nz —, HH 3T
EWEENLETS A T3 iE R, DR 4 ek 2
SRR T Iabr, BRI A R T
FHLHDOS R o 30 T ARFIBU T 38
P JRRe B A B R AR AR MU A A
K [Kl+FC(vascular endothelium growth factor C,
VEGF-C) & 1 Stk A AR A K, 5L
S AAVEGFR3AH AR FI R J 1R 42 3 Ge A IR
[ AR EL 7 A B bR B % ke S A .
CXCitatk [’ 32 1£4(CXC chemokine receptor
4, CXCRAEEAILIN 732 R A 0L, i 5
HEAACXCLI2 AT it a1 #%, 5
R R A B M OG, RIAEAEMF RS,
Jid 55 S @k VEGF-C. CXCR4 mRNAKIA
IR B 55 T iU T A e RS 1K G R T G i
DLRE. AR HRT-PCR(reverse transcription-
polymerase chain reaction) /7 7AXF 50628 F K
69T 1K) B 2L 2R O i 55 A1 SV 4T VEGF-C
mRNAFRICXCR4 mRNALIE K J: 5 5y
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I g, X9 A S REAT 0T, B AR R
VEGF-CHICXCR4Y B itk & R 1k &,

1 MRFEE
1.1 ## 2006-06/2007-01 v [F B R A2 B s 55
— = Be R SRS i R S0, B35, Lo15f,
HERY35-72(F14157.4) % . I PR 0144 1997 4E [H b
Prw I B (UICC)britE, P IR HT 8 AR AT 10
J7 BT LA PR G T, ST B AR AR
AR, ARG RGIWHE AR AL, £ TF AN
DI BR A B B 5 4 23 (2 BRI FE L SO AIE
FhIEZH (AR ZH 2S5 em A4, Borrmann IVAE
J5510 cmbLlAh), U FhRAG S EBNE AT
0.5 hJ5 % AN-80 CUKFI T IRAF. TRIzolikF1IH
HInvitrogen’/A &, RT-PCRiX ] H(RNA PCR Kit
AMV Ver3.0). 5|9# HTaKaRa /A w] $e 4. K H
TRIzol—PVLIEIUA ZUBRNA, KA o
DRI, Ay I L s B, B RN AR
B 4500 mg/L.
1.2 7%k FERHRT-PCRIR N AL R IR H &
VLB, S ficDNAJGATPCRY 1, Al Ar A
VEGF-CHICXCR4 mRNAEIA/K . PCRJ% W %
FEAL T FREE KPR IE I B0 | Y 4541, LA
TRPCR“ W) 5 W S W S5 ) I ASEAR 55 514 LA
Primer 3(http://frodo.wi.mit.edu/cgi-bin/primer3/
primer3_www.cgi)E 1T 3 0F, HATHEYE B 2725
Lo AT, AT Rz K B X i, LGAPDH
h OGS B, DA R o B A 1R R R N ARE i 2
SLRF RS 1 38 7= 0 2 BRI 514 e
B, §IEPER /N RPCR X N 4 F(FK 1). PCRF™
MZR0 o/ LI NIt e HL K, 10 mg/L EB
{0, B A% # 4 (CE[E Alpha FluorChem)fif%,
Image VA AT A BEAR, V45 AR 0 Ok
JERR D WIETE = P36 X R 46 H )
LA — B CXCR4E, VEGF-C 5 GAPDHAE A =
WA WO FE () B AEAE S CX CR4ELVEGF-CHY
FIEIREL

Bit A3 fESPSS10.048 i W, v o
R, TS A v i R mean + SD#UR, HLEH]
AR5 AR FH Spearman 5 25 AH 9% 43 #T. P<0.05
EENE S 8

2 B8

2.1 VEGF-C#CXCR4#) &k ik (e 554140
VEGF-CHIRIEFREUN0.2140.12, HIhk &5
BRI B e 4 2 p N, 41.(0.28 +0.09) EL 55 2 51l 6
BB X (P>0.05); KBUTCCA AR pN,

Wi £ E
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5 0K fn R IR 49
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WAl # & B
A K ART-PCR
FoksT B BAR
e Ers = 20 SEWREICT) FHIAbp) FEFREL
CXCR4 mRNA% ~ GAPDH  F5'-AGGGGTCTACATGGCAACTG-3' 63 234 28
Hok BT ER R 5'-CGACCACTTTGTCAAGCTCA-3'
?‘;*ﬂ‘l- ;jﬁ;ﬁ %ﬁ VEGF-C F 5'-GGAAAGAAGTTCCACCACCA-3' 61 248 32
U , ,
8 5594 0 28 15 R 5'-TTTGTTAGCATGGACCCACA-3
Wipwm i, %  CXCR4  F5'-GGAAAAGATGGGGAGGAGA-3' 57 159 34
Z 0 e — R AR R 5'=GCACTTCCAATTCAGCAAGCA-3'
Eb, RFHEE
BlAA. LR
#AZ Y LA R
R, EFEF 1 2 3 4 5 6 7 8 B 1 SEARDGAPDH,
@R H AL VEGF-CHICXCRAMVRIL. 1,
il GAPDH 3,5, 7: BEEARYY 2, 4, 6, 8:
B
ZH(0.34£0.08) 5pN A L 2 5H B #H B X
(P<0.05), HpN,+pN;41(0.40+0.10) k%% 2 5
H R FE X (P<0.05); VEGF-CEH M E L1 @yseR n VEGF-C CXCR4
(B s R b i A FE 500,36 +£0.10) T8 5 50 0.21+0.12 0.20£0.11
MO PN (B, %), ZUHEEEY P a
P<0.01). 7k 55 4L HICX CRAN 2 14 54y PN, 12 0.28 +0.09 0.26+0.09
(P<0.01). A1 55 A1 21 H PN, 25 0.34+0.08 0.31+0.08
0.20£0.11, 5L E LB B4 2 pN 4l pN,+pN; 13 0.40 + 0.10° 0.43 +0.14°
(0.26+0.09) Lb B 20 o i 2 B X (P>0.05); MK MR
UICCHH WIA5vEIEpN, 41(0.31£0.08) 5pN, 41 LL - 120282009 026+009
+ 38 0.36+0.10°  0.35+0.12°

BERTE 2 5 X (P>0.05), SpN,+pN,41(0.43
+0.14) LB 20 2% 2 X (P<0.01); CXCR4ATE
AR EEEH T B AR R EHE(0.35+
0.12) = T Ik L4 B RS pN AL, 2 AT 3 7 X
(P<0.05).

2.2 VEGF-CH#CXCR4 & ik t948 % M ZSpear-
man&§ A O3 AT R WA 1 e L 2 W 2 )
TEAE B E MM (r,= 0.341, P<0.05).

3 111E

VEGF-C et L P R 40 A K DR 505 il 1
2, 5PN ZAAVEGFR3SE AL HEMk = i
2 40 i 154 5 AR O A2 . Mobius e a7l
Siriwardena et a/™ {55 73 5 7%, VEGF-CAE
£ % IR A0 e N i SROIR 4N R ) R S
W E R WS R TiE S PRG3R
TN FHRT-PCR U7 V50T 5 i 40 2R C ) 8 5% 40
ZUHVEGF-C mRNARIE K BEAT 0 47
For L, RN, pN A B E T VEGF-C

°P<0.05, °P<0.01 vs pN;; °P<0.05, P<0.0 vs ToMELEEERD

mRNAFRIEIEH & TpN4, $E/RVEGF-CTEF;
SEACT R AT RIS B, MpN 4L i 59 5541
ZIVEGF-C mRNARIATREC W% %= 7, $#oR
VEGF-CH e 2 2 5 Bk D%, 1
LS ELY RS i S N TS P S T VIN
N B AL P VEGF-CIHRIEFRH 5 Tk
ELE5 #8 DL S TN M T Hh b 245 70 G EAH G,
B4 m X, Hirakawa er al™3@ 57 5E H/N i
FRIREGY RN, VEGFE-CANBER N J5t A2 i 4t
B AR A, T s A R bk E &8 2 B i i T Ak
SETE LRIV EGF R34 16 18 42 W9 24 4 e 46 75
B IEOAEE, R — FLAS BTk (&5, 130
A7 R A 5 S o, A T o Ak AR £
SR H LS. T, VEGF-CI SR & F
T R IAF . Suer al"E AR/ BRI 5 K
I, VEGF-C/VEGFR3A:W) 5l (i 3k g 4 i iz
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Bl S INILARZRE L SRR 4 B AL A,
R 21 23 H VE GF-C IR ik 5 I R 78 KA IE
FHIRRVEAT R A IE. XL oE 5 AT 5¢
g AL 378, VEGF-CAE TN ELE #44 1 5
WU E.

FE A DR 12— 2R e L R 42 o e 92 4 i )
JORESE TS (W4 PR 1. Fatb IR 7 1R Th g
FHR SZARA T, A F G 0= A 5 2 S0 40 i a4k
PEIE R 2 B AR B e, SRIF BoR, Htk
DR B L2 A A S o 40 i 52 s 3R ik, BN
[ g e 2 AR, 5 R e B v e U RN e RS
HE M B A B DA G, o CXCR4
HHBAACX CL12# /C X CR4/CX CL 1244yl
i PR EA 5, TEMRR AR R e fE b, (et
R a0 AR R A (R L AR R,
TR, 25 MRS, Muller er a/'¥)
i, CXCLI12/CXCRAJL R YL T FL e e B At
o AT R R M = R IBECX CRA, i 6L
S B W WL BE R AT bk R s L Tl BT RN
i ) e 7K P M R A JL A C X CL12; M 52 2]
CXCR4L5CXCLI12f145 4 nl 5| i 4h o py i 42
HAMERES S B, WA REs) T, A
T B R AR R 5 3 g A0 T 1 A R
22, ffHCXCRAFEHIAIT 14080 I RN A T4
AR C X CRAHE PR 2 ] 10051 Lt g 40
RAMRTE R S Y Kodama er al™ W57 6 W,
CXCRAM KL B 50 B # AR . iR K
AN RIEFERE IEAR R, I SRR
F A (P<0.0001). Hao et al™ W57 W, BEAH:
L IR 20 20 P CXCR4, VEGEFIMMPY(matrix
metalloproteinase 9, & )54 J& & (1BE9) il Tl L
B B 45 e B . 56 T CX CRAYE B L4 %
IEAE DU AT HGE. ATFTE R R, CXCR4/#
IRFRECS A TOR A UL AN R R R BT
FHPAEE G % 2R, $/RCXCRAT fES H
T bR L G B RS LA O, HEI AT B ik CXCL12/
CX CRAEATAL 1 I8 41 3T #5 itk (0 &5 K.
X FEATEFUED S e
TR OCHRE—EL

AT T B AR P VEGF-CHICXCR4
RIEWIM M, LI 45 4 Spearman®s 4 AH
KM R P H K IBFREEA K (= 0.341,
P<0.05), 3R ETE R A RELHE S A
A YR IREF, D& T3 J5 T AP 5 180 A LR Tk
— B WFR R VEGF-CHICX CRAA: 8 Ji bk 13
FEREHLEI A S A BOCR, AT Bh T 1 )
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R T R AL, Sk 1 g R R T S
Prad . FERR YT A, A T e e
TERE I SE R0 $ i 2 50 JE A

R B 45 B B i e e WL A RS T U
—, TR CRED 2 B R LU R AR A
(3B, X4 T Ik C A 7R IR 1) 7 75 0 FE o
A EEAEH. HRTTNMS 2 ik 0 45 53 K
FEARJE T T, FEN &5 RS is 480
5%, T HAER B 5> G L BRAEA G 3R AR, EG A
VEGF-C. CXCR&A¥ N PN B itk i #2 2
ftEr k. 25 LPTi&, VEGF-C. CXCR4FKZL/K
S5 R R S RS IE AR O, A5 B e A 4 21
HEERIVEGF-C. CXCR4MRN AKX}
O R 2 A R AT B IR RN .
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Abstract

AIM: To detect expression of E-cadherin (E-cad),
B-catenin (B-cat) and matrix metalloproteinase-7
(MMP-7) in hereditary non-polyposis colorectal
cancer (HNPCC) and sporadic colorectal cancer
(CRC), and to analyze its relationship to the
biological behavior of HNPCC.

METHODS: Protein expression of E-cad, B-cat
and MMP-7 in 30 specimens of HNPCC, 30 of
sporadic CRC and eight of normal colorectal tis-
sues was detected by SP immunohistochemistry.
Their corresponding clinical data were analyzed
retrospectively.

RESULTS: The positive expression rates of

www. wjgnet.com

E-cad and membrane B-cat in HNPCC patients
were higher than those in sporadic CRC (E-cad,
86.7% vs 60.0%; membrane B-cat, 83.3% vs 50.0%,
all P < 0.05). The positive expression rates of
cytoplasm B-cat and MMP-7 in HNPCC patients
were lower than those in sporadic CRC patients
(cytoplasm B-cat, 46.7% vs 80.0%; MMP-7, 46.7%
vs 86.7%; both P > 0.05). Positive rates of E-cad,
B-cat and MMP-7 in the two groups were signifi-
cantly related to depth of invasion and lymph
node metastasis (r = 0.732, P < 0.05), but not to
sex or the size or position of the tumor. Protein
expression of E-cad was positively correlated
with expression of membrane p-cat (r = 0.477, P
< 0.05), however, expression of membrane B-cat
was negatively correlated with expression of
cytoplasmic fB-cat (r = -0.419, P < 0.05), while ex-
pression of cytoplasm B-cat was positively cor-
related with expression of MMP-7 (r = 0.380, P <
0.05).

CONCLUSION: There are remarkable differ-
ences in expressions of E-cad, B-cat and MMP-7
between HNPCC and sporadic CRC. This could
be the reason that HNPCC tumors are less inva-
sive and have less metastatic potential compared
to sporadic cancers.

