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Abstract

Neoadjuvant chemotherapy is often used to
treat solid tumors before surgery or during the
perioperative period. It is often combined with
radiotherapy to improve survival and cure rate
and to protect normal organs. Surgery is still the
most effective therapy for esophageal cancer.
Preoperative (neoadjuvant) chemotherapy and
radiotherapy as a treatment modality has been
in existence for nearly 20 years. However, it re-
mains controversial over whether neoadjuvant
chemoradiotherapy can be used as the standard
treatment for esophageal cancer. This paper
sums up the impact of neoadjuvant chemo-
therapy on surgery and survival in patients with
esophageal cancer. Moreover, we discuss the
limitations and future directions of neoadjuvant
chemotherapy for esophageal carcinoma.

Key Words: Esophageal neoplasm; Surgery; Radio-
therapy; Antineoplastic agent; Postoperative com-
plication; Prospective study; Randomized controlled
trial; Meta-analysis
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1 FHEULS N R ERRIET S ERRIEI
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B IO 7T, Rl B Ak 7 s L e A R A
R GERA N, Hiii By HOLG e &
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Abstract

AIM: To investigate the effects of arsenic trioxide
(As,O5) on cell proliferation, apoptosis and hy-
poxia-inducible factor-1o. (HIF-1a) expression in
human liver cancer HepG2 cells cultured under
hypoxic conditions.

METHODS: Hypoxia was induced with cobalt
chloride (CoCl,). After HepG2 cells were incu-
bated with different concentrations of As,O,
(1.0, 2.0, 4.0 and 8.0 ymol/L) for 12, 24 and 48 h
under hypoxic conditions, cell proliferation was

www. wjgnet.com

determined by MTT assay, and cell apoptosis
was evaluated by Hoechst staining. HepG2 cells
were then divided into three groups: normal
control group, hypoxia group, and As,O, treat-
ment group. After HepG2 cells were incubated
with As,O; at concentrations of 4.0 and 8.0
pumol/L for 48 h under hypoxia, the expression
of HIF-1a, protein was detected by immunocyto-
chemistry.

RESULTS: As,O, inhibited proliferation but in-
duced apoptosis of HepG2 cells in a dose- and
time-dependent manner under both normoxic
and hypoxic conditions (both P < 0.01). No sig-
nificant differences were noted in the reduced
proliferation rates of cell proliferation (38.40% vs
37.83%, P > 0.05) and apoptosis rates (45.25% vs
49.28%, P > 0.05) between HepG2 cells treated
with 8.0 umol/L As,O; for 48 h under normoxic
and hypoxic conditions. Immunocytochemistry
analysis revealed that HIF-1o. was weakly ex-
pressed in HepG2 cells under normoxia. After
hypoxic induction for 48 h, HIF-1a expression
was significantly up-regulated (t = 114.37, P <
0.05). The expression of HIF-1a protein gradually
decreased with the increase in the concentration
of As,O, under hypoxia (F = 347.042, P < 0.01).

CONCLUSION: As,O; can inhibit proliferation
but induce apoptosis of HepG2 cells under hy-
poxia possibly by down-regulating HIF-1o pro-
tein expression.

Key Words: Arsenic trioxide; Hypoxia; Liver cancer
cell; Hypoxia-inducible factor-1a.
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As,0, 12h 24 h 48 h

(pmol/L) HERRY [=Rryes HERRY EEFH HERRY [=Rryes

WIRA 2.85+1.13 2.92+1.08 2.83+1.02 2.94+1.17 2.92+1.14 2.89+1.03
1.0 5.75+4.23° 582+2.11° 9.23 +2.46"™ 946152 16.73+£1.26™ 17.03+1.04™
2.0 9.57 £3.16" 9.71+£321° 1833%137" 17.96+2.11" 2635+3.14" 27.13+2.46™
4.0 16.19+4.02° 16.32+5.13° 24.14+2.18" 24.36+3.02™ 31.63+2.77" 32.04+1.76™
8.0 22.01+1.82° 21.89+179° 2826+271" 28.69+243" 3840+3.25 37.83+3.46™

°P<0.01 vs [FIREFIF N EVBIBRYIRA; °P<0.01 vs FIF12 NREA.
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4l), BB AL, F3 e AR
ZAF TR FR12. 24, 48 hjm, BUBAN0Ie i,
T/ UK I T2 [ 5 YL 52 5 minim, DN 98 6 YL
Hoechst33258 H a4l iid, =il h, PBST L,
P2 eHE . AR5 BT BH- 28 %0 B
T, XM IEK350 nm, K9 K460 nm% .
e bR IE A A R W, T A A R
F . B S S 10441 B 43 A1 35 11120045
BT, FEALEF U ES0 4 i, FLs0044i i, T
SRR E 3, RO, % = Je
0 6 250/ L 4 L 50 1 4 ).
1.2.3 %k tmiai 5 ¥ ik WK A ST
HepG24m JRHIF-1a89 £ ik HOMN BB K BT
Hep G240 g il 52 X 10%/L (1) 40 &, ££$L0.5
mL, BN 563 (247U, 1 400
A1 AR AR B2 RIC 40 R A [ R A s, 0,41,
R 40 MU BE J5 2 I C o C 1L AT A s, O, (L
4.0, 8.0 umol/L), 48 hjg HUHH 4 uC v, AN
fil [ 52 5 min, PBSM UL, #%PV-9000ik 7 &
AT IHIF-10, DABR 0, Bk, EW, HdEm
Jiedt . 2 BH A %) SUR I ) R 4 Sk BH )
W, DAPBSACEE— B b B R L &5 580 5
20 M A% P HE A B RO 4 5 HIF- 1ok B PE.
K HTHPATS-1000 5737 M7 FE R 45 22 18] S50 #r
R, KIIHIF-1o s 1 BH 2 40 i 16~ 344 18,
DA TE) % S R HTF - 1o PR 2 A 0 22 08 5, JF IR
HIME.

it A S5 K Flmean = SDR R, £
P GE T S PSS16.040 My, 4 18] LA FH k6
U0 RN LR 2507 ZE 50 M, AR &) FHPearson B2k
A HT, P<0.05 M Gt 27 L.
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2 #R

2.1 FEARELM T R B R As,O % AN &
an e Ak Hep G238 78,49 4] 09 % vm AN [RIK B A s,0;4
TEH AR A FEH THepG241 112, 24
F148 b, 34 S )5 O b Hep G241
J 5 (4 RF = 119.527, 218.732, 364.612, 1%
U FF = 283.116, 341.629, 514.721, $1P<0.01),
EHAFRA LM 8.0 pmol/L As,O04FH
HepG24H 148 )i F 14 5 #1112 4 51l 4 38.40%
F137.83%. Xt HEZH P 45 I8 1] 55 Hep G241 Jifg 484 HE 0
IR T W 25 5. Hep G240 [ B8 {1 401 H) - AEAH
F) /IS R S A [ A B 88, (HL A e 2l FIAIG 46
PIFRISAT T 1022 5 E g2 (R ).

2.2 Hoechst# & 4 As,0, % AN J5 28 fiL bk
HepG2A g% rm AR As,O, 7 H A A
AN FAEH THepG241 212 245148 h)m, ¥
S I [ 1) AR L fE HE He p G240 i 9 T2
U NF = 382.429, 469.517, 719.262, (L% FF =
457.323, 639.216, 882.541, #JP<0.01), 8.0 pmol/L
As,0,E I Hep G241 248 hJm JVH T2 73 5l A
45.25%K1149.28%. XJ A N &I ] siHe p G241
MO TR B 22 5. Hep G241 J i TR AEAH
RV FH IS (R S A [ A B 88, (HLAE e 280 FIAIG 4
PIRh A R I E R LG T LER2, K.

2.3 WA EMH T R EIRAEAsS,04 Hep G248 it
HIF-1oA& ik 69 % a8 4 FHIF-1a 8t 259
FHIPER L, IIACoCLAERA M5 548 hia
HIF-1atE HRIA R ZE T E(@ = 114.37, P<0.05),
R4 F4.0. 8.0 umol/L As,O,1F [T 41148 h
Jii, HIF-1008 (131K B A 5,0, 52 (1) 18 i ify 22 7
BRI, SRS AL LB il 24 5 X (0.546
+0.028, 0.395+0.017 vs 0.773+£0.047, F =
347.042, $41P<0.01, 2).

3111
AR5 2 22 b iz e b 8 40 435 T 6 9 1)

AR VAZ I
15 B A A CoCl,
A DMK BRI,
5 AR F A AL
P A S T AL
BRRAKREZR
Ao = B 3f AT S5
mipyg . AT
Wy n, TR
LKA T T2
4 47 & Y HIF-
lak g kike) X
#, AP AR
By G IT RS
o R 25 A A 8y
24w
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| B 3E XA
KA LI, AL
AEMHT, 284
ZER A B
AN, %A
FHET AR, £
Vil A R &R
55, X APVE A THE
5 LA HIF-1o
E-F & e
REREN, Z4
A = B AE S — Fb
2 HIF-10 £ 4%
B AE A G d7 k) A
EERERFFT
A —FEE8
BT S
W HMBRR, 3G
AT M 6 B
P Ay .

t .