Key Words: Hereditary non-polyposis colorectal
cancer; Sporadic colorectal cancer; E-cadherin;
B-catenin; Matrix metalloproteinase-7; Histopathol-
ogy; Immunohistochemistry

Gu GL, Wei XM, Wang SL, Ren L, Zhou XW, Li DC,
Hu YY. Expression of E-cadherin, B-catenin, matrix
metalloproteinase-7 and its correlation to invasion/
metastasis of hereditary non-polyposis colorectal cancer.
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;’Mrﬁi% Fik: A R A AASPERMHNPCC (n = MMP-7)2EERHET. E-cadt—FhCa™ ik
ATHNPCCH#, N > .
iy M;ﬁi 30). WA KR FE(sporadic CRC) (2 = 30)Fe  JibE4I AL 40 7, AT L2 41 MIZE B, G

Vo R 3%, BFR &
& K XA A
R e AREAR S,
AR foJE 4
7 % *FE-cad,
B-cat, MMP-7 &
HNPCC fe# &
K W R AL
RRHATT AR,
PR SN
IR X B R
' S R Ly
it Wnt/B-catfz &
il % . MMP-74&
HNPCCZ £ #: 4
P ARAIAE R, A
B A VA B RN
AT T AR

B KA (n = 8) P E-cad, B-catf*MMP-7
# R KA,

ZR: E-cadfe OB A A B-cat A HNPCC Y 9 [
M &k 23 T H fEsporadic CRCYP 89 &k &
(B-cad: 86.7% vs 60.0%; ALfEB-cat: 83.3% vs
50.0%, ¥1P<0.05). ke £ A B-catfeMMP-7
0] A8 B (fie i B-cat: 46.7% vs 80.0%; MMP-7:
46.7% vs 86.7%; 34P>0.05). 0 FE-cad, &
J & 3k B-cat, BOLJR A A B-cat, MMP-744 [a 1 &
KRG R Fe B g 6 Ko R B
R T K, 5 I G 1R AT IR L Fe 5545
5% F A% =0.732, P<0.05). E-cad 5 feL it
KA B-cat B EAR £ (r = 0.477, P<0.05), MLt &
A B-catl LR £ A B-cat Z i AKX (r = -0.419,
P<0.05), 1 0L JT & A B-catls MMP-7 2 iE 48 %
(r = 0.380, P<0.05).

#£i8: E-cad, B-catf*MMP-7Z£HNPCCH=
sporadic CRCP#9 e R ik £ £ F & T
AHNPCCAERIFL W12 5255, 4645 ) Fo Tl
Ja BIAFH R A Z—.

RET: B S AR R, Bk KR,
LRERWED; p-EEX, EREREOR-T;
TR, AN
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st AL AR B A P K9 (hereditary nonpolyposis
colorectal cancer, HNPCC) X #{LynchZi &1L,
&M AT E B (mismatch repair gene,
MMR) 7845 5| e 1) 55 Yo 00 S8 1k st 1
Jy K (colorectal cancer, CRC)—AMIRiR
LAY, HNPCCIR g A% 0 PRURE IR I PR 2Ry
RSP WKL, HNPCCHAR AT R4
WL BRI ZE L 2 Rk 2 WL FE
A, (RIS HBH B 4 T UK 1K i (sporadic
colorectal cancer, sporadic CRC)™®. J§i X 7E 3k 15
Z Wik, HNPCC Lt sporadic CRCHIfZ 2855 ¥4
B A 2 N E S 5CRCINIR EREFS, It
o IR 5% 43 s R/ B S5 e 1K) b R A R B AR A
(E-cadherin, E-cad). B-i%#%#(B-catenin, B-cat)
N3 54 8 £ 1 -7 (matrix metalloproteinase-7,

Je AL SE Rk, L R 0 PR 3 DR R, AN
MANHI IR #555. B-cadifi 5 B-catsh & A RER 4%
FIREYER. B-cathiZ 5 41 M R B 4b,
JEWnt/B-catfs JHIE B 11 SR 11 THIMMP-7
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L1 5 5 i 3 I JIE R0 40 0 470 ik S5 s A i 8
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AR B R IA e LR IR AR R RV RS, O
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HNPCC LR A42447 R Z [ R K R

1 RT3

1.1 ## 1980-05/2005-06HIGHNPCC 3041 (5
234, Le7B; R 18-68%; Ailm2111, HI%9
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Amsterdam [[ FRvE™". [ HIBOAER =605
WA G AR A 7] FH 2 7 K ¥ sporadic CRC
B 30H(F 2041, Zo10M; F#260-89%; 45l
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R8I (T 61, Lo2fil; Fik45-70%; &
oM, Elm2M). brAS A . AR )
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1 B AL s R AZ M B A AL iR I HLAB vision
Autostainer360 [ 3] 4L A F2 48 (H @B A 7))
R TERG B N E LLOlympus Dp70EIE KA
BT GHAT R 4T

1.2 77 SEEGH ™ W vt B ERAE. DR
I 427K, E-cadfIB-catdl /i 1EE 5 min, MMP-7
HAAFTURIEE. 30 mL/L HO,0 H 10 min, 2
TRK PR, PBSIZIES min, 00 IE S IALE TAF
W, W% E 10 min/G i s, AvE; Wn—P37CiE
2 h, PBSPE3 min X 37K, 0 —HL, B 5 15 min,
PBSPE3 minX 3K, 0 =i, #H 15 min,
PBS#1¥E3 min X 37k, DABW. (4, frARZE Y, I
K, B, B PBSARE BB I,
KIGRRIEE b i 815 DA B L 7220045 1)

www.wjgnet.com



ER, 5. iR eI SRR DEALRE-cad, B-catiIMMP-7RIA R I OHER 2033
mi:A2E

ax’:| n E-cad  B-catf@fR  p-catfBER MMP-7
HNPCC 30 26° 25° 14 14
sporadic CRC 30 18 15 24 26
[ES KGR 8 8 8 0

°P<0.05 vs sporadic CRCZH.

PLEF T REALIE 10N FLET, TF S AP b iE
R0 NS TR 41 e i L, O35, E-cad
Feak AT A0 M M RE P 4n i £ =70%1c K
E-cadBith. MM, J )i 5 )7 [ AL 5% B-catlf) &
KB B-catfE A PH 41 2 =70%ic A B-catfig
JE eIk, B-cat?e i BH L4 R $>30% i Ay B-cat
W i IE. MMP-7E 7 T BT, A 4 (25 52 A
BH I 40 B 2 255 T S0P . G (g 0k Jo
o, UGy, 2 P S g (R, 300 YL (aah.
FEEAN B2 0o<5%; 10<25%; 2 4<50%; 3K
<75%; 40 =75%. LAt S RA T4 2 2
MTHEPES, 0-293 AEAYE(), 3-570 AR,
6-743 A S B (). P 44 i 4 B HE R A X
BHikE.

Beit 3 A0FR N HISPSS13.048 tH i fF kAT
Gort T, VHECTORER AN B SRR L
B CKLS, IEA ATV REPORR B LB )
PR RIS R A B0, 25 2 A v B RR H
H5E A HALE T I Mann-Whitney SRR 56, F1
I3 AH IR F Spearman 5 4 AH 5 20 #T, P<0.054
ZERF GRS

2 B8

2.1 E-cad, B-cat, MMP-7#9 % i% E-cadfllf-cat
R 8 A UREAR T BRI T B A - 4 i 4
fi 0] P4 LS -, B-catt T A TR B A v S
FIL; R ] A Qe E R . MMP-7 E 23
ISTER T, SEARE ERURDIR, 5 BB g, i
Je [8] LA (4. Sporadic CRC4LHE-cad, B-cat,
MMP-7/{ 25 5 HNPCCHLAIE F B4 2= 57
B#(#K1). E-cad, B-cat, MMP-7 1 PH 11 %35 %
B S RPE S BRI o A TG B O R
(P>0.05), M55 I8 IR JUVR BE AL B B % )
A%, Bl 5 CRCHIDukesy M V1A, f ik
1% B-cat MM P-7T{EAZ YUK B AN 2RI e # o
(1 B 2 08 2 WY B v TR AU B T SR R e 7%
F(P<0.05). TME-cad FH I 125 B-cat 45 5 N AH [

www.wjgnet.com

(#2).

2.2 E-cad, B-cat, MMP-74 ik #9486 %4 HNPCC
Fisporadic CRCH 4 1 E-cad Fl iU i % 1 B-cat ]
ISR IEARR, i MR IA B-cat M it A
B-catft W] W (1 A AH R, J KI5 B-catHIMMP-7
RHEIEASE. A HNPCCHE-cad 5 ik
i B-catfflr = 0.438, P = 0.015; JfufFi ik p-catty
J T I B-catflr = -0.449, P = 0.013; HiFfikik
B-cat 55MMP-7[{Ir = 0.393, P = 0.031; Ifisporadic
CRCHHE-cady i i &1k B-catiflr = 0.516, P
= 0.004; JBHERIER-caty il iR IEB-catiflr =
-0.389, P = 0.034; g iifikB-cat 5MMP-7()r =
0.367, P = 0.046(3%3).

3 Iie

TEMMIRE I R A R SRR TP AR ARG 2 bk R 45
Ryl D R, 56 A B3R 1) it i PR AT g 2
LR Ui SR DR AR 1 AL PRI, i R DRI M
MR R AT ke 45 S DGR /R Y. A
IR R A R 228 R, Wat/B-cat
15 I Bt AR R mE Y. B-cati&Wnt/
B-catfF B BRI BN 1. BFST oK, B-catfk
Ji g 1) 5 28 2 e vh A B A XA H ;A5 M IE
W RIK M B-cat Ca> A ME LN MU F B 2 T ——
E-cad4i &2 503 LA AN, TR 4l
LR e, B Lk R 40 e 25 Uk kL, AT 4
il g e A U E N5 R 1 B-cat I AN A
1 AP CHy il F 33 Fil B-c at 7 i S AN A% Hh AR R
MR RIS, i RILMIB-catid BIWnt/B-catfi
SV % (1) U DR, T MM P-7 5 & Wnt/B-cat
O R MMP-TEMMP
FE A G B e 0S, 1T L E 7 iR 4 i
Feak « ANTE MR 18] B AR IE FIMM P, Ry 1
ghi kb ik = 5 A 23N HI A1 (tissue inhibitor of
metalloproteinase, TIMP)AH H.4F ] i) C AR i [X
B, ATMMP-7 5AT 58 K 3 LB D RE A )iz
R Pk, TR B2 TIMP A G i 15 4 B 48/,

E-cad, B-cat,
MMP-7H 7T #% &
Jy F) B X M A%
Z RN RIRE 8
— AN AF. BT
MMP##B-catég 1t
5 A A B4 37 ) )
&I 4 A T AR
o ls KRG I, AFF
A G E
ARBET —2f
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LA S B = 2 KR7%E-cad, Bcat, MMP—7PEMEZRIA SIGERAIERAIF. F(%)
AR AR B A R
X W 5% (HNP-
;Cﬁ)a: 1 f;;"}’ ;}7 x| mE n E-cad B-catf@fE p-catf@iR MMP-7
=] 7 & A
(MMR)# zx % HNPCC Ml 5 23 21(91.3) 20(87.0) 9(39.1) 11(47.8)
R HE F Bk 58 7 5(71.4) 5(71.4) 5(71.4) 3(42.9)
iﬁflﬁ f 9%;5; Qg K <4 cm 16 14(87.5) 13(81.3) 8(50.0) 7(43.8)
A 3R KW 5 b
S0 EIFLS R - =4cm 14 12(85.7) 12(85.7) 6(42.9) 7(50.0)
A Amsterdam Il =i BGHER 18 16(88.9) 16(88.9) 9(50.0) 10(55.6)
AR, B (DR Va7 3 3(100) 2(66.7) 1(33.3) 1(33.3)
AP Z 0 A346
HNPCCHE £ b 5 . %% 9a 7(77.8) 7:77.8) 4(44.4) 3(33.3)
(46 K. F =] KEN 21 21(100) 20°(95.2) 7(33.3) 7(33.3)
TRBRE. DB BN 9 5(55.6) 5(55.6) 7°(77.8) 7(77.8)
a ; giﬁgig WSS T 21 21°0100)  20°962)  7(33.3) 6(28.6)
A ik R K =] 9 5(55.6) 5(55.6) 7%(77.8) 8(88.9)
B B)VE V16 sporadic CRC MR =] 20 11(55.0) 10(50.0) 17(85.0) 18(90.0)
5.0z zﬁ”""*?f*ffl- T 10 7(70.0) 5(50.0) 7(70.0) 8(80.0)
20034 4%
SE R T b NN <4 cm 13 8(61.5) 7(53.8) 11(84.6) 10(76.9)
AHNPCC ¥ 47 =4 cm 17 10(58.8) 8(47.1) 13(76.5) 16(94.1)
. FlE R AR v G 14 9(64.3) 9(64.3) 12(85.7) 13(92.9)
i ECERS, 4t
B 8 T A Va7 5 3(60.0) 2(40.0) 3(60.0) 4(80.0)
R % Fo & B MW B B 11 6(54.5) 4(36.4) 9(81.8) 9(81.8)
A L B =z REA 14 12°(85.7) 10°(71.4) 9(64.3) 10(71.4)
e R 16 6(37.5) 5(31.3) 15°(93.8) 16°(100)
MEBERE Tt 12 10°(83.3) 9°(75.0) 7(58.3) 8(66.7)
=l 18 8(44.4) 6(33.3) 17°(94.4) 18°(100)
*P<0.05.

#& 3 HNPCCHlsporadic CRCZE4RE-cad, B-cat, MMP-7BBIEZRIKHINE=1En

pari:| n E-cad [REB-cat  MEFEP-cat
HNPCC fAl8p-cat () 5 5
(+) 25 21
f@Rp-cat () 16 12 15
(+) 14 14 10
MMP-7 (=) 16 12 15
(+~++) 14 14 10 12
sporadic CRC f@fEB—cat  (-) 15 6
(+) 15 12
fRRp-cat  (-) 6 3 5
(+) 24 15 10
MMP-7 (=) 4 0 0 3
(+~++) 26 18 15 21

K, 7ECRCINZ 2% F P MMP-711E H
L HABMMPRE 51 B B2 MMP-70] H3:2: 5 5y
iR U SR 440 P A R T I MR R 2% e
[ I MM P-7 2 5 i Jl5 o () E-cad FH B-catff) /)
fi#, I R IAB-cati i BRIA. BRI, B-cad,
B-catMIMMP-75CRCINIZZE. R EVINIK.

ARG LE R LR, B-cad FI R IAB-catfECRC
rh ) IR IE T A b B R 1R R R
DR L 4 e B i 208 B B PR AR, 25 S
W3, T PR B-cat RIMM P-7 1) 3 1K I AH J2 .
XU B-catffFRIE 7 AMH S 5 T CRCI
KA, M HIE M BICRCIIZZE. . HEiA
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JMIRE IR KRR RFE. R T MR
AN FE R R B, MIE R AR & X
AT LAk 78 o8 R A 5 B B ke s T TR 1A
BEURY. AW R LR, B-catil (ARIE R H
BUZE T CRCAMH R A H 2 M 75 1 A ek 7,
Hix— RS

AW R, (EHNPCCHlsporadic CRCH!
E-cad, B-catFIMMP-7T&IA ) 2 57 b 2. 3 ¥
#HCRCIIEZE . BB VMG, Frlh, X nlfg
AHNPCCTESRAFIZ W2 2855 . A DH—A
FTRERI IS PR 20K 77 A ik 5 B JR PR : HNPCC
& HTMMRIF R AL G]E, TMsporadic CRC
W 2 & A PCEER [ 2848 51 12", HNPCCH
[FIAPCHEN 542 B i /b Fsporadic CRC. 548
KA APCE L LES R TT HB-catE &
Wy, W 3 R 235 B-c atE i 5T T (KRR 220 A
FIMMP-7 )15, R T s iR 285 %
MMRAE 5 EHNPCCAR I PRI, 3k i T 16
UL DR A AR R B 1T Y 52 A& (transforming
growth factor B receptor type II, TBR II )58 2k
WY O A A K I T B(TGF )il Smad7
19 G2 5 BRI E-cad Fl IR K R 1K B-cat
(FIRE 19522, IR 3 BIHNP CCHE-cad Fl i
[ 2 15 B-cat il F iA #sporadic CRCHE . X 1+F
AT — 09T, Johnson er al* RIEHNPCCH
B-cat[f] ZH34M g TR AF e sporadic CRCHH I %2,
{F LR 5 A% 777 A (R B-cat 8 145 A7 FL A i

H A2 25 81 B-c a t400 361 750 0 MM P o6
T EL T 4y 38N PR T 1 g Tl 988 ¥ 57 40 35K 11 B4
PO H AT N RS B B S AT
G4k F A A S FH % 6 B-cat I RIMM P
HIFIEIT CRCIZR B T — AN 2 S
2 AN W [R) FLRR R 3 o WA R T W 5 AT
MEM R ZAR(ER) 032 2 AR (PRSI —FF,
7E N FH B-cat i 7 FIMM P 5 25 9 0f K s
B AT IR TT WU AT BT RB S R 4 2 UR /B
REACHEAT A 11 B-cat, MMP R 2 3& £ 1. B4
T R 2D R IR ol R in BB B UL R,
AHIFSE 45 5 0 e R 1S FH B-catd i 77 FMM P31
FERENERITCRCIMZ BB T — N
2%
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Abstract

Gastric carcinoma can be divided into two types
by the Lauren classification: intestinal and dif-
fuse-type carcinoma. Intestinal-type carcinoma
is thought to develop from normal mucosa,
intestinal metasplasia and dysplasia, ultimately
leading to gastric cancer. Caudal-related homeo-
box transcription factor 2 (CDX2), an intestinal-
specific transcription factor, is a member of the
caudal- related homeobox gene family and plays
an important role in the development and dif-
ferentiation of intestinal epithelium, and in the
maintenance of intestinal phenotype. In normal
adults, CDX2 is expressed in mucosa from the
duodenum to the distal colon. Recent studies
have found that aberrant expression of CDX2
plays a crucial role in intestinal metaplasia for-
mation and intestinal carcinoma.

Key Words: Caudal-related homeobox transcription
factor 2; Dysplasia; Intestinal metaplasia; Gastric
carcinoma
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transcription factor caudal-related homeobox transcrip-
tion factor 2 in intestinal-type carcinoma. Shijie Huaren
Xiaohua Zazhi 2007;15(18):2037-2041

LR

A FELaureny B, B o A Fa iR A B &
WA A RRER T BT R B LR
AR FAMAE BRI HAFTRG S TR, %
MrBR R R eyt A2, A A R T
(caudal-related homeobox transcription factor 2,
CDX2), %+ i Z5 18 b % 69 & B BARKE L S
HEEAA. EREATE MR FOEET
e b B B P e A H BT LR AL, CDX2
REFFRAEL B AR LA A F iy A
R0 R A E AR

KERIE: SRIBM X FRFRAERRE 72, R
& i aE; B

BF, ¥£. COXERSHIEBRXANATHE. HFREA
EIEZYE 2007;15(18):2037-2041
http://www.wjgnet.com/1009-3079/15/2037 .asp

03I

TR AR G AR S AU MEFL % [H F-2(caudal-related
homeobox transcription factor 2)RICDX25 5 H
Mlodzik T SEMEAA N 73 55, & NARE S i TE
SRR IE WAL S R 1, A6 R b Bz 4 B i)
KB MARFFEA . S5 HRHE e AR
Wt B A AT MIER BRI &
e B R A A Rl B I 2 PR 2
Bzt i R R R 32 A ok 2 R I,
CDX2JE A ) 57 7 A8 15 1 R b s AL A An
S B A DA KT g T R AR B DDA O AR SR il
TER T CDX25E R 55 15 R i A2 M B
Pt ) O 28 LA AR G 23 -1 L i FR BIF 5k e A —

e,

1 COX2ERVEEH STHAEE
CDX2 N b [R5 S R HEFE R KRl i 2 —. [A
U5 S M D] R A % B 1 DA e s 1 T A

¥4 k4

% FTCDX2E M
LA OF e
#) #F 7 P Bai et al
% Kaimaktchiev
et al X IL.CDX2 12
A R R M
LRk, mA
BiEs TRgA.
Mizoshita et a4
KA CDX2 KA K
TP ST
AR & (FF M
A F )T A0
WAL mA R
BRI R A, AR
AH—E K, WiEF
*FCDX2A R 5
AR AR AR
o B 5T B R R R
H K o F AL 8
B A — ) R

E=
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mAUER PR R e, R Sl R AL T CDX2M AT AL,
o RWTSCIE R A AR E W 45K, Kaimakichiev e /™R ILZY10% (0 T2 4142
RAGTIRL, SRR 0 (R EPE. AR IEDRF ISR (6 RO CDX2RL, (A, FUIR, 1525 18

Sy 3F AR IR AT G
NEZ—, A—%E
& AT ik, 1t
F I A8 £ AR XA
RAHH L.

A AT DS S [, [ 050 e 2R AE R PR 5 A G 2R
FIR 23 AW RS i HOX X PARAHOXZ R, 1
HHFEHOX-A, HOX-B, HOX-CHOX-D 4
%, JG# A GSH, PDXFICDX(CDX1, CDX2,
CDX4)™.

1.1 CDX2A & 4% #h 7% & 09 45 My AF 4R CDX2JE
D] b 2ty 2 11 S PAR AH O X 50 i 5 1 88 1) [ Y
PERL ARk A G AR 5T 2 B C DX SE R 47 T
Peftik13q12-13, 43K:22-23 kb, 348 TH1
2N TR CDX2 8 A 311 L S5 1R,
T I R Ty - - R T 1) 7 245 S T DNA AR X
sk, ARSI T T DNA R RIS,

1.2 CDX2#9 7 ft CDX2AEM e b iR IA vk
SE A TR AR TS B TR RN 4 4 A4 T — 3
PE. CDX2IAF 11 72 52 K U R AEL ¥ 0 75 S5 11 2
—. IEWEYIR R B BT CD X2k e e v
KT, WE g B A S oAk
I YERE. R A 38 R )t 45 W F /N i b
R B A CEMER. Beck et al™'WFoE &I
CD X2 1] X fiy 38 A e 5 DR 1) 2 s R A7 9 1 A
R IRE AL R, N R B CD X 2% 5
BIUHTAL) 1R S PR FEDIR R (9 R A A AATTHE
PS40 M R S R IMC D X2 A 2 35 (1) 5
A bR AR S

1.3 CDX2/2 B L ¥ 80 k2 CDX2ERUIEN
JUA iz 3RIE, H OB A2 JLF I LG 3R B0
B LRIENR L, WA TN, g R
/NG bR, AR AT AN i i b
HRRIEY R NARIE R L CcDX2 ik
T UV 2 SRR I I b e e ik it 1 5 A R i
R, CDX2AE/NMa AT i h R IE 8w, i 45
W35 AR, (HCD X241 HoAth #8 B ZH 2 4
s B B BEBE. LR . AT AR AN E R
& b Rerh A ik Kaimaktehiev er a/* i i 8¢
B T RN LR, KWICDX2AE IEH il b
BATR s e

1.4 CDX2E& M7 ¥ 69 &35 20034 Werling
et al™WEE T 4764 N 0IE i C D X2 5 1111
KiEtEM, RIEE. B, 24w, 4

JoE . JIEZE S5 A0 b R bR 3 AT AN TR R
FERI B CDX25RIA, Hrh il s
i f 5. AR C D X2 H e 57 1 AE Y Ak i 3
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Abstract

One of the most common yet difficult to resolve
problems in clinical tumor chemotherapy is
multidrug resistance (MDR). It is also the major
factor leading to tumor recurrence, even to me-
tastasis. Hence, investigations into multidrug
resistance of tumors have recently become very
common. New therapeutic targets have been
discovered based on molecular research into
tumor lesions as ErbB-2. These should provide
possibilities for reversing tumor MDR by devel-
oping new types of antitumor drugs that have
higher performance and are less harmful than
existing treatments.
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Abstract

AIM: To study the effects of rosiglitazone, a
peroxisome proliferator-activator receptor
(gamma) ligand, on serum levels of matrix
metalloproteinase-2 (MMP-2) and the tissue
inhibitor of metalloproteinase-2 (TIMP-2), along
with the hepatic expression of MMP-2 and
TIMP-2 mRNA in mice with liver fibrosis caused
by Schistosoma japonicum infection.

METHODS: Fifty mice were divided into five
groups: one uninfected group (A), and four

schistosomiasis groups (B-E): without any treat-
ment (B), praziquantel treatment (C), rosigli-
tazone treatment (D), and rosiglitazone and pra-
ziquantel treatment (E). Serum levels of MMP-2
and TIMP-2 were measured by ELISA. Hepatic
expression of MMP-2 and TIMP-2 mRNA were
determined by real-time quantitative PCR.

RESULTS: Serum level and hepatic mRNA
expression of MMP-2 were markedly higher
in groups D and E [306.0 + 62.3 pg/L, 312.0 £
54.3 ug/L; -19.123 £ (-5.965), -20.375 + (-6.189)]
than in group A [221.3 +39.2 ug/L, -26.324 + (-
5.314); P < 0.05], but were lower than in group B
[4113 + 575 pg/L, -12.227 + (-4.426), P < 0.05]
and group C [402.9 £ 57.2 ug/L, -12.804 + (-
4.036), P < 0.05]. Serum level and hepatic mRNA
expression of TIMP-2 was markedly increased
in the four schistosomiasis groups compared to
the normal group [209.3 + 60.5 ug/L, -20.516 *
(-4.716); 213.5 + 66.0 pg/L, -19.944 + (-5.052);
223.6 + 65.3 ng/L, -18.767 + (-5.509); 224.5 + 64.4
ug/L, -19.676 * (-4.320) vs 150.4 * 46.5 pg/L, -
27.186 + (-5.985), P < 0.05]; however, there was
no significant difference among the schistoso-
miasis groups (P > 0.05).

CONCLUSION: MMP-2 plays a role in promot-
ing liver fibrosis. Rosiglitazone can relieve liver
fibrosis because it down-regulates the expres-
sion of MMP-2 in mice with schistosomiasis and
liver fibrosis.

Key Words: Peroxisome proliferator-activator recep-
tor gamma; Fibrosis; Matrix metalloproteinase-2;
Tissue inhibitor of metalloproteinase-2

Chen H, Zhang JH, Liu WQ, He YW. Effects of
rosiglitazone on matrix metalloproteinase-2 in mice with
schistosomiasis and liver fibrosis. Shijie Huaren Xiaohua
Zazhi 2007;15(18):2046-2049

iy 2
Bfy: #F 5 PPARyELAK F 4451 BA% 77 /s R v
R HTF 4 Yide, i EMMP-25 TIMP-244 % 4L

www.wjgnet.com



B, & SRYIEY) S EAMRRFET T4 ERE REDIE- 209200 2047
BT 4L ZMMP-25 TIMP-244 & B &k HEFRE&EEAMALIEIH F-2(tissue WEHAE

Fik: WD RS502, MALY A B3 BaA
A, Bt BAB, o EE T AC, T 57
BR 74 97 LAD A% 445 B Anvib vk BR 04 97 4BE. B
SRR LRI, A B3 3 S fn R ok g I AF
Yy FAER . A ELISA A8 2 75 MMP-2 %
TIMP-245 4%, %iF &L E FPCRA LML
N FIFLLLMMP-2 mRNAZTIMP-2 mRNA
o k.