1 HoechstR A GMIAs,0,{FFA48 hiSHepG24RIRATET( x 200). A: FEABHA; B: % 18.0 pmol/L As,O.41; C: ik

WHRZH; D: IKE 8.0 pmol/L As,O,2H.

2 RS ENHepG2AIRHIF-10 B EHVZRIA(SP x 400). A: PR BRA; B: = HRZE; C: IR IRAE; D: IREF

8.0 umol/L As,O,ZH.

SCIFHRAL, JEEeA 1 202 th T R 4 i AR ok
P, T AE A A KRR e, U AR A R T
P P RE S AL A S i, AN 3 BBUMYR Y AR AR
TR SSE IR T ™. AR S SRR 356 T At I DX 2L
A FAARRGE, S E TR A0 R A
T BTN 52, BEMTRIEE RS, MR T

HIF-1a4235 5 IR Mg A2 e, T2 4k
I7 HRAT S AR 2 B 45 7 TH 25 D) AH OGH T IR 4Ui
PRBE 2 IR Al T 22 T AT 2500 G e R R

] 5 3 48 7 AERHUME I TG R, Tan %
ARSI AL, ARA AT A S W4 S0 41 fitd Xof J K
WEWE (K R, FEHLI R G55 L HHIF-1a, 1
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ERE 5 —S/_WERaE TW AT BMIRRHepG2IBIE. BT KHIF-107RIABIFIN 2519
W R
K Lkt A,
J Z fA = A
As,0; 12h 24h 48h fﬁ 2R ib”zfi*%
jumol BEAE  BESA  REAN  BREN  BERE  BEEE ol iaome
9 1.04+0.11 2.08 £0.47 1.32+0.21 2.11+0.17 1.24+0.14 2.32+0.12 8.
1.0 4.85+0.53" 6.51+0.36" 8.93+1.31"" 1237+0.87" 1241116 17.568+1.21"™
2.0 6.73+0.75°  10.69+0.93° 16.12+1.48 18.75+0.94™ 2050+231°  24.86+1.73™
4.0 12.79+1.23°  15.13+1.21°  20.36+2.41" 24.13+1.64" 29221242  32.31+2.05™
8.0 23.26+1.62° 2545+1.23° 2739256 31.18+221° 4525+1.18"  49.28+1.46™

°P<0.01 vs [FIREFIF N EVBIBRYIRA; °P<0.01 vs FIF12 NREA.

FA G- 1RIEA K. Ik, FHLAHIF-1ah
FE RS ARAEL R TSR AT T e 24540 1 o 1
PIAMIEFE I H T TR I, As,O5% H
WS JHE g A 22 Tl S4BT L AT B TR R 0 A
FP M, AR KA TR, As,O5E GRS N e
A L S G 1 L A L R 4
i2ly.-R4 0 W (== 7 (1% = < G N R i O]
VEH BAHSHLHIRIEA 2.

TATHEH E AR S T R H 52
T ARERE As,O % Hep G241 U851 . T 11 5%
Wi 2 e SHIF-10&IE 6 R, MTTSRE R 78
WAV RS T, As O3 1T 5771 B2 T i)
M b 2 2540 Hep G241 L (1395, 8.0 umol/L
As,O./E i Hep G241 1148 hjm, HAMHIZ 57K
38.40%M137.83%, S AMIC A P A 55 A1 4
0 6 B A 1) 2 1 25 S R g . B, Qu
SIS R I, As,O5 1] DAAEMRSAIREE R A
it g 20 J ZE K R85 S LU T, a) A BHLW 40 g
JEIHRERE A G, AT HHoechst# (o it —
MR, 4 F R AR RIS AE T, ASIF
R E A8, O 1) 52 I 7] 5] F A (e 2 Hep G241 i
717, 8.0 umol/L As,O41F HHepG241 148 hj5 H:
FTZ R 350 o 45.25%F149.28%, i A A4 5%
L e AP S N e 2 = O W X
FRW, As,O5 0] LLIE L5 5 40 H 8 2R R 4t
HepG24H M i A0 1E H, XM E AN ZARSA 4 1
1550, PetterssonZs" VR I, As,O, 0 /N o fiidee
A A M, B IR AN R AR T, (R
HARHUEIE AR, i) 5 IR R B,
A E T A, 0,881 5 AT BEL-740241
KA, HAUHEIT e 5 As,0, FIHHIF-1a. %
2N 25 3L N I R AT 06, HIF-TRARASAME R e
AT — B YR R AR Sk R, 2L HIF-1a
FIHIF-18F AN A 4%, P HIF-1oJE: 1%
(RS T B, SYHTE-1 3% P 5 S5/
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VEZ TR, RS FHIF-1a 1A 8 41
Ha i =2 9 10 Sk, BATIIE 20 N G 4
Al VL 5 R IR, (R4 R HIF-1a R I8 5 H 44
N T R (3P<0.05), 11 As,O5 5 5 S AR Hh
FIHIHIF- 1o &k, SR AL LL B givt 2
X EP<0.01). 42K, FZWFIRKIL, HIF-
Lo IA I i A 34 S 470 88 24 400 [ % 93 4 1200,
KungZ: 5288 R, N H —Fp 2 IKBEBTHIF- 1o
p300/CREBI &5 45 LABH B HIF- 1 o35 S35 1,
% 22 JHRRT DL 100 1) 5 i o R L g B ARIRE 1) A=
K WFFTR I, RS T As,O5 B0 SV PE 4k 4 iy
AL 995 40 = A AR KA AR L, JET P HIF- 100k
Y RS2 ko i 45 T B Y. SRk, T
SEPURE SR I, EAREIAEE T, FHS AR
31 SRR W I I S G C-790 1 40 Jfa 384 5 K 15 5 1
ToEH, AT RS HAMHIHIF- 10 284 P53 5L 1
kA% R, BATIHEDN, MRS T As,O4 0]
R I R HHIF-1a ¥ 21815 S Hep G241 i (1) 7
T, TR X Hep G241 A 1A A 425 1 .

AT S RALIR, As,O50] REE L 1
HIF- 104351 S 41 ML Tk K45 X Hep G241
MG VE L, X AR AN S2AR A4 AR IR g i,
A B IE H T IR R R K. WURE
As, O 7E a7 AR 2 s, R4
(1E LG Ry ik — P
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Abstract

AIM: To investigate the ionic and molecular
mechanisms underlying the effects of changes
in plasma cholecystokinin octapeptide (CCK-
8S) and somatostatin (SS) on stress-induced bile
regurgitation in rats.

METHODS: The changes in plasma CCK-8S, SS
and intragastric bile concentration under stress-

www. wjgnet.com

ful condition were measured by radioimmuno-
assay (RIA). The contractile response of gastric
antral smooth strips isolated from healthy
adult rats was recorded by poly physiography.
The regulatory effect of protein kinase C (PKC)
on the phosphorylation of type 3 inositol 1, 4,
5-triphosphate receptor (InsP;R3) in gastric
smooth muscle cells (SMC) was determined
by immunoprecipitation. The changes in in-
tracellular calcium fluorescence intensity (FI)
of SMC (presented as [Ca®]i) were analyzed
by laser scanning confocal microscopy. L-type
voltage-dependent calcium currents (Ic,) of
SMC were recorded by the patch-clamp tech-
nique.

RESULTS: Both plasma CCK-8S level and gas-
tric bile concentration significantly increased
during the stress period and reached the peak
at 2 h after stress, while reverse effect was ob-
served in plasma SS level. Respective addition
of CCK-8S and SS caused a rapid, sustained,
concentration-dependent increase and decrease
in muscle contraction of gastric antral strips,
and CCK-85-induced increase in the contractile
response could be significantly blocked by ad-
ministration of nifedipine or SS. Similar results
were obtained for the changes in FI and I,
of SMC. Pretreatment with SS significantly in-
creased CCK-85-promoted phosphorylation of
InsP;R3 in SMC.

CONCLUSION: Gastric mucosal damage in-
duced by bile regurgitation under stressful
condition is closely associated with gastric
antral dysmotility evoked by the changes in
CCK-8S and SS. CCK-8S-enhanced gastric
antral contraction depends on the release of
intracellular calcium stores and the influx of
extracellular calcium via L-type voltage-de-
pendent calcium channels, and can be blocked
with SS, suggesting that both CCK-8S and SS
play important roles in the regulation of gas-
tric motility.

Key Words: Stress; Bile regurgitation; Cholecystoki-
nin octapeptide; Somatostatin; Gastric motility
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bile regurgitation under stress: ionic and molecular
mechanisms. Shijie Huaren Xiaohua Zazhi 2010; 18(24):
2521-2527

ik 2

BEY: R 8T mAk- A\ ke &K % &
(CCK-8S). A K& (SS)# T AL, LR =% &
ST SR Tt RO P 6 A48 ZAE R Fe Al K AAUH].