%R D, EAhEMMP-26548(306.0+
62.3 pg/L, 312.0£54.3 pg/L)BAF48 L MMP-2
mRNA# & E[-19.1 £(-6.0), -20.4+(-6.2)]
& TFAL[221.3+39.2 pug/L, -26.3+(-5.3);
P<0.05], {280 RAK FBLA[411.3£57.5 ng/L,
-12.2+(-4.4), P<0.05]#2C#41[402.9+57.2 pg/
L, -12.8+(-4.0), P<0.05]. B, C, DF=E%H fo 7%
TIMP-2#4 4% A28 2 TIMP-2 mRNA# £
KR E G T B TR A[209.3£60.5 pg/L,
20.5+(-4.7); 213.5+66.0 pg/L, -19.9+(-5.1);
223.6+65.3 pg/L, -18.8+(-5.5); 224.5+64.4
ng/L, -19.7+(-4.3) vs 150.4+46.5 pg/L, -27.2
+(-6.0), P<0.05], 12.ix 441 |8 TIMP-2/4 & & %
P £ F(P>0.05).

58 MMP-2/8 fo 9B & )& BT 4F L AL T6 ik, F A2
PR HEAE ), PPARYBLAR ¥ #4-31] BR 64 FUAT 47 44K
M5 T AMMP-289 2k — 7 % &,

FKEE: T FA Y EE R A E IRy, FRAF 4
¢, MMP-2; TIMP-2

B, KRIE, XIEH, BRI SIEN/)\EEAR MR
RIFA4ECEREREDE-200%R. HREIBHRE
2007;15(18):2046-2049
http://www.wjgnet.com/1009-3079/15/2046.asp

03I

FERT 21 YE AL B i R, i o < s B P g -2
(matrix metalloproteinase-2, MMP-2)[#]J 1A 51
P O MM P-2 [ B B T SOIRBR Y
B2 I HE R R B T I e T AR AR L (HS ©)
WA DRI AE 2T e AL 10 TE paed 7 ke (i 24
HI . A7 SCHR A T8 3oL 54 4 g R 184 B ) s 52
{A&y(peroxisome proliferators activator receptors
gamma, PPARY)JRCAR, H LU AT 4EAb A
FHEL AT T A AR IR 2 T X — P (RS
PBLTIG AN S Aif 2, FATIWFUPPARY LR 2 4%
ARG T /I AL SO £F AL, MM P-2
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inhibitor of metalloproteinase-2, TIMP-2)[{] 451
FHFHLMMP-2 5 TIMP-2 [ 3L K % ik, £t
PPA Ry AT ML HU5 JH- 2T 4EAK 16 T REAE H A
HLH.

1 RIASE

1.1 AR BW/ANRSOR, 1622 g, T4
HORME K 2 R B B2 27 Be s ) S 3 vhots . BEAL Y
HSA, A0, BRIEH X IRALA6, B2
B Ge H A [l W d 2 404, Bk S o 55
2E LA WA T, MMP-2 X TIMP-25[4)
A B AR ARG R A\, SYBR Green
[ %63 Rl H M Biotium A 7, TRIZoIE
It H % E GibcoA A, PCRAX: _EIFHUIG A+
ARA PR F A7 (IFTC-2000 8 5215 5¢ % 5 B
PCR1X.

1.2 7 i IEHOM B H R T R4 wkm e IR
A ERK 2210 whoAS; G0 B2 s 2 4
wh i VB IR A5 R AR B R /K 210 wkoARS; mbms v
S KGR M4 wk G BER LRS00 mg/kg
HEH, RHAIT2 AR SO R A B KRS
BT 2210 wkoR; DS TT 4 G R 4 wk
Ja R PR 54 mg/kgE B I6I7 2210 wkok;
5 4 W n ks R v T AL G R4 wk g H
nL s P E 15 G TR HiD)IR Y72 d, B3R FH 2% 471 il
4 mg/kgE BVRIT 210 wkoK. 5 WisykAab s8N
B, I B T-20°C UK ARAZ RS, G20 I
B MR P IR

1.2.1 2 MMP-2ATIMP-2#m K ELISAJS
5, MMP-2 & TIMP-2i2 Wik 7 &k & [ R&D
Systems A ] 7= .

1.2.2 AFLLLAMMP-2ATIMP-2% & B FRAHL
HZ1100 mg M ABFGAI I AT, MATRIzol#
W1 mLIBHUERNA, BURRNAH AR, 05 5%
& icDNA. N ISYBR Green [ Gk A
ATSE I E HPCRI Y, LLEEcDNA MR, L
el H s i A B (GAPDH) A N B ], PCRY™
BMMP-2 mRNA K TIMP-2 mRNAJLK F B
MMP-25#1# 11 MMP-2514: _Lii: 5-TGGGT
GGAAATTCAGAAGGTGC-3', Fiif: 5-ATCTA
CTTGCTGGACATCAGGGGG-3'. TIMP-25|4):
i 5-GAGATCAAGCAGATAAAGATG-3',
Tiif: 5-GACCCAGTCCATCCAGAGGC-3'.
GAPDH75#): Lif: 5'-GAGCTCACCGGGTTG

B A B Ak
JLPPARyBLAR 5
A 2R R R AT 4 Y
by % F BEAT AT
. ALERFR
PPARyBLAR 2T />
B AR &
B ¢F e MM P-2
A TIMP-284 % 4.
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K FEHETPP-
ARyBAR T #5 5)
R LYY .Y (SIE iif
MMP-2 8 % i MMP-2 TIMP-2 MMP-2 mRNA  TIMP-2 mRNA
A PPARyELAR 5 [EEMWHR 221.3+39.2 150.4 + 46.5 -263£(-53)  -27.2£(-6.0)
A RGBT SR 411345765  2093+605  -12.2+(-44)  -205%(-4.7F
ggg AR s =T 402.9+57.2° 213.5+66.0° -12.8+(-4.0° -19.9%(-5.1)°
' P2l 306.0 +62.3* 223.6 +65.3" -19.1+(-6.0° -18.8+(-5.5)
S ETN00, (2T 312.0 +54.3* 224.5 + 64.4° -20.4+(-6.2)° -19.7+(-4.3)°
P<0.05 vs [EENWIRA; ©P<0.05 vs BRI IRLER0 BB,
GTTTTG-3', Fif: 5“TACCTGGTTGATCCTG (P>0.05)(F&1).

CCAG-3". PCRIx 2% TiAEME94°C 5 min, 2R
Ja94°CAEPE30 s, 53°CIE K30 s, 72°CHEAH30 s,
HI0MEH, B )5 72 CLEMP10 min. 7ELEA i
PR AR DO0AR 5. TRy 18 (4 W] I 18 G
cDNA I PE XS, 4 PCR A=W iz i ith 2k, 65°C
Touch-Down PCR, &/ MEFREE 1 710.2°C, 150
AMEIR, AESE LA EPCR RN = Pk R Af. 3
ST VR: FRRESAREHE = 2229 AACEt= ACt
FEIRE fh- ACt B-acting Ct = CtII 1% HE-CtAl
FESL. GEi A ACHE UL AT 5% 4AMMP-2 mRNA
J TIMP-2 mRNA [#) .

Siit A0 KA SPSSILSHAE . &
Pkl 2k B Llmean & SDuR, SR H 77 Z 430 #T, P<0.05
NESAG R L.

2 BR

2.1 s AMMP-2F2TIMP-2 JB 4L %} I 4 FTnty s
UEREERRAENIIRT=Y 0 iRl X =i o S0
WEZH (P<0.05), 2 21 Wi 2 K 2 A% %71 T ek s i
ZAMMP-2 (1) 75 5 iy 1 1 R, (R AT
JER 0] JEAH RITIE I i Y6 97 4H.(P<0.05). BT TR
A, MEMEERVRTT 4, DR BB S R B R Itk
WS I 2 I35 TIMP-2 (1) 5% & Wl 3wy T 1E 3 0 iR
ZH(P<0.05), {HIX441 A TIMP-2{E G & 3 1 25 5+
(P>0.05)(F1).

2.2 AFZMMP-2 mRNA#TIMP-2 mRNA %
ARG LA RN It s I ¥ 7 2 T A ZAM M P-2
mRNAW) 7 5 53 T 1E 9 6 i 41.(P<0.05), ¥
6 51 B 21 5 2% A0 bt s i 2 MMP-2. mRNA
(15 2 v T I 6T IR, E ] SR AR TR 6
0(P<0.05). JERYXF 2, LG I 4, P
H1) I 25 B %A% 1) il fin kv 1) 20 4 2R TIM P-2
mRNAMW & 23 T IE 50 4 (P<0.05).
XA A TIMP-2 mRNA KT 8 &M% =

3 171E
JF 40 i AP (B C M) PR A5 1 5 it Ak T 3 247
fir 2w, s DR 5 A P A AR R BE RN 98 0
B, FEECMA S BT AT iR, BCM A
Ji 3 22 RN/l AR D, DURAE F A 5 R T AT 4
M. MMPs & 418 RS, HATFMECMAE
. IS 52 5 4 B (1 i 7R (TIMPs)
WL TIMPs EMMPsiEPEZL 24, TIMPs
S L MM P s L AL AN B m] i 45 45 T e R
Ak, ATHIHEIMMPs 3. BRI, A4
R — AT s AR, %R R ECM
B2 AL, TIMMPsHAITIMPs/a] (#) F7hE T
ECMFRs. K, MMPsFITIMPs LR %1k
B IR TR A A e e 41 4 A 13 F RN R 1 5%
BRI R,

MMP-2 X FRIV R J5U g, BE R4 ff B IR R IV,
V, VI, X BRI, — FL3E, BT REAdan
it PR (1 35 JE B o IV 7R i i B 0% R
55, FTHAE SECMZ [AIE R MR R, IR
Y FFHS C T 1R 25 BT 6 201 F 356 I R £ 32
I8, HSCox Wl WG I 1) Sl 27 4k 4 a4, [l
KB T, AR JSAENIIECM, {21
JFF£F 4 Ak 10 e A2 0 R ™), MIMP-2 (1) 3635 15 fify
TG T 2T 2 A 100 330 2 3ok R v o R T BRI 1,
PHIMMP-2 5 JF4F e btk 4. RIEHDIM
K TIMP-2 - Bl AT 4. HSCE =4, ]
7 SR AL I HIMMP-235 17, i E C M i gk >0,
MMP-2FITIMP-2 [ 8 & A8 Ak i v e T 4F 44k
(R CHRE R 252 —. PPARYZ: — 3 FHC A0 (4%
SR 7, R P IEAS Thae 1 o,
ThGE s 5 — S T AT A O HE . PPARY
e SCTCAAAE AT AR TE B (/R I 25 1T
(26, (HILEARNLEI A A . BariAh
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PPARYHCARAE A PPARY[IIIIG 7, 7T 405 A0k
0 B PR HE 5, D T P DR SRR B 0 PN
o T Y. G T 4 A il A 1)
MMPs& 75 I8 0] KA F FANE 2.

FATH H A 1 W s R 8 J e /s R A ST
LA AR T I AR I IS B AT 2H A MM P-2 A1
TIMP-21¥383%, KRB GN AL MIEMMP-21
i M ZIMMP-2 mRNAE IS B 5T E
N HRAL; IMP-21) 55 58 M ik R IE 0k L ZH
T, AHILRIEANB T MMP-23: TR F. Mgl
MM P-2 [ PEAF AN B EI i 5 =, (23E T 47
YEALI TG S A . AT 4EALIT, TIMP-23 k4
S ER L0t T, TIMMP-2KA3 %, 45 B2 )
TS JEUA R K 72 ECMIR] R I B, 3t ml fig
e AL A1 23RN 1E 5 AL 2 E C M 0 A7 AE SR
AN R S AR A TR S DR A 4 44k
LR FPPARYC A4 26 A V6 T7, WL I M
HFZHZAMMP-2FITIMP-2[{1 % 3E. & B2 4% 471 il
1897 JEMMP-21MIL35 % 2 M H 2 imRN AR IR L
JEG X B AL W) S BRI, T T IMIP (1) L3 25 & S IF
HLAMRNAFRILBAK, FERPPARYIL A D 4
B AT @ N AMMP-2 K, EEMMP-25%F
JFF U L R R R REER, AT (1 F2 40 ) T HSCIY
BT, BELLE T 25 44k 1) 2 .

— MUK, MMPs & LU ARG 2 B 5
GRULIR, ARG TR AL ARSI, MMPsH]
DAALE IR 2R R I 2. pl 1 0 R & B A o 4
HIAMMP21ZIE, HOA MM P2 2 FFIE s =
(1), JRED MAGFR P MMP2/KF 5 iF AMMP2 K A
FYPAHSP, BAMB R, MFHMMP-27 &5 T
HZIMMP-2 mRNAKILFEA . ALK BoR
PPARyC A4 %A% 51 Wil (R e 11 A I i 1 41 4
ML S H N MMP-2 (£ IET — E KR,
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Abstract

AIM: To explore the mechanism of decreased
cellular immune function and the effect of
Jinhong Tablets, a Chinese herbal medicine,
during the course of obstructive cholangitis.

METHODS: An obstructive cholangitis model
was induced in 24 male Sprague-Dawley rats
that were randomly divided into model (n = 8),
Jinhong Tablet-treated (n = 8) and simple ob-
structive cholangitis (n = 8) groups. Four days
after modeling, all rats were sacrificed and the
interleukin (IL)-2, CD,", CD," and CDy" levels
in plasma were measured by enzyme liked im-
munosorbent assay (ELISA). The endotoxin con-
tent was detected by a reagent kit. The index of
apoptosis was determined by Tdt-mediated flu-

orescein-dUTP nick end labeling (TUNEL), and
ultrastructure changes of the thymus and apop-
tosis were observed by electron microscopy.

RESULTS: Plasma IL-2, CD,", and CD," levels
and the thymus mass index in the untreated
group were significantly lower than those in
the Jinhong Tablet-treated and simple ligation
groups (IL-2: 28.5 £ 3.0 ng/L vs 33.9 + 3.6 ng/L,
39.6+2.2ng/L, P <0.05 P <0.01; CD;": 54.5% +
5.5% vs 70.7% + 4.8%, 66.3% = 7.1%, both P < 0.01;
CD,": 34.5% +8.3% vs 44.2% +3.3%, 44.5% + 4.2%,
both P < 0.01; thymus index: 0.89 + 0.18 vs 1.10
+0.13, 1.12 £ 0.24, both P < 0.05). There were no
significant differences among the three groups
with regard to the level of plasma CDg", while
plasma endotoxin and the thymus apoptosis
index in the untreated group were significantly
higher than in the Jinhong Tablet-treated and
simple ligation groups (endotoxin: 0.85 * 0.14
EU/mL vs 0.53 = 0.10 EU/mL, 0.49 + 0.11 EU/
mL, both P < 0.01; thymus index: 25.7 £ 5.1 vs
15.8+5.5,9.0+3.1, P <0.05, P < 0.01). More typi-
cal apoptosis cells were seen in thymus tissue
than in the untreated group. The results dem-
onstrated that intervention by traditional Chi-
nese medicine improved the immune function,
endotoxemia and thymus cell apoptosis, even
approaching the levels in the simple obstructive
cholangitis.

CONCLUSION: Decreased cellular immune
function and abnormal apoptosis of thymus
cells exists in rats with obstructive cholangitis;
Jinhong Tablets significantly improve the regu-
lation and maintenance of immune function.

Key Words: Jinhong Tablet; Obstructive cholangitis;
Thymus gland; Cellular immune; Apoptosis; En-
zyme-linked immunosorbent assay; Tdt-mediated
fluorescein-dUTP nick end labeling

Zhang XL, Zhang JZ, Gu HG, Ma EW, Zhu PT. Mechanis-
ms of decreased cellular immune function and the impact
of Jinhong Tablets during obstructive cholangitis. Shijie
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i 2 1 MRIA0TSAE " AR @ -
BES: KA fe g X K A ML &R 1.1 HA % SD(Sprague Dawley, SD) & K ﬂzgzégzﬁ;ﬁﬁ

MR 0 & A AU BOF #GB T P 4R 7 Y

.

Fik: 8 SDRR24 R 5 Z M AR [ X
BEAL AL AR L (n = 8). 4L K BT
(n = 8)Fw L LT B AR AL (n = 8), A2 fn
IL-2, CD;’, CD,’, CDy’, R&%&, M54, M
2@ A6, 8 T 48 FOR WA T LSRR IR 6 AR SR 4
MBI

GER: BEAAIL-2, CD,", CD, MM 2
FAR T 67 A fo L e B AR FLZE(IL-2: 28.5
+3.0 ng/L vs 33.943.6 ng/L, 39.62.2 ng/L,
P<0.05, P<0.01; CD;": 54.5%+5.5% vs 70.7%
+4.8%, 66.3%+7.1%, ¥P<0.01; CD,": 34.5%
+8.3% vs 44.2%+3.3%, 44.5%+4.2%, 3
P<0.01; FAgd548: 0.89+0.18 vs 1.10£0.13,
1.1240.24, 35P<0.05), CD" 34818 }% A et 5
EF R AFERATIHRARRS TETA
FeAE FL2A(M F % 0.85+0.14 EU/mL vs 0.53
+0.10 EU/mL, 0.49+0.11 EU/mL, 3)P<0.01;
P T3 %: 25.7+5.1 vs 15.84+5.5, 9.0+3.1,
P<0.05, P<0.01), BEA A FARR 7T LK % J AL 04
B, ZRITFTEPHTETE, Lk
Fhe W F A& g Fe B R 2 IR T R BT R,
AT S uh e B AR 4K T

ghip: e X KR AL B IE ) ik K,
FA R4 B A T, 4R B st e R BLsk
Fa %A ARG L

FEEE: AR A MIEEIEE R, MR, AE R
%, BT BB SRR, RinESEFREB RO
FRig

SR, KEREE, RN, 286, KIBE. ARBEMBER
MR R BINEERENRPRERI AN, EHRENBHAT

2007;15(18):2050-2053
http://www.wjgnet.com/1009-3079/15/2050.asp
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A BELE IR 28 AR LS S, WORR 2
NEZS DIREAI T, aiay7 i R INAE, T 2 )k A
Ty f T I8 11 36 SR AU T e B8 Ty R A Al L
JEE 98 1R R A9 B A T 4 A2 SR AL B L i
WA T 5 PR 1 Gl R o 2B 2 Akt
SRR R IR AT S 0T R, R 2 1R
FHMLHIA R B i, FRATTIEAT T LU RS
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W24, 10 wk, A 160-180 g, M ik <
2R SER S hn SR k. BENLECE 700 h
BRI, L iR T AL (BT 4l) . i
LA (BERL41)3 4. AF4H8 K. O111B4 K
FFBRT R b3 T S A T S P B (R bR v R b, |
I v = 24K 2 B i e s e v o0 SR B AR T
Big%. vHEL IL-2ELIS AR &, SRIISE & A
Y TR R AR 5. CD;", CD,", CDy" mAb,
FEEQharMingenA vl ™ i, FIEIRFOLER
(fluorescein isothiocyanate, FITC)Aric. # k7
= el ol R7 Wil femol = = I w vl /=8 22 A X
$#efft. TUNEL(Tdt-mediated fluorescein-dUTP
nick end labeling, TUNEL)i& &, Boethringer
Mannheimj™= f.
1.2 7k BRA 507 HS AR d - Pk T
A BELE JIEL A 6 A AR Y JIE A I St S S X 10"%/L
O111B4KMAAF B 1 mL/kg, #BH ZH AR T vyt S
T AR KT mL/kg, HARJFERIRITR, B8
21 AHEBHATFENE AR B R /K 10 mL/kg, 697 41HENE
IRBEN110 g/LIHRZ0 T (RS 200 vl
JEZH ) B 10 mL/kg, BFR2IK, L3 d. 4R
M, JEHER R (2R TL-20 5 K FH BEIDG £ 938 725
(enzyme liked immunosorbent assay, ELISA). i
EPUktIi40 uL, JNACD;, CD,, CDy mAb, 7%,
ek, [, daan BAs I, REREARIN 10 0004
A1, Cell QuestB A E TN ILAE. AFEZEM
S8 F 4 VR T AT DGR BT AR . S R H T
G, W RAFRRpU R, TSR IR AR A R e
K = W5 (mg)/ 1A 5 (g). TUNELFRIC % )5
A7 20 B YE T A AR (PO DY) Ut B 4. A4
O 0N A0 R T € B A A, RESKR ) BE AL
JEH AN LR (X 400), 1505 44 4H i 250F0 48 i 4
2, T RRE = B £ 40 i S £ X 100%.
2 B B GBI RGN0 e U8 720 B 400 R,
BEFR U BENUSAS LT, o538 ME. 53] mm
X2 mmP IR LR, HI25 g/Lise — e e, BhEE
JK, B, D) b, BERRAET YL, BT I
A TR

Bt F A HAE Hmean+ SDFE R, M\ H
I, FHSPSS10.04¢ v #4164 T 5 22 3 Hr.

2 FE
2.1 e RIL-2FeT4n i BB [MHRIL-2-5 & DAR Y
IR, ¥097 4L 3 5 TR (P<0.05), #21

HERY, BABE
®H, 2K 128
T 7 3B R,
B R AL R AR
NFER, F7 3k % 1%
REH AAEZN
HBEEFAER T
AP HSRAE
EHERIH 6 E
X A,
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LG TR =< | A5 ARSI - 2R TR B means + SD, /7 = 8)
AR S B S R
o AR M B 4m AL
TA AR 4yp IL-2(ng/L) CD,"(%) D, (%) CD,*(%)
PR R K 0 gk 22 —
Emg Ay A 285+3.0 545+55 34583 285+3.3
B FAL R ey RgAs| 33.9+3.6° 70.7 +4.8° 442 +£33° 25.7+3.2
AL A fEraA 39.6 +2.2° 66.3+7.1° 44.5+4.2° 26.9+4.2

AR, SRR
YU HF AR IR T
By Aa E A A AR
FEEWGER.

°P<0.05, °P<0.01 vs fEEIH.

® 2 FREEEXMRASESE. NREH. BTEHRIREERN = 8)

paycl AIEER(EU/mL) FIRRIEEImg/g) FETIEEU%) RAE

AR 0.85+0.14 0.89+0.18 257 +5.1 0.59+0.013
als A 0.53+0.10° 1.10+0.13° 15.8+5.5° 0.33+£0.017°
1BRAA 0.49+0.11° 1.12+0.24° 9.0+3.1° 0.23+0.021°

°P<0.05, °P<0.01 vs &R,

FEBHZL. CD,", CD, & A A B R TRy 4l
FIE BH 20 A5 4 (P<0.01), CDy 454 18] 6 W i 2
F(ERD.

2.2 MR AN RE R B BB B35 TR 4
FERHZH (P<0.01), i fig I 45 40 i S5 B AR, i o
THREORI 6 B W] G T (P<0.05, P<0.01, £2).
2.3 WAERLES YA M R T AR 2 MR pR Y T
AN, FEAE R G TR G AR IR,
GLRW R, WT/MMEIER, #5r 28 %, 40
JELSE 4, 2 M 2R A7 AE(E D).

3 1ie

I RE 1 MH AR 58 O e A B JONE S N 45 A AE
(systemic inflammatory response syndrome, SIRS),
H IR A R B IMLAE 22 4% B D e P i 25 5 1iE
(multiple organ dysfunction syndrome, MODS)]fT]
P& M b A A BT R PR A 25 ) AN W 1)
W2 N, AEAZE R R T RO A3 3
UG, A EE A, HURR e T RERER 7T g
FE T 2l e b 1) T SR . TL-2 b
i 78 B8 PR TR 2 40 B 2 9 R L TR 7, 2T
RE S DL HET AR A A S SeAb A0 i BT 7 2, A2
HEE R 545 41 i (natural killer cell, NK)[ 44>
WANBAN M (KB 5 S RS, RAT 214
Py 240%. Thei sy 1% 24 5 CD,"CD, CDy, 1
FOPBTL-275 AN 7, e REBANML . T4 AR
I A 75 20 T KD M B 5 Ak, P S A i
() (R A LA P, 5 R ik S 5 NV 8. Ts 4l 23
THRAACD, CD,CDy’, FES LR 5 %

1 MRMAEAETBERRE. A: JATT4(TEM x 5000); B:
FRFUZH.

RS AR 7, SEITANN . BANR A DR,
SR RS BAE L. FATTRIN, BEHALCD,,
CD," & & W E AL TR YT 4RI AL, RN, Fp
R SRTL-275 ot S AR R LA AR T AL X
—EUREER, MELE R AR 5K B AR S e pL
HE A FRAIG, 1 mP 25 3 20 1 0 B A 10 S e D g
RIS, X BRSSO R iRy T
IEL T S AR LA,
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A BEL P JIH A 98 14D s 5 Al A JIFL A L
Y, W REUAN E S S E, mET
PR RS IE IR IRE 3 40 R RS A LA &
P 7 3% I A5 05 B A HR 2R AR AL, 5 i o 5
BUAR R ZL 0 A B R N, A4 R o, B4l
AbJE LR P 1 2R B I, OB ROR RUR E
JHIE RSN F RO B4 KA #IRE I IR £
Bl 22 52 B T A SERE N MAG IR . M g oK =
SE5E S BB B, A R RS A S A
JFF A3 B P 2 26 hRE AR, T der BRI 414t
JAMLE N B R AT B R T AR, W TR
4, R FpalRE AT, P27 P 2L RE AR N
BEF Oy, HEMILHLEI T REAE T H VS HUE N I
SERCPRI B 1 1 A 80 R P T R — S P 40 % 4 e A
H, fedi/hNBEFR M. JF HARLL R ol Get 225
SCHRFRE 1) B BRI Py 2 22 10 25 Th .
SE ML ORI O BUR 2, Wi, T
TONGT I Y T | R A e
TATRIN, HE RS A i R i 5 o al e B 4 5 3
BEAK, PAT - Fe 0 . BRI, TR A
T ZH 3 S AR B 2, % S R T 2R Mg O o 1
S (B 1), 1T A DL BH S B 40 B AR A, S E
PR 98 K BRI A A A S ) A 1 e, B
E Y RS S BN IR R A A UM 1) Y IREN
(1020 Jf H 92 HHRK, R 7 A R i A PR, A B )
TR A0 Rl AR IR N k. KRB, G
FETBONIL, AAEHR A0 T b 0 40 vt 1 45 5, K
22 5000 bk 2 A PR R T R L T iR
BEvAES | B Rl PR T, S B 3¢ TNF-a
Frm T BATRIL, A i A #E T
e [ I R 2 4 s I R A O T R IR AR O, K]
A BEL P IE A 8 K R, G 92 ) B AR IR LS E T o
PN 2 35 I 5 | 6 T A R 1R R = T A
BRI B R U, T 4ERE LA SR ThiE, R
RIS EERS =8

G EAN e A R VS | S SN 758 St £ € el
SEEAEHGE FEH L A SRR R e
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Abstract

AIM: To study the relationship between the
expression and distribution of CD," and CD;" T
lymphocytes and disease severity in liver with
occult HBV infection.

METHODS: Sixty-three in-patient cases with-
out clinical syndromes or signs but shown to be
HBV infected by pathological diagnosis of liver
tissue obtained by needle aspiration biopsy were
studied. CD," and CD;" were detected by immu-
nohistochemical staining, and HBV DNA was
detected by in situ hybridization in formalin-
fixed and paraffin-embedded sections.

RESULTS: CD, positive cells showed increased
expression in liver of patients with occult HBV
infection in the areas having mononuclear mac-
rophages. CD, and CD; positive cells were sig-
nificant among pathological types (y* = 12.709, P
< 0.05). There was no obvious difference of CD,"
between chronic hepatitis and occult hepatitis B
virus infection.