Fik: ()R % & 77 A fe 2 CCK-8SH=SS
KF, 5 Ew AT RABATIVE, 2)% F4A
RPIL R F E BRI LR E HH T oyl
U5 &3 (3) T JE P T ik Ae o R BL I iR A B
EF R (SMC) = A1, 4, 5- =B8R LES
% AR (InsPsR3)# B2 1L K -F; (4)Fura-3/AMARIT
B £SMC, WLE#HALCCK-8SA=SS*T it 1 45 5
F R (Ca™ 1)t % vk, (5)& ML F At ]
B ESMCHIL-A 1 4245818 ¥R (1, )89
TAH L.

LR ()& ERECCK-S8SKEME A
e it Bk KT B 25 3R (39.P<0.01), vA KLk 4%
RE1-2hmALE, M RSSHKAEN 2T K
# P(35P<0.05); (2)CCK-8SHEA T § £ fouly
IMTYAT R RH IR G he i, MERTHR
(3#P<0.01), SSHFJA A8 R H A& FL BT CCK 49 3
SR ; (3)CCK-8S 34 5% § 5 -F 7 Mltm it
[Ca® i% 3R Awl,, (3P<0.01), SSHE A 48R
F A FLITCCK #4938 32 2 i ; (4)SSHE A FCCK-
8S_L iR 649 InsP, R B AL KT 7Tk B H-38 5%

LS MOMCT AR RUR A A0 B R
5 CCKASS T AT § 3h /) ZELE AR %,
CCK-8Sif 1T ¥4 3% Jir, 17 4548 38 Ao AL 9145 1 34
¥k F MY, AN TTARSSHT R, =4 &
JLPTE R B B A FELP AR TR,

REET: B ABTHRU AR R; A RWER; B
;A

THW, BE, L, SR EKORVIA FEERER
NSORDTRALHDHNER. HRELABIAE 2010; 18(24)

2521-2527
http://www.wjgnet.com/1009-3079/18/2521.asp

0 31

ISz (stress ulcer, SU)JE IR /G BRI
W T PR IR R, HAT R B R R 2 AN T
2, BVA BN BRI v A 6 43 1.
KA TN, STl S 30RT 5 | e A4k P 22 ol i - i JOAC

S s ) ThEEIRER. BT R 2, FB
SR I, A5 B D B AR B A R 2 S U AR )
SRR, TRV RAAES UTE b i 4E H A
L5 R ORI - JOA T PR A FH AR P2 IR Sl 4
Z (cholecystokinin, CCK)F1/E K413 (somatosta-
tin, SS)EPARN 2 oA T B W TE e PR aR 48 2R
girh, HAphE i TR S iR S AR ) Ik
Jlk, fliaal 53 B S 2 AR S G, RN Ah o)
W Wis sl ke A TR R Y. AT
FUR R VA 7K R Ay 8 ST O BRS UBE Y, A0l 3
WO BRI T I B 41 25 )ik (cholecystokinin
octapeptide, CCK-8S)FISSAL, it — 3% 1421k
5 NS IRV RO AT BRI &R, DA R 3 2 1]
(AR BAE AL EAR I 23 1 A0 22 U, AT A
I R 7 6 FR T SUSRZ BT I 7 1.

1 RIS

1.1 A AR S 2 SD KR40 H, M i
250-300 g, MEMEA, BEHL A (1)1EH X A
105, AATATALEE; ()30 5, 2051 T
WO A2 h, ML RS0 1. 2. 4816 hidhfT
MEE. WAL K RS T AN AR /K24 h)iS, [ DY
TR L, BT5 CE0.5 CoKkMtT, KN Z
K, R4 hULB R SURBE RS 3ot I 4 AREAT
i A B O ISR I TECSRT f 98 2 A W K i 2% v
CCK-8SHISSIK-, Fift F VU e e i ks il 75 i
R R B

12 7%

1.2.1 B ARG Fo AT 08 W2 ) &0 AR
EIEEHSD AR, A 250-300 g, A AR
S By, Wi, IR ECE, W RS BT
HAEK rebsill TEGE T 5 225 B AT Y
WLET 477 o) 43 S DD EC 563 mm, K8 mm () i 52
FHa T TPAT R TE N4 4 A1 WL 40
(smooth muscle cell, SMO)I, K4 B 2 mm
X4 mmpNIRE T AT, 36.0 'C-36.5 'C Mt
%% % 5 25-30 min, CESPSSLEMIRVESIK, |
1R W AT A 23 ke, 7 2 40 B B T
AL w25 F IS 2 ORAF T2 'C-8 ‘CIUKBS
.

1.2.2 BRI 58 JILACBCE T3 A, —
i ] 7€ AEAH 2288 b, 5y — i B 9K ) M BE AR AHIE,
W NLAAE ). & K3 mL/min)FEE2E R
W4k, 37 ‘C£0.5 'C FHFEEARLLO,(950 mL/L)AI
CO,(50 mL/L) ¥R &S BT BARKE
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Wi £ E
Castedal & if & iE
%+ =458 R A
S48 CCK-8S(pmol/L) sSing/L) ABstERmol/) ; ;2 A % Z ;; "
= RS R
[ERNIRA 2.23+0.88 45.83+2.11 37.93+£23.76 B b .
NEENTIEE02 h 4.91 +1.44 41.59 + 1.58° 552.28 + 75.69°
NEESRF0 h 9.05+2.93 31.29 +1.53° 690. 70 + 64.69°
NEESERF1 h 10.05 + 3.89° 27.52 +2.53° 1 316.00 + 197.36°
NEEERG2 h 10.80 +3.82° 23.06£3.11° 1 087.30 + 252.75°
NS SRE4 h 8.61+4.17° 26.20 + 1.82° 563.22 +117.97°
NERZESRIG6 h 5.87 +4.95° 31.87+1.97° 62.68 +55.13°

°P<0.05, °P<0.01, “P<0.001 vs [FEXIBLE.

(AT B 7 A ith), % 5 60 min, 458 € 1 H K
PR S i\ AR B SO SR 4 2 T
Ji UV W 4 % ) (R A 1 AR A

1.2.3 Sz itie, BAR & iikfe 92 fp i L1 mL
23 AL HE I SMCEMMAS00 p LA, VK I
JCE40 min)&, 4 °C F12 000 r/minf /05 min, HYL
EI R R IR R, 4, 5- 6%
PR LI SZ A4 (inositol 1, 4, 5- triphosphate recep-
tor, InsP,R)H.4(1 : 100)4 C RIFE2 h)m, Hn
Aprotein A beads, 4 ‘CH#%21 h, 4 ‘CF2 000
r/min /01 minFE B3E. STRAREARA NP LA
ATHHIR AR B 22 pP R DR UTIE SR G DN _EAE 2%
M, 100 CAEPES min. Fi4212% SDS-PAGE
438 J5 ¥ % 2 75 F phospho-(Ser/Thr)substrate
PUPR(L 1 000)57 & 1 ISR T 4 1B L, LUFY
S PR A B EPK CRER SIS 51 vh 1 B R AL,
[F)Ser/Thrikdk. i illE£e12% SDS-PAGE%)
B, R B ER A Y E I, SInsP,R3MPT
(1:1000)4 C FFE IR, KlllinsP;R3 S, W
o BT X0 EBOGE B

1.2.4 Fura-3/AM fi & @@ ;. 4 & om A
Fura-3/AM(Z# % 410 umol/L), 37 CHL F30
minJEPSSHPE2IK, AN RS X 10°/L. ¥
R334 nm K380 nm, KHEBEK 540
nm, KAEIBA 3 ms, iEESMCHEZ 2T i (1 9¢
SR AR AL

1.2.5 20 BB 7 4 52 B SEBUA 45734, BELU
Wi I SMC T %23 'C-25 C) FREATSE5:. B
SMCa 1 mLJI A4 it P75 145 B 4k
Bi b, WEEES minf5 & [GHEV(1 mL/min). $7if]
Ha M AT HEBH BT 0 3-4 MQ, HEAT v B 22 ) 6
ZF LI A 40 A 40 GBS s 56 ) A 4
HEAT, —d 0 4L, HIPSSHEN,; ) —4lh sk
AL, K ANPSSHE. A4 Hust=C R
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B 1 RLAMIRCCK-8S, SS, SR TEKEDR L. 1: EH
SHHAZH; 2: NS FEF2 h; 3: NIBEEERIG0 h; 4 NABEEHRG
1 h; 5: REMEERIG2 h; 6: RASEEHG4 h; 7: IS5 ERG6 h.