CONCLUSION: Mononuclear macrophages

were seen in areas of piecemeal and bridging ne-
crosis in portal areas and their circumference. As
liver damage developed, more CD," and CD;"
cells were expressed.

Key Words: Occult Hepatitis B; Pathobiology in live
tissue; Immunohistochemical staining; /n situ hy-
bridization; CD,"; CDg*

Xiao YQ, Zhang P. Expression of CD," and CDy" in liver
of patients with occult hepatitis B virus infection. Shijie
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BH: ARBERCAFKEZTFTHLP
CD, #2CD; % ik 5 AT s T &S eh 8%
DHF.

Fik: WHEHBVR WG ERLREE. 2FF
95 B2 BT 69 AR TR 1) 6348), T o, 9% 4BAK A4S )
CD, #2CDy’, Jof% 22 Mk%m HBV DNA, 4 F
YL,

ZR:. CD, #CDy £REXRTAZHITXE
FIFAEAZmZ AR PRETFRERE
e, kik¥ghe CD, kLB F3gm, CD, =
CD, Rt mmERMMY X ZALA R FM 2
F(* = 12.709, P<0.05), 212 MAF X 518 B b
I % 9 CD, &k £ 2 M £ F(P>0.05).

Zit: MAEFMERE T, ERERTIAR
iﬂf}‘\ %éﬁiﬁ/\*fﬁﬂﬂﬁlxdﬂ X ‘:PCDAﬁVCDg
Fe P m Rl AL ARG An, BLCD, [/ 20 i3 Am 2

KEEE: REMRZBAFR, FFHARE; fEHL;
JEAIZ3E; CD,"; CDg"
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PEZ BT 8 IR R 26 B0 . HB & T A A 103 4t
-HBs. $ii-HBeM(@)H-HBcFHE. HZH20%
BB PEte M L R 4 B H BRHBY DNABHPES,
HAHBVIILE FZhr &3 A TE. 2 W HpR L
b7 15 K Al 9 15 R 2 5k IR A L B
HB VI L (1 A L AN 28, Ath vy DL S 30U
TEAL AR PR AT, Ik, BREE TEHB VI G
{19 5 993 LI B T T ATE 0 2 [ P 470 S S 0 5 41
BRI Rz —. FRBE I AR R R, 7R —
SSHBsA g A8 TEHB VIE YL DL L 4900 1514
IT IR CRPF 2 v, L HBY DNASE Hi(-)(E]
<10° copies/L), IARAEIR L E AR, HFLhREILAIE
i B THAR AKF BYE ] A (L3 ALT, ASTZKF-—
FRAIC 1100 U/L) e B . &8I 57 i BRZH 2380 i,
RN 22 K O i 3 EE P AT A SO A AL,
AT ZIHBY DNAJRL AT, FHPEAE 5 e 47
T/ B E 2 BT A0 1 B A R BT, S Al
INEHBsAgE HBcAgHIFRIA. HaY, X FIXH8
3 5 TR 2095 AR Ak A H B VAR /KT S IR
AT G o P8 I 2 R A 3 B PR AF DT LR
M BATTI H 52 X 6341 B B Mk LRI 4% i
HEMALITCD,", CDy 31k 5 18 P 9 o A2 0
BT A DG HT, B A0 PR B B Pk & R 58
(1) I ALHRIAN BT ¥ I FH B At ) JEL s

1 RS

1.1 A TR B5E2002-05/2006-05, HBVIE L
I PR A o B B, 0 JH 2 B2 T PR A o 18 63
foil, Ierp 5356, L7, R 18-51(F1432)%.
SR B R MEHBY DNASE B A (<10°
copies/L), HBsAgPI T, e 7 AP 4THBV
DNABHYESS 5 &2 M FHBsAgiiHBc A g ik,
WIFRETE6 mobk I, mKINFELS a, YHERR T,
W Ty s PERUHR B 5 e 2. P
95 19 1112 W A1 25 5200044 [ 55 - U A% e 0
B A U 25 AR 2 WL 22 ) T i 5 118 Wb ),
L BEFN R RS I I 28 1248, L RE23461, S5
PEFFREAL28451. 84 £ T 56 73450 1 xof B 4
12 Fix

1.2.1 AZAFA G H & TR AL40 g/L
P [ 5, [ 2 I )>4-6 h, BEANEERE20 h. A
LR SEY) P, B4 um, 2 BATHERI PR ZT4E,
Masson, VG —IUREGL J e d14b . S A M 5.
1.2.2 HBV DNAJRAL 4 i JEAL 5> 14458 K
FHAR 2 A= ) 2 A7 PR =) AR 7 (R SRS
HBV DNAAEY) ZIREHAR G, HBVIRER I BEAL
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FIIDighiic (4 HE DRI, R 20 BA 2™
i Ut W HEAT . BRI BT R B M)
HE, TR A B )

1.2.3 HBsAg, HBcAg# &z 284 HBsAg
mAb (MAB-0234), HBcAg mAb (RAB-0090)7/
Envisonif ] #1444 [ Maixin-Bio A & . — Ui B
FERI A1 1 50, BRI #Envison 25 1AHET, PBS
AF—PUAE BT R, TR R 4R B )
1.2.4 Tafe A %% a4etn CD;mAb
(MAB-0030), CD,500 mAb (MAB-0039), CD,,
mAb (MAB-0020), CD,,, mAb (MAB-0258), CD,
mAb (MAB-0251), CD; mAb (RMA-0514)70
Envisonid ] &4 F Maixin-Bio /A ). — Pt [IH
BN 150, DB Y%ZEnvison 25T, 1F
AP BSAUE —Hi/EBIPEX ], Maixin-

JFIWr: CD;, CDysros CDyg,y CD,AEIA TE {7141 i
AN LR, CD,o, CDg#EI E AL T HUBE. B N
82 3CD,, CDyspofi (I FLAZAN L 5 65%-70%
PL L, MCDyg, CDyo 5 (AN Z A HIAY 1720%
LLR. BUAE— bR A 16 4 RE 35 30 8 v O W 4
DX\ MFEIR BRI/ Y R IR R SR AE X
HATCD,’, CDg 4. HIWrHE: CDIIVEC): A
B BAPE(): B LR AR AN R 4l <20
A BRBH R (++): A i F5 PR AR €8 PR A 4 i =
20/, CDgBIPE(-): AN A AN A /b 2 R (1 B
PE(H): B LT ER 8 5L A <304 5
PE(H0): B R AL AR (A AZ A =304,

SitF AT A3 Hre3 MR B RN T L T 58
BTN REALTIRbE, KIHARLS; 73 H1 A CD,,
CDy RIX G BLR M C R, BRG I RAA
IR ihre SUINES ey € oL Rl IO DA vy
D551 P 98 R0 B B P T R 2R IR DR R, kL
GEvh R VUAS 20 R by R 560 204135181 e B 1k
RIFHCD, RIL SHMBARI LR, FRG T
K DU 2 2R Fisherff DI HER.

2 R

2.1 AL REEEBATHRALTIEARLE R 63
Bl EEHB VIR B F A i g rh, 7
Hrep B M I 212450 (4719.05%), HE2341 (i
36.51%), SN HFELL 28151 (1 44.44%), S AT
RANE S EFFE AL (15 80.95%). 75 B 18
PERF 98 53 i TR R g, 05 A% 3 v
Bar, b e S8 A TR, ASBF 4163491 £ T
AU A AZHBYV DNAKA PP 5 (E1A),

A7 B A 5

AT B M
TR KT F
0 2 gm F EALR
HBV DNA & &
F ARk AR, 3
ATHF MHBV S #
o0 B H T e e
CD,", CDy & ik 89
DHT, Fohn ML e JE
BT EF
FEE Lo

mi £ BRE
AL H 8 E
2005 A1 R id
“IF TR TR
FHALRTHE @
TR LR E X
27 . “BKRT
RRF R AT 4L LR Tk
e A 5 n
EXAORHEE
JRBFR B
WA X B
AFACD," . CDy
HERA. HH S
mE X R, FE
i+ T7CD, . CD{
27 5 B o R
% . HBV DNA#
TR, ZR
9% BB R A I 9R
0 IR F R A
&, AT —H37
w75 ik, Bl a1
TR KGR
I3 HIEL, TS ¥)
Wi, SRR S
5, BHE R
FE L
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WA # & 5
AX#HIEE®RR
& LA X HBV
R e 8 35 Wi Ao e
HBV& A& F £ %]
KRET, A4
HBV## F BT
W gm e IR S
B, BECR S
JAREEIR

| B3E XA

A s F3THBsAg
A MR HBYV &
FlAREM, RAK
35 1% EHHBV
B B EWHBY
DNAK-F1I&, 13
R EENRER
E, K
JERIREETT.

1 REMZEIRTFFTALRIA: RAIZAZ; B-E: Envisionik, SfSHIK). A: HBV DNA; B: HBsAg; C: HBcAg; D: CD,; E: CDy,

SEHB VI e K S ) AR Y. Hoi B2 W 45
B B HBsAg, HBcAgFHPER: % (K 1B-C).
JF DI REALTHEbRZETE WA 1.

2.2 & B MG AT X & H 44 P CD,, CDysros
CD,, CD,,#1 % ik CD;, CDspo X T A #5551
(e S PERIK, CD,g, CDy 5 LT BN MK I, A
O3B LA, CDy" CD,spo 4 K JE
B (R TN A0 i K Sy, ICD,y" CDy,
i 7 B D H

2.3 PR CD,", CD8 &k ik £ & A 45 A 44
CD,, CD /e geti B kk t, BEE. 7R
BRI, RIS T A RAEIR LT B X5
TE AN 40 i b (B 1D-E).

2.4 FF4LZCD,’, CDy A 5 IF 4140 9% % Hids 69
% F 631 o filbs AT b, €D, RIE D
PERIA 1741, FIBFHPE(H A 24010, FHPE(+H
12201, CDg RIEFIE1241, FKIEFHE A
2645, BAPE(++) AT 2541, 63151 K3 Fe 1 1 e JH- 4

BE M ANCD,LIE SRR L R, =F =R
HE2EE (" = 12.709, P<0.05, #2-3).

2.5 CD,/ I X 518 BRI £ b oy £k
SRR ER LGRS ( = 0.637,
P>0.05, £4).

2.6 3561 & B AT X AT WCD, kA 5 ym i £ A
1% £ (RS5) “H A BEE(P<0.05).

3 e
Kl tEHB VIR A WL A + 40 i 2, H r
Al e 2 RHLEITY. (1HHB VAR ZK & i
(HBV 515 EY AL L G RERE;
(HHBVIE R4S 5, HBVHE [KISIX 5848 FIAH <X [
S FHE, SHBsA g ER £ ™, (SHBV
(1 Gl 52 4540

HB VIS RS 15 e B 1 1 1 T 4% P A G
PE. RBP4 R R HBs A g PE . IFThAgK
WA e BN R 5 R 1 s v AR
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® 1 63BIRHARIRAIZAZHBY DNARBIEHIFREIEI LR 5E IRERIDWTESR, HBVARGAIALT W2 A

IR HY n(%) HBsAQBBMN(%)  HbcAgBBI%N(%)  ALT(mean = SD, U/L)
BRERPEISHERTS 12(19.05) 11(91.67) 10(83.33) 64.00 +27.44
BEISMHERFS 23(36.51) 19(82.61) 15(65.22) 65.22 +28.33
BRI 28(44.44) 25(89.29) 11(39.29) 53.29 +20.85

& 2 63PIREIRISHERTRBEFFACDRIESHIEEX

BUBYRA

& 3 6IPIREIISIERTRBE FFRCDRIA SREEXE

BUFIRA

P 2 Bt mExm o sit
- + ++ - + ++
RENDEISEAS 8 2 2 12 RENDEISMT 2 2 12
BEISMATR 6 12 5 23 BEISMATSE 5 10 23
SEOERHEL 3 10 15 28 SOOI 5 10 13 28
Bit 17 24 22 63 Bit 12 26 25 63
¥’ = 12.709, P<0.05. ¥’ =1.110.

& 5 REUAFEAACD, /A SHKRBERNXRA

D,

D,

RIBERY - n pEIE=R JRIBEHY D n
= +~++ - +~++
12T 23 50 73 68.5 BERNPEIEMERT 8 4 12
[REMERT 14 21 35 60 BEISMATH 6 17 23
= 37 71 108 65.7 B 14 21 35

x*=0.637.

e B PEHB VI G 31X 1T B8 A i 10 25 52
ML AR, A AHBV S il 1E AL TR 11,
DA i 10375 HH HB VA ARAK, 294107 copies/L,
A4 450.01-0.1 copies™. i B9 25 [ [z T
5 A RS, AU G HB VI
PERIEN S Z T1IfiE, HBVIILEbr & 2 PR
JF 5B, R IS 2 A RN, fig T 41 g
BB N M I HBY DNA, A8 T35 HBV
JERGE2 W, R M VS HB VAR &AL, [F]
I 22 WIHB VAR S PR AR I, K83 JH-40 i Ay 47
IR EEPURERIL, RIASHURZ W(K L), W HEAIS
LKA HBY DNAZF TR, fE4E Gt
PR A DA A 5%, BWIHBsAg, HBcAglH
AT A A ) It i 5 | Ak g% Bk R SRR, L
R 2 N RS T 40 0 1, s e T A 4
R Dy fie 1 B A (1990 B N s 52 5
WA B N A R .

GRS REINESP N RSTSY R e R Lo iR R i
KA. B AR I 28 T HB VAR S HARZS I, AT
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P<0.05.

A B R H BV S TIbk B 0 i e g2 N 25 0
Wy, JH4nie AHBVARZ HMRA T, 175 /EHBsAg
TOOAE I3 7344, 3K 9 ol 288 284 4) R 35) 0 e e
AR, SMEE R LG T EEAL
AHZMEPUH(MHC) 1 8¢ 11259 T HI 40 Ho i, iX
LERE S PR AT LA A8 CD, BC D, T4 il
U ZECD, TN E B R, 18 R0 B S
CDy" TN PG4 BMHC T 4% |5
IR R FE PR, 5 B0 G I T 40 T B ey
fift. BT LA, R PR TR 0 40 M 70 A8 PR 5% 0 1 e
N5 HR R R A A

AWFLEE KK, (DEsREYE LB R
JF P BN RZ AN BRI X C D, TN 400 25 1 v
(1565%-70%LA 1), {H R BEZRRUATR], T4 MY
WHECD,, CDyfREE A, 2)7EIEE X
MR HEFIRRE FEAS [ (1 718 ik Y SR 28 11 PR A 4
MR X, B 0 R N, BRAT CDgFH
I 2 WK R IR AL, CD,PH I 4 i A B
#n, o AR R L, 22 S AT W

BEEEETR
MR A3 bk
HBsAgl L, 126
A () A 4R
+HBV DNA 8
W, AR A
AT X 8906 R R L.
BE TR o F
#.-HBs. #-HBe
Fa (R )H-HBclB
B, BHH20%
BB R
B K & FTRHBV
DNA 8 H 9), 3
A HBV fo i 5 A%
FHE R A AR A
B AE g% & B & 5]
A ITFHE.



2058 ISSN 1009-3079 CN 14-1260/R HFREN BTG 200746828 £515% £518HA
mAgHA (P<0.05), WHICDHIPETA AT LML 4 BB
R MR, A RIS R R 1 PEERAIPRESS . DRSS,
T S ke LB A5t T, B A 2005; 13:
C};;}%;S'Dj‘ ég]j( Eﬁfiﬁ}z‘z, ﬁahkﬁ%ﬁéﬁf%?iﬁﬁ?ﬂ? 'TEIEILZ}EH: 881-891
FU TS, 4 R N G - RN Ty S
CDM’; ME®z WCD IR, BARMFANMEMBCER N, 2 PER SKEE. B4R T AR ARSI
BIFAROE (15 5 R L(P0.05). WL LS4 R T 0 15 a0
HoAATT N S . . N i — AGEE 24 A A ) =4 e AN e YA
%“Ti, ii;@é\§£> 3 qﬂﬂ—@%zﬁ?ﬁtfﬁ%mﬁi?&%%ﬂz\ )H:rﬁ_?—ﬁ'z
Rk, A AAERN ARV 2T 4T ALSUT I E 40 LA TS ka0
—RBEN. ) A e 0 RS 4 JEPTR sy 4 FUEEE TR IRAAM. ASHEZRUFFRIFAISTI A
MR KRR WHTas REA—2. ST N SR . TTHEE 2544 2005; 45:1-2, 5
CD,’, CD,/ e EMHHBVEA IS TR TR L 5 Desmet V], Gerber M, Hoofnagle JH, Manns M,
BEGPTIFGERES, Ou il ) Qoo ey
TR A P C D R IA, HAR BE IR A2 1) 1513-1520 " .
e Sl B B 6 IEbUE. ZBFRIEIR SIEARASREE. et BREEH
IR 5 IR BB AR IR 3. BTLL 7 4, IR BRENZRITA. KRR S
i o e o R T 25 2 20%;20:311—312 B
HATCD, FIAFILM AL, IR R SRE g e mam, w0, B, pmrz
PEIT 200 1% R LEA 1 (P>0.05), BEIHIEANfE TR 79BN R STER AT, chPHBE S5 &R 285
4 W 2 A 2 4 P 2006; 16: 13-15
Ay PRALCDFRHERATIEM, TSSEIREEIRR o e e o zmmpssmnsemuie. st
JHF N CD, ik 5 B AL 1) 56 3R (P<0.05), 6 H 2005; 18: 97-99
e I AR [ Kty 2. > 10  Mariscal LF, Rodriguez-Inigo E, Bartolome J,
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g‘%}ﬂ:gﬂ é/l:{ lj‘] E /Hﬂjiiqjﬁ(] Euﬁgglﬂﬂ@ﬂ LJ%% M, Perez-Mota A, Graus ], Carreno V. Hepatitis B
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Abstract

AIM: To review common inducing drugs
and their clinical manifestations, to discuss
the grouping and prognosis of acute drug
induced liver disease (ADLD) in the elderly,
and to enhance the diagnosis capabilities and
management of ADLD.

METHODS: A retrospective-study to 30 cases of
ADLD, chosen according to diagnosis standards.

RESULTS: The types of drugs inducing ADLD
were as follows: 9 cases of traditional and herbal
drugs (30.3%); 5 of antibiotics (16.7%); 3 each
of nonsteroidal anti-inflammatory, iodized oil
roentgenograph, and anti-hyperthyroidism
drugs (30.0%); and 7 others (23.3%). Manifesta-
tions were: acute hepatocellular lesions, 20 cases
(66.7%); acute cholestasis, 3 cases (10.0%); mixed
type, 7 cases (23.3%). Curative effects were: 18
cases of a cure (60.0%), 8 improvements (26.7%),
2 deteriorations (6.7%), and 2 deaths (6.7%).

CONCLUSION: The elderly are more sensitive
and have less reserved organ functions than
younger age groups. Thus it is easier for acute
drug induced liver disease to occur in the el-
derly, especially in patients with other chronic

www. wjgnet.com

diseases. As side-effects can be very serious, cli-
nicians need to pay attention to ADLD and exer-
cise great care regarding drug use in the elderly.

Key Words: Elderly; Acute drug inducing liver dis-
eases; Side-effect
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Abstract

AIM: To study correlations of psychological and
autonomic nerve changes and gastric electrical
activity in functional dyspepsia (FD).

METHODS: Eighty FD patients and 30 healthy
normal individuals were tested using the Ham-
ilton Depression (HAMD), Hamilton Anxiety
(HAMA) and SCL-90 scales and heart rate vari-
ability and electrogastrography.

RESULTS: The FD patients showed some ab-
normalities in psychology, autonomic nerve
and gastric electrical activity, demonstrating
more obvious changes than normal people (P <
0.01). The influence of psychological change on
the autonomic nerve was greater and had more
oscillation (P < 0.01, C = 0.4908) than that of the

www. wjgnet.com

autonomic nerve on psychological state (P < 0.05,
C = 0.2519). The influences of autonomic nerves
and gastric electric activity were equal (P < 0.01,
C = 0.4279). There was no relationship between
psychological change and gastric electric activity
(P >0.05, C=0.1866).

CONCLUSION: FD patients were more influ-
enced by psychological changes affecting the
autonomic nerve than were healthy normal in-
dividuals. Changes of the autonomic nerve and
gastric electric activity were related, whereas
psychological changes and gastric electric activ-
ity were not directly related.

Key Words: Psychology; Autonomic nerve; Gastric
electric activity; Functional dyspepsia

Li YC, Zhao BL, Zhou H, Wang ], Wang P, Wang
JH. Correlations of psychological and autonomic
nerve changes and gastric electrical activity in
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2007;15(18):2063-2066
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iR 18 17(94.4) 1(5.6) 18(100) 0
x 19.05 3.07
P <0.01 >0.05
C 0.43 0.19

AR), AR T e U (R A IR 42 D e P b3 A
AL IR R AT A 22 9k 0 S R LT AR R L.
Q) H AL FAR AN [ M2 Th RS AR A o6
IERGPEE S 2 E - N R DO E {0 A Y SR
i, HEMADRSUE S B B ERELA A
AF L5 (1 R AR )5 O RS AR 5 1 iy
HEELRREZAEY). Bz =& WA EAE - 41
HLRGIE (K 1-3).

3 i9iE

AHFFR HHAMDHRIHAM A i 1 526 790 9145
A SCL-90%EAR F Wi, HERR S0 22 725140
N2, AER RO S i D EDIR S DR AR
PER I 1 A T e LA B A A, REUERN I I

www.wjgnet.com

W R 1 1 R T AR A 5 ol A
5 IR O B B B S, R
R R Y, BT FD R R
JI E3R 2. M PERR R T 7 v, )46 R %
HR I R Th RS R 0 BORA,
HEBR T BEAE BT 5T e T D R M 57 I P 22 B0 e
> R TSR T4, T S 9 25 1 J e
o 3 A 15 (A

F DY % 53 WL R 1, B MRS e
BS54 B4R F DT B 7 1 1 53,
R, i S 1A A, R
LB, A U e ST g B
B R T R A, T TR
DA T T A (F GTD) S — 2 A7 (R R

X W F kB
18, 4T, PFRIE
HREERMA,
12 F A2l RIS
B, & A
T E BTt 2 Ak
B W s 69 4 Wi Ao
B RF, A ER
& L.



2066 ISSN 1009-3079  CN 14-1260/R BRENBEHZS 2007468288 $15%6 5188
;\@ 4’51’;;‘; N P, FERRALH BRI T E I ReM B . BHTEREIRIRYT, ARSI

L5 R . . , o ,
T B, TARANZ RGICNS). il B 2 7
FRPSE A GENSMHIR. IS HRE Uy, 4 BEXE
GEN A . s . 1 D DA. The functional i inal
yxmunks, n  HEIRIECNS, H 1ML RGERMENSHIIER diserders and the Rome Is’;rc;?;ecs cos.
PORMIS RS g R AT, PR ST B S 5 8 Gastroenterology 2006; 130: 1377-1390
RMTBBEM - ) 2 CPELIMERREHES ORI R O
Fade-FAE. JRSRIT 2 ) PR TEL I 2R A RS . A ) 3 SRS R R FA RS RSO A R Zuts 1998; 4:

B DAY S £ B 58 o e 2 e 21 R M £ 252-254

K1 BRI, FIRE AR G i alk
FIAEAAR 26 B A s s~ e s . O RS
N A Tl DR 2 0T R A 28 2R TR AN TR R,
AT B I B AR A A 2 7k g Sk AL 52 e R
Wash7y, I 0] FEHLAS 8T e A
SRR S FRHOEAH 2, P RS
HUBAHf T FDAE D EDRA R S B WM&
U R T R EL ) (A R e G R
DIFREE.

AT (DFDI A5 2 R 3% &2 J5 T
(1955 H A BEAR LA 5%, (2)ZEF DRI KR S bl
i, A T RER A R B A o (R ER T,
H B D eI O FR A S A
AL 2 A S o0 FIDIR 25 50 O 5 E
22—, OBEDRA W B 2 Ihae
)RR fe i, BRI @ A T RE AR L
HBEMTSE0 B R B)ImRIGYT 7, EEH A
[F) Py 9 3 2E B AR AL HEAT AR AR VR 9T 1 IR,
P2 Rt O BDIRESAAb A BURRG,  E
FOF K A FEM AT RSS2 7 I B ) R,

3 NG, HEA, BA. PEEEeeEE B ERER
EIFFTAIE. FhfRNRER 2002; 9: 633-634

4 FEx, AR HEEEERHIPAREES), hig
TH1E 2t 2000; 6: 402-404

5 XL WRBHEHCARR S BIZE DS, e
Z%E 2002; 22: 147-150

6 TKERJE, BASMEE, bhEhh, PR, DHREMEEICRREE
Vi S A S B Is2 2003; 3: 151-153

7 EZEEN. DHREVEIMICR R Bl DS S B IR
KA. BRI 2003; 12: 318-321

8 MRNR, R, DGR, HEL ShEEMEMIC AR B
JERTIAS A 4T, | AR B2 1999; 20: 858-859

9 FRL AR DR AOR RS OREERS. hsE
T 2002; 3: 41

10 Fhatell, fesldE, (B, RPN, DOREMEISICRIRER
PR SERS RIS RIATT . W TIRIRER - 2004; 4:
307-308

11 Rk, SRS, SR DhREMEHICR R B E v
LDRBIRASHIRI. IFPRZEAE 2000; 3: 412

12 Bz, AR EAR, TRAE, XiBL. ARt
THIAR S B EMEIIRER R A, IRRZEE 2001; 16:
104-105

13 Mine K, Kanazawa F, Matsumoto K, Tsuchida O,
Hosoi M, Kubo C. A depressive disorder in patients
with irritable bowel syndrome and non-ulcer
dyspepsia. Nippon Rinsho 1994; 52: 1329-1333

14 Haug TT, Svebak S, Hausken T, Wilhelmsen I,
Berstad A, Ursin H. Low vagal activity as mediating
mechanism for the relationship between personality
factors and gastric symptoms in functional
dyspepsia. Psychosom Med 1994; 56: 181-186

Wi AT mEE ATH

ISSN 1009-3079 CN 14-1260/R 20074 hAN VAt 548 NTE A 4% &

A RFAFBWREAEIE %12

AFRR  H2005-12-155, A4 A48 IE T8 T 782 70 2 45 (http://www.wignet.com/wcjd/ch/index.
aspx), T P AUFE— AT DATER AT, GFEBAG . R, deif. Wi, DARAESR. B8, a2 mifE R
SBATHL. NAETE S Ir s RGN P, B T 3RAF AL T A A s dae 07 tH RO 2.

www.wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

9

R A SHLAYRS 2007506528 8; 15(18): 2067-2070
ISSN 1009-3079 CN 14-1260/R

& Jk 2.5 CLINICAL PRACTICE

ZEHK

EARE

BEEESEZENNS 2ENFHBREEANXR

Z 5, F, B A REN, BUMNE, K &, R,

BARMAES —EERFKIEE F}%:}]“F??gﬂ J:/&“rﬁ 200070
BfEE: TAZE, 200070, Ligm, PEARBNES_EE
REFEAFERADER. jiejunw@csco.org.cn

E3)F: 021-66540109-7045

IWFBEHE: 2007-03-01 #25HER: 2007-03-31

Relationship between
depression and serum
immunosuppressive acid
protein in patients with
advanced digestive tract
cancers

Rong Li, Qing Xu, Jing Guo, Jian-Xin Qian,
Xiao-Qiang Gu, Qing Wu, Ling-Yan Yuan, Jie-Jun Wang

Rong Li, Qing Xu, Jing Guo, Jian-Xin Qian, Xiao-Qiang
Gu, Qing Wu, Ling-Yan Yuan, Jie-Jun Wang, Department
of Medical Oncology, Changzheng Hospital of the Second
Military Medical University, Shanghai, 200070, China
Correspondence to: Jie-Jun Wang, Department of Medi-
cal Oncology, Changzheng Hospital of the Second Military
Medical University, Shanghai, 200070,

China. jiejunw(@csco.org.cn

Received: 2007-03-01 Accepted: 2007-03-31

Abstract

AIM: To explore the relationships among
depression, the degree of immunosupressive
acidic protein (IAP), and the percentage of
CD3, CD4, CD§, and NK in elderly patients
with advanced digestive tract cancers; and to
determine the effects of antidepressant therapy.