EPC-10-HEAKAS Fr #HORZ8id kL - B R )
P85 1 18 1L (L -type voltage-dependent calcium
currents, Ic,;). IBITpCLAMPH A F T W L% KL,
FFH Clampfit8.0F2 /7> 73 H £ s

Hit A KA I ALK, SEK 4k L
mean=® SDK IR, nZR gl B Z 1 5. WL4csE
90 25 AT IH— L AL B, B BR DUGH B 20 vp 8 K
LTS AR, SR 5 Hlmean £ SER IR, B
RS20 R B P SO A Clamp Fit8.0F 4E 1
BAFSPSS13.01E 4T FC X AL 5, FFEGraphPad In-
state 3.0 &, P Geit 45 R pP<0.0551IA 14
HEEE X

2 R

2.1 CCK-8S. SSEfzitmsK-F MG 75 I B4l
1L 3 CCK-8S A R IH IRk & 5ot F 41 k2 T+
1 (31P<0.058%0.01), —H/EN LR E1-2 hi
Bk d e, SR IEHT N B, (AR N A K56 h
T T 1E 5 X H(P<0.05); SSMWE W3 N %,
TEN IS W52 hik Bl /ME, 2 5T EFHA
TR 1E 5 6 R (F41P<0.05880.01, 21, [&1).
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A %ﬁu% R i b .t‘\':xa’w"\'u*\',*«‘Jt‘-.’a'-\-‘\k*-‘-.-‘\‘-;‘«'J"\'J"\':#mr";!f ikn'ff*‘zl‘.h."'r"'a!‘.l ':‘utkl'WﬁH-;‘-‘u.-‘u'.’u'\,%‘a,k~.-..x~.,-‘~.*M\w¢~.:‘-.w.ﬂ\a.=-.\
KRB EEIK 70r CCK-8S washout
KSUMA, #nl 60 B s R it
EL f%'( X [\‘ﬁ‘ ot ;’f{ \:f: 5ol W-,"f,-'\".'\‘!‘.\ll'.'!.‘-ﬁ.l'-I'-J\’Q‘.'\‘i'&“""yu-ﬁw*' ;-f\;w'.lll -lh i'l\‘h 1‘)’11;*2’ -M\ CR R
B EAK S CCK-8S nitedipine
(CCK-88)A=SS % Eﬂjr i Ut Aot adbasbu R bk
o, it =4 e 30} S5 washout
T B Hink RTIITIOTT
IR0 T B 200 s l-."n'"\-"."u'u"Jxl'-\lu".‘C'.f'.;lJ\.'\'\rffI'l‘k"it‘ul{&“*\"’l"lfj'-ha'-‘"i“\f'.*\‘J"FJ“-’\R\&"LL"HJ?\AM-’MW
A, AR =_FZ 10+ m CCK-8S SS
) &5 48 Z AR A Ao 0 ‘ ‘ ‘
AR5 TFAY 1x10° 1x107® 5x10°® 3 [-BUEEERR A FInifedipineFISSX BEMTRIMT
FAUH. CCK-8S (mol/L) ALRIRIBRIRBARREIBN. A: COK-SSHERI R
B g9, B: nifedipine ] T CCK—8STEF T FIMc4E=kRz; C: SSHIH]
80t 4838087 ; D: SSATPEKFCCK—8STE AT RS 4 idons .
70t
£ ool R 2E.
ﬁ 40! 2.5 B AT EIE LR SR H R B R R e
30} SRR B R -40 mV, BL10 m VKK A -40
| mVIFUH E AL 5240 mV, 4ERF400 ms, HUIR b
"l | | | 10 ms. 4 i AL (T ZE ABUS 5-13 msIif H I,
1x10° 1x10° 1x107 ; : : = o I (i fedin-
SS (mol/L) [-VHIZE 10 mVINT, K, BAIEIE (nifedip

B 2 REMRECCK-8SHISSI AR BT BANULYEHIRAN.
A: CCK—8SHETRIATAIN; B: SSHIHMLARNL.

2.2 M ISR s T AR EEC CK-8S(1
X107, 1X10% 5X10® mol/L)FSS(1X 107, 1X
10°, 1X 107 mol/L) ] 52 5 4 i 1 i A1 )
B LS B4 30N (P<0.05, [E12). 43 4 YL -
PR T 38 P nifedipine(1 X 10° mol/L)FISS(1
X107 mol/L), 7] [E{LCCK-8S(5 X 10™ mol/L){f: i
T ST RPAT IS IR IR A A i (15]3).
23 RAFHLER KBS ENM[Ca® i
PN IR R 651.3£107.4@m = 20). 45T CCK-
8S(5X 10™ mol/L)JiT, [Ca” 1i%e ) i & 51 (651.3
+107.4 vs 764.5+£85.7, €4, 5); 45FSS (1X 107
mol/L)Jii, [Ca® i%¢ )t & F i 55(651.3+107.4 vs
514.5+54.9, P<0.05, &6, 7).

2.4 CCK-8SA=SS## P % ¢ PKCIR #1 #9 InsP;R3
BRERAL A FEARTUESS T RIS TPKCHRE St
I 8 4% (chelerythrine, 5X 10 mmol/L)
S5 3 B CCK-8S(5X 10 mmol/L); PKC¥4z)
7 25 WL U B L R (phorbol-12-myristate-13-
acetate, PMA, 10”° mmol/L)AbFH (KL AAE Ay BH
SR, T REAS IS [N S min. CCK-8SAEH] R
A, InsP;R3PVBETR A0 /K- T 1 5 0] f 4 (B
8), SS(1 X107 mmol/L) & & #51CCK-8S A+ F 1)
InsP,R3MFER L, Tfichelerythrine I PKCiE 4 nT
BELIKr CCK-8SHE 3R Ins PR3 IR AL (K R4 N . £EPKC
FAPEGT HR AL, 45 TPMAT] ) S InsP,R3MEE 1L

ine, 1 X107 mol/L) A5 HL Ik 410 mV T, £
80%(n = 3), UEPHIZHLLE Loy . 5 1R BT L,
CCK-8S(5X 10" mol/L){EH FSMCIH1., 1A 518
#(-56.42 pA+6.57 pA vs -88.54 pA+5.71 pA, n
=10, P<0.01), 7] #nifedipine(1 X 10° mol/L) &%
HOHI(E9). SS(1X 107 mol/L)AJ & WL, (37
B A87.51%%10.64%, n = 10, K10). H4h,
SS(1 X107 mol/L) AT BHIKFCCK-8S(5X 10™ mol/L)
IR SMCIFI T, o R85 (B 11).

3 e
T 1 T 10 45 B Ih g 22 RGN ARl S g ik
B, P CCKMSSEARZE B kb &%
fRIPIRFST. CCK-8SHMISSAE NN HA I S )
YERIARZR 2R, — 7 CCK 4 & A 9C CKAZ AR
JTEIERA s OddiFE LIl fe I 2l 46 FIH v
Gy 55— 5 T LA AR AR B F 1 S SN 1T
P C CKIF 73 WAk i) “PATH5 L CCKIME A, H
FLANTHIO d d i LWL i 2D R R A0t 1k A -
SR WA D, Kt JE B b a] 2 g 4 FRE A AT
IR, ZEARE I, BATTAE w1 S0 S Ak
b, BT T EC CRARIS SAR A #F K L 52 3
J1 2L AR S 0 1 P RIAH DG AL .
HEYE R T S R0 I 7 40 A o T B ok JEE A
FRPEAN B R . RO R, R A
K, RO, 51N E R ED. 4531
R, RO 46 G R BRI C CK-8SFI B T
P A< P R S i, — AR NS RS 1-2 hiy
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B 4 4 FHCCK-8SHSMC mMZAZE

BACa™ ISR, A # T 5 R A

A: Ffadhifura—3/AM; B:f%;  CCKASSHALE

R A FHLPAR

4 +
590 CCK-8S
T T

0 50 100 150 200 250
t/s

5 CCK-8S{EFTFSMCIBRICa* iy ar k.

B O RE Y e i B S A R 1 A
JE 8. 5 CCK-8SHIPHYTERAH S, N4 5
M 3¢ SSTF4E F %, HAECCK-8SFIHYTIR/K Tk
AR I SSK - Bt R A%, JG 2842 BT, k] A,
SR R v C CR A WA KE IR S S 73 h v /b 15 N i
eHIRY B i A R S DA G

W 18 B 32 B R BEAE3AN T T HE SE -
1. BT 48, B-IHE-0ddiKFELY L,
VAT BV SO ) e A e X 3 i 2 Bl K LI
gE N0 RIS R R C CK-8S T 9 FE it
PR3 K B 32 P UL A Wi, S STEH
FH 2, CCK-8SH IG5 HI T 4 SS T4l Ax it &
K01 M DAY B 94 J3E ([C ™ Ti) T e A2 A 1 22 b 4 i A4 3
IR EE B 21 M Py 5 PR TSR e o M el i i
JEE M Py S B Ca TiTH SRR, k3t —
SRS ST C CK-8SHf 5 1 52 WL 45 e 48 4 il 4
FHIGALEL, BRI = % KB $ESMC[Ca” i
[R50 . 45 1 BoR, CCK-8SH] i iR Ca’ iZk
SPSSYE AR, f 2 BR[Ca™ i, B -1 4R
W . 03 8 P ES0 g A5 38 i T YT S
TN O - R RIS B 4T,
T ARG B W A, S R A e
WIS BB B 2 e A AR, Castedal ST
SRAESE -+ —4a W B R R A5 AR i
SR IR O, N T S8 iR iE

www. wjgnet.com

fura—3/AM; C: 257" CCK-8S.