METHODS: Forty-three elderly patients with
advanced digestive tract cancers were randomly
enrolled in the study and divided into two
groups. The degree of depression was evaluated
by the Zung self-rating depression scale (SDS).
IAP was examined by simple agar diffusion. Im-
munological parameters such as the percentage
of T-lymphocyte subsets and natural killer (NK)
cells in peripheral blood were determined and
compared between the two groups of patients
by flow cytometry. Patients who were depressed
according to the scores of the SDS took antide-
pressant therapy. After patients were assessed
as normal, the immunological parameters were
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again determined.

RESULTS: The depression rate was 44%. SDS
was positively correlated with the level of IAP
(r = 0.549, P < 0.01), negatively correlated with
the percentages of CD3 and CD4 (r = -0.163, P
< 0.001 and r = -0.163, P < 0.001), and had no
relationship with the percentages of NK or CD8
(r=10.262, P > 0.05 and r = 0.611, P > 0.05). The
two groups showed significant differences of
IAP, CD3 and CD4 (IAP: 908.33 + 275.75 mg/L
vs 537.60 £ 282.64 mg/L, P < 0.01; CD3: 67.05 +
13.12 vs 73.27 £ 8.03, P < 0.05; and CD4: 36.68 +
11.29 vs 43.72 £ 9.16, P < 0.05) between the de-
pressed and non-depressed groups. The change
of IAP before and after antidepressant therapy
was statistically significant (P < 0.01). The levels
of CD3, CD4, CD8, and NK between the two
groups showed no obvious changes (P > 0.05).

CONCLUSION: There is a high rate of depres-
sion in elderly patients with cancers of the diges-
tive tract. Antidepressant treatment was found
to improve immune function.

Key Words: Depression; Immunosupressive acidic
protein; Simple agar diffusion; Flow cytometry; Im-
munity; Neoplasm; Elderly
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immunosuppressive acid protein in patients with
advanced digestive tract cancers. Shijie Huaren Xiaohua
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(IAP: 908.33+275.75 mg/L vs 537.60+282.64
mg/L, P<0.01; CD3: 67.05+13.12 vs 73.27+
8.03, P<0.05; CD4: 36.68 +11.29 vs 43.72+9.16,
P<0.05); FAARE T ETAP E AL (P<0.05),
CD3, CD4, CD8, NK L8R 2 % 44 (39.P>0.05).
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1 #EREA

1.1 A 2003-08/2005-045F — 7 £ K24 i} g K
LR Bt IR RSO e R . NAARUE: (D)
A2 IV It s 2B s Q)R =604,
GONAFP A HAREZ AT« BT MTFARIBIT;
(4)BEA: TCRS fho s v SR R G AR RE S S, G
PR NGIRERG, HIEGAE, ANA4341), Hile
i, K24, Bram3sl, 2 52741, %16
fiil. 4EH460-85(° 114167 £6.5)% ; TAPIR £ [
HORNE BN B A ST, TN MR A NK 4
RS IR TR A e A TR PR A, Hiat
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12 7%

1.2.1 AR AFFAGAE HALUBEETES

Sig.(2—tailed) 0.002  0.001 0.274 0.153 0.000

°P<0.01.
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SDSVF 73 /INF-4250 F AR AL. SMAR AL AR
HISZL FR) R0 A0 58 20K SR Ak il Bk I 34 545 0
1.2.2 4pAR2a AE B FIG 2 BTG D0 R BB 2R
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(P<0.05), 1iiCD3, CD4, CD8, NK{AEAL G it %

www.wjgnet.com



TR, F ETEEREESENES2EIHREESIAR 2069
Wi £ E

RS CD3(%) CDA(%) NK(%) CD8(%) IAP(mg/L)
108D 67.06+13.12° 36.68+11.29° 16.99+13.11  31.69+6.49  908.33+275.75"
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CD8-FHUECD8  1.022 10 0.331

AN TR 9 o £ S K AT K W TA P
AR R L3RR TS, TAP R AIAELE
G 2. 02, RICTFIAPS AL L M CRT
HRIE . 3 I SR F AU S5 AF DG 43 BT e A AT
PO STIAP. TAIMIERE. NKAIMLZ 7 16 &,
RIAS L I SR AT R A2 0 44%, 1R N Eh i
et al'""KHH A6 R GUE B AR 26 AT 1 A
(R 5 45 A 5 AR ALL.

PATTIE I AY: BE AR VE 5 (38 =, TAPT
{51, CD3, CDAFFA, dE—25 43 B & AR 4 A 4
HARZHIAP, CD3, CDARI 25 & il 2%
S, PR IAIT JRIAPARAL i 35 (P<0.01), $#ER
AT IR R AT S D Re S DA G, A OF
FIAR ) B e B DI REAR T, PUAABIAYT 5 s
Ve, w4 5 JEMAR41C D3,
CD4FHMEFT T4 B R 22 51 = X, CD8, NKJf
WA 2R, Zhou et al'" AT FT 45 B 5 A —3
T ] N A0 K T 40 M S A8 1 A G 8 4G DU 48 A 4T
TR R AR L G g% T e R) DG R AT &5
RIEARTEA B, BT SR S8 7V AT,
5 T4 RV FE A R Dy REA ¢, RIFERIACD3
S HT47T i 11T 240 1 IV 0 1) e 3 40 it R T DA A 4
o I VE F(CD3CD4), 7] LA 4% S s 441
{EFH(CD3CD32), 3 SOk T4 A A 1 25
RIHAEAE I

H RS R 2 W AR SE LRI, WA
M2 56 3 AR bR, 4 FAT (1412 W R 9T Al Sk AN
8, AT BE 2 H AT 0B R 5 AR 0 S R 22—,
AT RIRTAPA S ARV 73 25 UIAH K, i B

XEHRANR,
TAPREL =T VA 445 4m
oL 9%, AT vAdp
FRR R, SHE
Mg AL B
B, o, R
Tk 9 36 97 2R VA
B B ik A58 7
FEET@AR
TRME. 2T
* TIAPL AR Z
Al X Z R, £
AR



2070 ISSN 1009-3079  CN 14-1260/R WREN BT 2007463288 #1566  H18H
W@ 5 FM AR H 5 AR MABHIAP/K - W B 225, Pifnas 6 Nakashima T, Tanaka M, Okamura S. Survey
AT £F o e 2 - of immunosuppressive acidic protein and other

ko sz Va AR FES=$ LE W 1A
AT A T 5 TRITJRTAPHIAALAT S5 R, $rn e 2 immunological parameters in head and neck cancer
;QAIiZ% 11 ﬁgﬂi ?; EE AN RGN B P IAP SR VAR . patients. ] Laryngol Otol 1991; 105: 939-945
TS & . o 7 Shibata Y, Tamura K, Ishida N. In vivo analysis
s hwnwne S MEEHEN, EBRIIZENLRGIE S, ‘i o e .
5 5 2 g X . N, O . of the suppressive effects of immunosuppressive
fé’i'i" o ;; gy TAPH] LUAE A A R VRO AR 1) % M A AR, (B fF acidic protein, a type of alpha 1-acid glycoprotein,

, X ¥ &5 Rm N N N i i ith i i i - i
B A, FCREA A (1 PRI 1 B 3TF 1n.connect10n with its high level in tumor-bearing
b Kt mice. Cancer Res 1983; 43: 2889-2896
ﬂ%—“}i’ 8 Shimada H, Nabeya Y, Okazumi S, Matsubara

’ 4 ZS=EER H, Miyazawa Y, Shihratori T, Hayashi H, Aoki T,
1  Lavretsky H, Kumar A. Practical geriatrics: S_ugaya M, Gunji Y, Kobayashi S, Ochiai T. Progn.os-
clinically significant nonmajor geriatric depression. tic value of preoperative serum immunosuppressive
Psychiatr Serv 2003; 54: 297-299 acidic protein in patients with esophageal squamous
2 Mitchell AJ, Subramaniam H. Prognosis of cell carcinoma. Dis Esophagus 2003; 16: 102-106
depression in old age compared to middle age:a 7 Naka1g.awa N, Yao M, Kon@o K, Kishida T,
systematic review of comparative studies. Am | Noguchi K, Kubota Y, Nagashima Y, Kawano N,
Psychiatry 2005; 162: 1588-1601 Inayama Y, Nozawa A. Chromophobe renal cell
3 Schiepers OJ, Wichers MC, Maes M. Cytokines and carcinoma: a clinicopathological study of 16 cases.
major depression. Prog Neuropsychopharmacol Biol Hinyokika Kiyo 2006{ 5Zf 1-6 L i
Psychiatry 2005; 29: 201-217 10 ThiE, ZEdh B ERAL ARSI A S 4E Fl
4 Lutgendorf SK, Sood AK, Anderson B, McGinn S, ARGy ST, R ETTABEREE 2002; 11: 49-50
Maiseri H, Dao M, Sorosky JI, De Geest K, Ritchie 11 Zhou FL, Zhang WG, Wei YC, Xu KL, Hui LY,
], Lubaroff DM. Social support, psychological Wang XS, Li MZ. Impact of comorbid anxiety and
distress, and natural killer cell activity in ovarian depression on quality of life and cellular immunity
cancer. | Clin Oncol 2005; 23: 7105-7113 changes in patients with digestive tract cancers.
5 Tamura K, Shibata Y, Matsuda Y, Ishida N. Isolation World | Gastroenterol 2005; 11: 2313-2318
12 Lloyd-Williams M. Difficulties in diagnosing and

and characterization of an immunosuppressive
acidic protein from ascitic fluids of cancer patients.
Cancer Res 1981; 41: 3244-3252

treating depression in the terminally ill cancer
patient. Postgrad Med ] 2000; 76: 555-558

WY KR mEE TORE

ISSN 1009-3079 CN 14-1260/R 20074F Bt Ft e N Vg4 4 &

L4 ?Fiﬁ L4

¢ B % A MF B4 5] 484 (2006)

AHER MR O EZEARETIZEE PN Ei E(CAJCED)) 20054618250 811 FIENT H 1214 J7 4 HF [ 4171 5|
SCHE E B CNKT [ 7 rpots B 32005-01/124 30 F A0 5% (1. 5425 VO I KAEA RIS Ze /> 45 3
TS A A 2 B AR UET] S ISSN 1009-3079 CN 14-1260/R; Z5 H 44 FK: B 25RE 2R AR RN K L R 4
PR (YKS.2.3) BT K 2471, MR T 00.661, SEERMTIN T-50.644, BI4EFEF740.079, fB51 S TIH A
0.73, #51 WITIECA491, 513 h4.6, 2005830 F 4768, Fa4p it S 0.44, WebRIIAE R HZ40.6. [ [H
SRR LT AR b RSO BT 0]

www.wjgnet.com



L L S LI A
wcjd@wijgnet.com

9

R A SHLAYRS 2007806H5288; 15(18): 2071-2073
ISSN 1009-3079 CN 14-1260/R

& Jk 2.5 CLINICAL PRACTICE

R % 4 RE R E & H R ZEARATIR245)

REM, KEY, BUE, B E 5 7, FEK

HFEM, %=A, FUR, BE, BT, FENK #EXFFH—
W B BT KA E 3 P oo E 44 bR W 100016

EIRMEE: =B, 100016, ILRHFEXE(IFT—ED6S, 7B
HRFE—IEBERREIMY. guzhuxianren@yahoo.com.cn
B315: 010-64372362 {EH: 010-64361322

RS EHE: 2007-04-24 EZHHA: 2007-05-11

Diagnosis and treatment
of four patients with
primary abdominal
cocoon accompanied with
undescended testicle

Chun-He Qin, Zong-Ming Zhang, Yi-An Chen,
Jun Chen, Ning Luo, Jian-Lin Xu

Chun-He Qin, Zong-Ming Zhang, Yi-An Chen, Jun
Chen, Ning Luo, Jian-Lin Xu, Department of General Sur-
gery, the First Affiliated Hospital of Tsinghua University,
Beijing 100016, China

Correspondence to: Chun-He Qin, Department of General
Surgery, the First Affiliated Hospital of Tsinghua University,
Beijing 100016, China. guzhuxianren@ yahoo.com.cn
Received: 2007-04-24 Accepted: 2007-05-11

Abstract
AIM: To improve diagnosis and treatment of
abdominal cocoon.

METHODS: Four patients with primary abdomi-
nal cocoon who were admitted to our hospital
from January to December 2006 were analyzed.
All patients were diagnosed with an acute in-
testinal obstruction. Unilateral undescended
testicle was found in all patients during physical
examination, and all underwent emergency op-
eration.

RESULTS: The diagnosis of abdominal cocoon
was confirmed after the operation. Partial or
total capsule resection, lysis of any intestinal
adhesion, and internal stenting was adopted in
all four cases. All recovered uneventfully after
surgery.

CONCLUSION: As patients with abdominal

cocoon present with no specific clinical features,
preoperative diagnosis is difficult. The possibil-

www. wjgnet.com

ity of abdominal cocoon should be considered
when a patient with an intestinal obstruction has
an undescended testicle. Laparotomy is an effec-
tive treatment for abdominal cocoon.

Key Words: Abdominal cocoon; Undescended testi-
cle; Intestinal obstruction; Laparotomy
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