Bl 3 LI 2 B i, IR R SRR T L
TEATE AR L WA P B 825 8 sk (7 T
W26 o C AR RE S, CCKTF RIS SR
M 1 55 S S WL, SRR+
V-8 2R B EERE I, 75 SEda P LR K
[EF PN N Y VAN

0 T P R R S W LS B0 1
Yo R 2, 1 Tns PyRAE 31 53 0 P 465 72 1) o
R0 B9 B oR CCK AT A 5 i ) = B A DL
(InsPy) 5 P _InsPREE 4, i) 0 Py 45 R i
SIE[Ca* 1iTh w5 R A 4e . W& Ak 55
PR [ . PK CIE L i R A Ins PR AN R 47 5
(22955 %R, IR AL 5 I Tns PoR & 25 B A T 4
InsP,fRIBBURAE, AT 400 Lo s Py BBURK P P 5 0 425
A R T, At A2 A T PR P A A S 1 — R
22 G R - I R PR, AEAR LI, ST
gt R BRI 45 FPRKCEEh FIPMARICCK-8S,
CCK Py 58 4% ] v] # PK CH17 7] chelerythrine T
FHL HEAR, 25T SSI] 35 3R C CK-8S /7
[1)'H $2SMC InsP,RIFIRL, $&/R"— 7 HPKCE 5
CCKA S H FESMC InsP,REFRILIIT, ¥ —
3 THISSIl ik 14 51 CCK A 7 1) InsP, R R 1K, #17H1
MANAESRE. T AEAR S T, WIS RS SIK
- R %, HSSHTCCK A 5 I InsP, R R AL 410
TN ARG, (2 HE T CCRA SR M AR, A
[[IP/IENNA Son L A= WIE -~ IR a2 S
BAHEC S FESMC I, MR, SSHCCKA
T ¢ BE SR HAT B FFEIVE . R AE
PFCIRA TN, SSUKFI 3 T FEHISS T X CCK
(A5, (R T A0 R AN 8 T ok 2 - TR A S
TEHEN ML, I 45 e 1 R AL S BUE 523
HEFLHIRE.

B2, TR ARSI AT (DR
BT R R A7 A HLAES UK AR Pt 31 5 5
YRR, Q)N BUA N CCK RIS SAR AL AE B 5 1y

B EFEAEA, L
Eeind =00 W RO
4 SSTad it %
v CCK-8SA~F- 84
SMCHe A 459t 3,
ImE R T B
HF4L.
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7 SSIEFTFSMCHERICa™iFENZR Y.

A Probe: InsP;R3

B Probe: p-ser/thr PKC

CCK-8S - + -
SS - - + - -
chelerythrine - - - + -
PMA - - - -4

8 CCK-8SFISSHIEATENHIPKCHRRABYINSP,RIEVEEERL
T, A SIETTEERNIns PR 37THE PR B: i
EIENEAS A InsP, R 3{TIE K.

FAL TR B E AR, TR OEREIR T S ) R A
(3)SS i it i C CK-8S A S KISM C i 4 45 T
e, INEE RN B ) L.
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Abstract

AIM: To investigate the role of sphingosine ki-
nase 1 (Sphk1) in the proliferation, apoptosis
and invasion of colon cancer cells.

METHODS: Human colon cancer Lovo cells
were divided into three groups: Sphkl activa-
tion group [treated with 100 nmol/L phorbol
12-myristate 13-acetate (PMA)], Sphk1 sup-
pression group [treated with 50 pmol/L N,N-
dimethyl-D-erythro-sphingosine (DMS)], and
control group (treated with 9 g/L NaCl). Cell
proliferation activity was detected by MTT as-
say; cell apoptosis was detected by flow cytom-
etry; cell invasion was detected by Transwell

chamber assay; and the protein expression of
Sphk1, ERK1/2, p-ERK1/2, and NF-kB p65 was
detected by Western blot.

RESULTS: PMA significantly induced the ex-
pression of Sphkl protein, promoted Lovo cell
growth and invasion, inhibited cell apoptosis,
and up-regulated the protein expression of
ERK1/2, p-ERK1/2, and NF-xB p65. In contrast,
DMS significantly inhibited the expression of
Sphk1 protein, suppressed cell growth, promot-
ed apoptosis, and down-regulated the protein
expression of ERK1/2, p-ERK1/2, and NF-«xB
p65. The apoptosis rates in the Sphk1 activation
group, Sphkl suppression group and control
group were 9.15%, 16.25% and 32.58%, respec-
tively. The relative invasion rate in the Sphkl
activation group was significantly higher than
that in the Sphk1 suppression group (190.57% vs
9.65%, P <0.01).

CONCLUSION: Sphkl promotes the prolifera-
tion and invasion but inhibits apoptosis of Lovo
cells possibly via a mechanism associated with
the activation of ERK1/2 and NF-«B signaling
pathways.
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Sphki NF-kB p65 ERK1/2 p-ERK1/2

1 ZipRELovoBiESphkI BRBHIFRIA. 'P<0.01 vs IR

1.4
1.2+
1.0+
0.8+
0.6
0.4r
0.2+
0.0

T

=

YIS A )

H o

SHIBZE Sphk1i8H2E Sphk 1 HHIZE

B 2 SphkIEGEFISINHEIFIN Lovo BRIGIETE RS2 0.
P<0.01 vs SIREZH.

kB p65EE (AFKIA LR, A, MEISphkl (55 PE,
NF-«xB p65%85 13 1A N 1. NF-«xB p655 11K IA
FESphk VG AL . X IRAL. FHI4LEHiRsg, 5441
() 22 54 b 1 (P<0.05, E]1).
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KI5 VR, A, Sphk 13| F/DMS A 1751
Lovodll i A& K4 5H (12).
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Annexin V-FITC

1
10* 0 10*
Annexin V-FITC

3 SphkIEUEFISHNHIFIN LovoBERIBTBYSZIN. A: XFHRZH; B: Sphk1##7E2E; C: Sphk IFIZHE.

4 SphKIEGEFISHHNHIFI X Lovo MR IEZEHYSZIA(HE x 400). A: XFRAZH; B: Sphk 13474, C: Sphk 14114,

T AL Al B AR AR 2825533 £ 190.57%, 9.65%,
A G EE X (FP<0.01, K14).
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S Sphk R = WS 1PHE 2, ki {1 k41 i A=
K. Koda2sPHRiESphk 138 if MEK/ERKAS 5l
M2 500 T BEA BT (dibutyryl cyclic AMP,
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Abstract
AIM: To explore the relationship of mammalian
target of rapamycin (mTOR) and Cyclin D1 pro-
tein expression with the development, progression,
invasion, and metastasis of esophageal squamous
cell carcinoma.

METHODS: The expression of mTOR and Cy-
clin D1 proteins in 62 esophageal squamous cell
carcinoma specimens and 56 normal esophageal
epithelial tissue specimens was detected by im-
munohistochemistry using the streptaridin-
peroxidase method.

www. wjgnet.com

RESULTS: The positive rates of mTOR and Cy-
clin D1 protein expression in esophageal squa-
mous cell carcinoma were significantly higher
than those in normal esophageal epithelium
(53.2% vs 30.4% and 77.4% vs 12.3%; x> = 5.400
and 48.106; both P < 0.05). The positive rate of
mTOR protein expression is closely correlated
with tumor histological grade in esophageal
squamous cell carcinoma (y*> = 3.960, P < 0.05).
There is a positive correlation between the ex-
pression of mTOR and Cyclin D1 proteins (y, =
0.344, P < 0.05).

CONCLUSION: Both mTOR and Cyclin D1 play
an important role in the invasion, metastasis and
mucosal epithelial canceration of esophageal
squamous cell carcinoma. Combined detection
of mTOR and Cyclin D1 expression is a promis-
ing molecular parameter for early diagnosis and
prognostic evaluation of esophageal squamous
cell carcinoma.

Key Words: Mammalian target of rapamycin; Cyclin
D1 protein; Esophageal squamous cell carcinoma;
Immunohistochemistry; Invasion and metastasis

Chen HZ, Cui L, Li SL, Chen KS, Yang JP. Clinical patho-
logical significance of mTOR and Cyclin D1 protein ex-
pression in esophageal squamous cell carcinoma. Shijie
Huaren Xiaohua Zazhi 2010; 18(24): 2533-2537

RN

B 3Rl 5L 3h 40 5 vh & & ¥ & (mamma-
lian target of rapamycin, mTOR)Z CyclinD 1%
OERXAERTEREAE. AREFZE., #H0

FiE: B B I L RAL S PR M A E Bk
20 22.620) B B AR FEIR 2R 22564 P mTOR
% Cyclin D15 & %4

R 2E SR ML PmTORA CyclinD1%& &
MERAAFEARESTEFRETLRALR P
— R E G Eik F(53.2% vs 30.4%, 77.4%
vs 12.3%), ZH19 boik £ 73 A it & L0y

n¥E %4
e AE 5 A F B
F&0 E B, AR KM
FF T A
oL 95 3 AU 8 IA
RS R, F
% It & 4£ A mTOR
15 5 i@ 9% 8 ¥
W, iz
mTOR:T £ A 7T %
CyclinD1 & Myc%¥
J AW K
ey kik A
#v. mTOR® T
# B FS6K 1y 3
ERClE SR LEE 2
% FAE P R
HAEAE.

WA 7 F LA
3R, HIE, B
B T A R



2534

ISSN 1009-3079 CN 14-1260/R

BRENBHRE

20100283288 3188 5245

WAL A 0%

BEHRGE A
58 kR -N%
B EAE A e it A2,
P mpiE 5
S s bk R
EROR Sk
T e 25
ABT R0y R IE.
Je 4T I 5 F KT
R FERAETHT
RS T BT
EkHARE S
AT i,

= 5.400, 48.106, 3P<0.05); & & Sk P
CyclinD1%& & b £ 38 & 5 R 6y B2 5 4528
FEWAER, MR £ F AR FEL( =
3.960, P<0.05); mTOR5 CyclinD1#9%& & & ik
ZEMRK K A (y, = 0.344, P<0.05).

518 mTORACyclinD 1 &% a0i2 8. 4
B FEE b % g T A2 P AL EZ4E M, mTOR
Z CyclinD1 8 B A 7T 2%, A A6 5% 5% -
B9 e F) T TR 09 T 38 AR —.

Kegis: WAAHVMEMEREED, ARAYPRY
EBDL REBYE, fREHSME, RIAER

Mot B2, TR&E, ek, PE5T. mTORKCycinD1&ES
AREBRBEOTAREEXM RIGKRIEE Y. BRENEZR
& 2010; 18(24): 2533-2537
http://www.wjgnet.com/1009-3079/18/2533.asp

03l

W L) I 5% 22 #02  (mammalian target of
rapamycin, mTOR)/E — i ap MY 1) 22 51/ I
SR H W, mTORAE 5 o0 4 fu i A= K
T 8 T LA YT A AU A R R R
DI1(cyclinD1 protein) & —27E 40 g & H 4 & &
Ll e A AN N R =g = N (S ] )
FAAT R B R, b 2 Mol v i g 16 A kR
KRHY), mTORE 5 38 B X 41 1 A K e 1
VB HE LD, HAT, X PmTOREER 5 &
R HRBIKAMmTORE CyclinD1 3£
ARG I ST, 164 B N AN AR WARGE. 483
K e H LML 2ESPIEMImTOR 5 CyclinD1
TE 62151 £ 5 i i 2H 23 S 56491 1F 5 3 8 R4 21
HERIE, HITmTOR S CyclinDIE (i &
AL RETAER, CURH S a8 HIHI2 W
HUR W70 (1) 531 FR .

1 #EREA

1.1 A# BT kA i H2006-06/2007-06 4 MK
Pt B B R AR YA AR TR DI BRI s A
U LI (1 AR A 62401, B9 £ A i 4 200
HY) R AW L K fe. KRB E Rz
BT« AT R HARIATY . Pt AmTOR B 7 BT
A0 H S A EARF R A A, RPN
HTEBEPUARCyclinD1 M SPAH R 2 24Uk 2R 7 &
W A G PAZ S AR AR AT B W] 24 ).

1.2 7k KM H04SPY, mTOR K Cy-
clinD1PL AR HCMNT L 10041 & 120, DAB

B, RRFEE Y. P D IR 4 U P
17, LAPBSIRE —HifE N BIEX . mTOR Y
CyclinD1FIVESE & s VBRI E ) T, B0 T
ST P R T B AL ES S PR T (A
Y LS 1 M HAS 2D T-2004y), F4 B0 1k 4 O o
B b B R AT 45 SR e . RV
2 P PR A0 P R << 10% 0 143, 10%-50% K
248, >50%h34%; HE g nmgs: BIPEN0sr;
gl PR EYE N2, FRE A
M35y, ARJEFE I PHE A AT o X Ytk 51
7 TR, Rr<3 I, By =3 B

it AL N HISPSS13.04 0 21 Ak, 47
VA IS pearmanAl X RE T, M /KHEa =
0.05.

2 B8

2.1 mTORZE G R S0 m b 0h F ik B2
5l R AEHFIT AKX Z mTORMERIAEN
2 AT R A D B, R e R R R B
ERORAE D) (K1), FLAE £ i 41 2L b g B
PERIE R B T HA LW 8RR 2
Kk, AL 2 e HA G 3 (53.2% vs
30.4%, = 5.400, P<0.05, #1). mTORE A%k
g B AL g R AT
T LSS AL 2 TR (IP>0.05, K2).

22 CyclinDI R AR EHFEFTHREALS
& R A M AT A 69 % R CyclinD1BHPEE I (@
SE T4 BT, AR B R B A RORL A A o
(F2). HAE S B A 20 BRI R B
FHAR IE RS R ZUh Ik, 4lm) gz
SEHAT G2 (77.4% vs 12.3%, = 48.106,
P<0.05, 31). CyclinD1 4 13RI 5 £ 8 i
A7 53 8 DI R (P<0.05), B R X
AT LR TR (P>0.05, 32).

2.3 mTORACyclinD1 £ 8 J& 28 4% b kA
8948 % M5 A R EBHE A2 mTORMMER
k3340, HCyclinD 12 R BHHE 3061, 1
mTORPIMERIA 12996, HCyclinD18 (3£
IKBATE 5 114, mTOR M CyclinD 12 16 £ 4%
i NP (R IE R IEAHDCR(y, = 0.344, P =
0.006, %3).

317E

G I g TR DL (1 9 A RO R 2 —,
Bt N 2R 2B 3 PR BRI £ 45 b (1 e A, £ %
SR I R R AE BT B i 1 R R

www.wjgnet.com



=, . mTORKCyclinD1EBARESHEIPFRIABIERM NIBARREREN 2535
| BN
B 47, % TmTOR
AH L5 2% &
FE L B
* %Z%ZmTORY

1 mTOREREBEEELALADHIRIK(SP x 200). A: [HIE:; B:
SHBEME; C: BmpH:.

2 CyclinDIfEREBELALAHIRIA(SP x 200). A: BHME:;
B: G9PHE; C: 5RPHME.

R 1 mTOR KCyclinDIFE RESHEAR ., JFHEEISE R IFEHBEANDIIRIA

mTOR 7 CyclinD1 .
n =] PE =l PE
s ) <) PBMERE
FEE R 56 39 17 30.4 5400 0.020 49 7 12.3 48.106  0.000
B 62 29 33 53.2 14 48 77.4

kg —NZ W EEHE R, b g
AL T IE e TR 1 1 S O N T AR ) 5
Wi 24 5 RS AF 9 38 A . ] I 431 Kok -
A B T REIN 2 TR R K BUR & 52 A
MITE. BTN FH e e 4L UL 2 H R R GExT
WA T B R E AR A mTOR & Cy-
clinD 14 (1 AR AR R L 5 B i s I R AR
YIEAT IR AR,

torkE R J2 199 145 71 WL [ BE 1) 52 A% Bk
TORIFITOR2H K I, torl Fitor2 5 PH g s

www.wjgnet.com

PIAN 5 B [ (70%) I TOR I FITOR2™. 5 sk 7
W 7L 30 0 v At R BT 5 R R ) R v R AR S R
TOR, K HAmMTOR. ANZHKmtordE K Efr T-1p36.2,
Yt (R 8 (T 2 S9N RIEIR, AN 4 T
4280 000 Da. mTORE—Fh & & 4557 )
FUBT, 8T 22 5008 75 2 R B WU P TK K 5K ik
(PtdInS3k-related kinase family)[f)js i, 7640 o
ST, mTORYEG, I ) SHA 1) 4o F v i 45
AR, A B R 0 R R AT R
A5, mTORMM 2 405 5 @42 R FEILAE A, Joh

CyclinD1 & i 48
XWHFR, &
ABRNSH AL
HiE., KLEA
S oA B F
SPix# M mTOR
5 CyclinD1 62
18] B B R 2 2R
B 564 EH AR
FEIE 4P R0 A
X, #ITmTOR S
CyclinD1 £ &%
BAEE. RIEF
wVE R, AT
2E RS
Fa F) W7 TR 69 o
FI5 47



2536

ISSN 1009-3079 CN 14-1260/R

BRENBHRE

20100283288 3188 5245

W@
FESr TS
H— & W6 KA
£

. , mTOR CyclinD1
= P T PE Mm% B PE
DRE
S-0H1k 32 15(46.9) 0.609 0.435 21(65.6) 3.960 0.047
[Faxd 30 18(60.0) 27(90.0)
RRE
RE 25 12(48.0) 0.175 0.676 20(80.0) 0.008 0.928
RE 37 21(56.8) 28(75.7)
MBS
7 33 16(48.5) 0.295 0.587 33(69.7) 1.555 0.212
B 29 17(58.6) 25(86.2)
%I mTORILRIA A X CyclinD1 &My 5%
FeRE IR AE R e /KOT Bk AR s m™, mTOR
CycinDl 1 __ mTOR) Wi . ()R R - SO K 19 1 B ik e ik i B 4L A %
+ - Jibdgg R R A R AEDY S6K 1T ZANBEIRAL A %
T %18 0 000 TORMEIBEY, SISO AR I

I — & JEPIBK/AK TR AR, 4i 4k 5
5 5 P2 R 4 & I vl 0 A T IS 1 W PI3K,
WHALPIBKEE M IMAKT, AK TG BI AT ¥
WHmTOR, mTORMAN T 73 il & S6K 1Al
4EBP1, flifi 18R A0 5 2 v € FmRN AP B 1E,
T I H K 5 40 i A K B A R I B 1 .
R A, RS MR R KRR
DI, 1 140 M A5 5 % S HLHI7E e 40 i vp i
FENGER, BIE H AR T o 1 Ak R 1)
A EEAEA. - TFPIBK/AKT/mTORSS 53l %
BRI, NFEHPIBK/AK T/mTORYE 53 % 7
E I8 A TR A = A2 T IR R I 6. T
UER, 76 4n e, mTOR _F 7 35 R 1 1)
BEJC R 2 mTORSS 530 I s 1) EZL 5N, H A
LN B 1 R FEPTEN. LKBT A& SC1/
TSC2%, HAW b £ I EPTEN, A& —
ot B () 4MER KL ], PTEN A 5828 1 ol 2k 8 Lt
T TR A B A MR A MR DR R
U PTENZR 1% S 30AK TS 5 v PE o, ATk
— M TORS 5, 51k — RIS, T

i ged 1R A A B T R A — A 22 BRI A IR 4
J, DUEE AT g (R F 5T 22 4 o 0 3 2 TR R
e DR 7 1D, 0 A e i 1 ) 1, AR
Mo = w T AT A g AR L R BE
RIL, VEZ MR mTORSS 53l B (1) 7, 7

Peim TORBERRAL!, M AFS6K 13E{L. mTOR
XFS6K 1 [1iE 4k [F] I 52 TSC1/TSC2IH 5. it
FFW, QAN TSCL/TSC2HIH L 1] 5 EEmTOR
P AISER IEPETF ", mTORMY &5 —AN Rl
A7 N4EBP1, 4EBP1 1] #im TORBFIRIL, Wik
{EI4EBP1 K 25 e IFAEL: A 10 fie 1, i fie ik
mRNAEIE". 1feIF4E L Z i CyclinDI .
Myc. Ras. NF-kBMKi-67%% (4 H#PE, 1
AR 22 58 11 50 A 40 0 AR K S B P e 2, At B AT AR
Jifggg R AR A Y BATTRH G e A1 2 22 VR A
MmTOR K CyclinD 1 7E £ B i 2 23 S FLAH
EW AL Rk, g RER, “HEER
FE R LUERIL B T RSB m A Zih
(1275, mTORE (KI5 B8 i 41 23K 734k
FERE . R VR B Mok g e R 1 W LR,
CyclinD1 2 H Rk 5L 3 Fs PR, S
TER IR BB LW EXR, XN
TS BRI R A R RS R R EEAEH. mTOR
HH 5CyclinD 14 75 £ 8 s 41 2 b (1 Rk
AW FE W IEARCE, $27RmTORM ERIA, 7]
fEEL R CyclinD1 A A (1 2 IAHL L 41 M 1E
(0 AR R 1 0, AT i 0 4 I AR L P e
Je 01 R A 5 43 A R R A AR — 5 IR AR B P R 3L
M. g5 504 B 7"mTOR R 5 CyclinD1 R IA [ 7
re T I R AR S R R
PER, = #BEA KA B T HEG VPN £ B 1)
AL TS .

S22, FmTOR K CyclinD 1 5E K (FIR A 5T

www.wjgnet.com



PR, 3. mTORKCyclinD1E B RESHREPREEVERIT MIDARRIEZ N

AR TBATE D10 T &8 i B AR b,
B R LS RN A S TR O — AN BT R g
Jifu).

4
1

SEI

Habib N, Salaro C, Al-Ghaithi K, Phelps RG, Saggar
S, Cohen SR. Severe aphthous stomatitis associated
with oral calcineurin and mTOR inhibitors. Int |
Dermatol 2010; 49: 91-94

Waullschleger S, Loewith R, Hall MN. TOR signaling
in growth and metabolism. Cell 2006; 124: 471-484
Ma L, Chen Z, Erdjument-Bromage H, Tempst P,
Pandolfi PP. Phosphorylation and functional inac-
tivation of TSC2 by Erk implications for tuberous
sclerosis and cancer pathogenesis. Cell 2005; 121:
179-193

Lim EJ, Joung YH, Jung SM, Park SH, Park JH, Kim
SY, Hwang TS, Hong DY, Chung SC, Ye SK, Moon
ES, Park EU, Park T, Chung IM, Yang YM. Hemin
inhibits cyclin D1 and IGF-1 expression via STAT5b
under hypoxia in ERalpha-negative MDA-MB 231
breast cancer cells. Int ] Oncol 2010; 36: 1243-1251
Lehrbach DM, Cecconello I, Ribeiro U Jr, Capelozzi
VL, Ab'saber AM, Alves VA. Adenocarcinoma of
the esophagogastric junction: relationship between
clinicopathological data and p53, cyclin D1 and
Bcl-2 immunoexpressions. Arq Gastroenterol 2009;
46: 315-320

BAY, BERE, WEL, BEE, BKER, x5,
k. EEEERHDEIE RN RECKE 8 #E
HIZRIR W AR . R NJE R 2008; 16:
1634-1638

R, BRI, XSy, B, AR, JET, bR
2k, fhmiN. BT RECKAIMMP-9%& %15
FIRRSC M MR AR LR . AR A8 ket 2007;
15: 1082-1086

Helliwell SB, Wagner P, Kunz ], Deuter-Reinhard M,
Henriquez R, Hall MN. TOR1 and TOR2 are struc-
turally and functionally similar but not identical
phosphatidylinositol kinase homologues in yeast.
Mol Biol Cell 1994; 5: 105-118

Janku F, Stewart DJ, Kurzrock R. Targeted therapy
in non-small-cell lung cancer--is it becoming a real-

www. wjgnet.com

10

11

12

13

14

15

16

17

18

19

ity? Nat Rev Clin Oncol 2010; 7: 401-414

Peyrou M, Bourgoin L, Foti M. PTEN in non-alco-
holic fatty liver disease/non-alcoholic steatohepati-
tis and cancer. Dig Dis 2010; 28: 236-246

Law BK. Rapamycin: an anti-cancer immunosup-
pressant? Crit Rev Oncol Hematol 2005; 56: 47-60
Johnson SM, Gulhati P, Rampy BA, Han Y, Rycha-
hou PG, Doan HQ, Weiss HL, Evers BM. Novel
expression patterns of PI3K/Akt/mTOR signaling
pathway components in colorectal cancer. ] Am Coll
Surg 2010; 210: 767-776, 776-778

Gera JF, Mellinghoff IK, Shi Y, Rettig MB, Tran C,
Hsu JH, Sawyers CL, Lichtenstein AK. AKT activ-
ity determines sensitivity to mammalian target of
rapamycin (mTOR) inhibitors by regulating cyclin
D1 and c-myc expression. | Biol Chem 2004; 279:
2737-2746

Bjornsti MA, Houghton PJ. The TOR pathway: a
target for cancer therapy. Nat Rev Cancer 2004; 4:
335-348

Burnett PE, Barrow RK, Cohen NA, Snyder SH,
Sabatini DM. RAFT1 phosphorylation of the trans-
lational regulators p70 S6 kinase and 4E-BP1. Proc
Natl Acad Sci U S A 1998; 95: 1432-1437

Veilleux A, Houde VP, Bellmann K, Marette A.
Chronic inhibition of the mTORC1/S6K1 pathway
increases insulin-induced PI3K activity but inhibits
Akt2 and glucose transport stimulation in 3T3-L1
adipocytes. Mol Endocrinol 2010; 24: 766-778

Alain T, Lun X, Martineau Y, Sean P, Pulendran B,
Petroulakis E, Zemp FJ, Lemay CG, Roy D, Bell JC,
Thomas G, Kozma SC, Forsyth PA, Costa-Mattioli
M, Sonenberg N. Vesicular stomatitis virus oncoly-
sis is potentiated by impairing mTORC1-dependent
type I IFN production. Proc Natl Acad Sci U S A
2010; 107: 1576-1581

Chen TJ, Wang DC, Chen SS. Amyloid-beta inter-
rupts the PI3K-Akt-mTOR signaling pathway that
could be involved in brain-derived neurotrophic
factor-induced Arc expression in rat cortical neu-
rons. | Neurosci Res 2009; 87: 2297-2307

Rosenwald IB. The role of translation in neoplastic
transformation from a pathologist's point of view.
Oncogene 2004; 23: 3230-3247

mE FEZ W AL



R EARMLRL®
wcjd@wijgnet.com

K

R A LAY 20105E8H28H; 18(24): 2538-2544
ISSN 1009-3079 CN 14-1260/R

s AT % CLINICAL RESEARCH

ATRABXEZEAAX A EHAMERHUuh-7IEE 5B T8

Al

X %, B% &, T8I

[ L

JR AR R Bk
REG, B KL
K % ORBH,
BIRT. Mm%z
% S50 s JRAE 52,
ATRAST % # it 78
BT A A A,
5 ATRABE A H 4t
i AT
IR R LR AE T
TR A LA
W EZ —,

W& FERE
x| =, HIE,
FRFEFRER
Jy B A% B T MY
LN

X&, TF, B RFE_WBEERMNEH 1B EY>TFE
FEEELRE LHEHS T 330006

B, A BEARERNA LG4 E 5T 343400

X, 2008FFAERFZARERMANNT, TEMEHILARID
BLREENS BVEIBRIBARIFZR.

1EE RIS i NRSHREN I ATESTIYSE,; RSB
2. RENTUFRT ARSEHNSS T UFRIEER; i
RETBIFI R DT TEBXSIRE, BIEITBRET, e
NSIEBNSSREBTN.

WIRAEE: T O, BIZUS, 330006, ST FALHEEMRERIS, &
EXFE NWEEFIPER, TaE N T EFERILE.
physicliujing@163.com

E3i&: 0791-6292193  {EH: 0791-6292212

IWFBEHR: 2010-05-13 {B@BER: 2010-07-10

#EZHH: 2010-07-08 7EZHMREED: 2010-08-28

ATRA in combination with
nedaplatin inhibits cell
proliferation but promotes
apoptosis in human hepatoma
cell line Huh-7

Jing Liu, Jing Xu, Jian-Wu Ding

Jing Liu, Jian-Wu Ding, Department of Oncology, the
Second Affiliated Hospital to Nanchang University, Jiangxi
Provincial Key Laboratory of Molecular Medicine, Nan-
chang 330006, Jiangxi Province, China

Jing Xu, Department of Internal Medicine, the People’s
Hospital of Yongxin County, Ji’an 343400, Jiangxi Prov-
ince, China

Correspondence to: Associate Professor Jian-Wu Ding,
Department of Oncology, the Second Affiliated Hospital to
Nanchang University, Jiangxi Provincial Key Laboratory
of Molecular Medicine, 1 Minde Road, Nanchang 330006,
Jiangxi Province, China. physicliujing@163.com
Received: 2010-05-13 Revised: 2010-07-10

Accepted: 2010-07-21 Published online: 2010-08-28

Abstract

AIM: To observe the effects of all-trans retinoic
acid (ATRA) and nedaplatin, alone or in combi-
nation, on cell proliferation and apoptosis in hu-
man hepatoma cell line Huh-7, and to determine
whether the two drugs in combination have a
synergistic effect in treating hepatocarcinoma.

METHODS: After Huh-7 cells were incubated
with different concentrations of ATRA (10'4,
10° and 10° mol/L) and nedaplatin (1, 2 and 5

mg/L), alone or in combination, for 24, 48 and
72 h, cell morphology changes were observed
using an inverted microscope; cell proliferation
was evaluated by MTT assay; and apoptosis was
evaluated by flow cytometry.

RESULTS: Both ATRA and nedaplatin could
markedly inhibit cell proliferation in a time- and
concentration-dependent manner (all P < 0.01).
ATRA and nedaplatin in combination had a
significant synergistic effect on cell proliferation
compared with ATRA or nedaplatin alone (both
P < 0.01). Both ATRA and nedaplatin promoted
the apoptosis of Huh-7 cells. The apoptosis rate
was significantly lower in Huh-7 cells treated
with ATRA and nedaplatin alone for 48 h than
in those treated with the two drugs in combina-
tion (28.49% = 0.6%, 42.57% * 1.03% vs 55.35%
+1.30%, both P < 0.01), suggesting a synergistic
effect of combined nedaplatin and ATRA on the
apoptosis of Huh-7 cells.

CONCLUSION: Both ATRA and nedaplatin can
inhibit cell proliferation and promote apoptosis
in human hepatoma cell line Huh-7. ATRA com-
bined with nedaplatin has a significant syner-
gistic effect on the proliferation and apoptosis of
Huh-7 cells.

Key Words: All-trans retinoic acid; Nedaplatin;
Huh-7 cell; Cell proliferation; Apoptosis
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retinoic acid, ATRA) & V677 S B 210040 A 1 1fi
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1 SRIRSE

1.1 A A0 AR Huh-7 dr e SR 2% 5 i
JE e o1 Ao ik, ATRANE [ 3£ Sigma
o], AW N 1X 10, 1X107°, 1X10° mol/
L; v 55 HINDPI B R mt ARFELE 2 7], A FH R
SHI1L 20 5 mg/L, MTTiR AW H 3 [HSigma
2\ ], DMEM#: IR R iR 4 3% T H Hyclon A
Annexin-V-PIR T2 71 &0 B B ILIE A .

12 Fik

1.2.1 @3z icfo 2 My fe4): Huh-740 J 1 &
100 mL/LJi 2 L34 (IO DMEME; 329K, 7550 mL/L
CO,, 37 CHAF T IMREAE h 5577, 4 MK 2
JEE80% A A7 INHEAR. ATRAJHTC/K 2105 1 fidt 1 11
21X 107 mol/L(100 mg ATRAY 1-33.3 mLS/K
L), NDPH AE 3 ER KB ARIC i 5100 mg/L(10
mg NDP 1100 mLA:=H £h 7K) (1 4 FV, 7 S
FHEG IR0 RE 28 P A TR .

1.2.2 448 FR4ETISE 50 45 R AT R A SR 259K 5
H1X10%, 1X10°, 1X10° mol/L 34H. £MTT
I3 HT, BLZGATRA 1X 107 mol/Lx 40 i £ W & 1)
PHIVER, HAES IS A5 ATRA 1X 107 mol/L
LA TE B B e T2 22 S (39P>0.05), Ak ik H
ATRA 1X 107 mol/LAE A BA F 25 (0 A BEIR JE .
MNDPZ ML W50 1% 24, HAE AN A
0 245 R VR AL CRVATTIR B o Ui B AR 8 43 ) ok
6.72. 6.5 mg/L, WEHEH M IR L 10.1-11%
WIRRZHIRE AT, 2. 5 mg/L 341, &)k
H 40 I T AR B S HAR SRR AR NDP 1
mg/L+ATRA 1X10”° mol/LAE NS H 24 i
RS B SR TR A Bk o IR AL 15224
48, 72 h 34N E] £

1.2.3 # E R ML m e A& A BE B
e ISR - 40 M A BT S I TE SR

1.2.4 MTT RN 26 4 xF dm B3 7809 % vh: K4 2E
K% ) RAFIFHuh-744 /i1 L8 0004~/fLEEF T-96
FUBR, 7E37 C4AF R, 50 mL/L CO, /4
Fi 9724 WS BRI E S0 A1 254), TR
WA E AL, A& (X IR, 59724, 48, 72
hiE, FEFLIMAMTTH (S g/L)20 uL, gkakii774
hjg, s TR, REFLINADMSO 100 L, =%
10 min, 780 RS, HIBBEAR{XAE492 nmik
D E RO REANE. He 28 2oH 540 o 19 5 40 o .
S i G FEANHI A =[O JE LA {E- S50 FLA fE )%

A BARE
PRGRYCY S
—, FR. HF.
wF . AR
RN ER Sy
12 BT % % HLAL 57
HRE MARY
= E AT RAL ST B
y R R0 2
Jy e, FRWF
¥ BE T SR A
WA ST E
A AN — B A
FRAOE RS



2540

ISSN 1009-3079 CN 14-1260/R

HFRENBURE

20108E8828H 185 55247

Wi £ B E
Das% #tF % & 3,
Y F R Ak ad i A
F o BT A
Ko B 0 M e R
X EN-Myc &
kmitHEFA
T oM A 22 B da e
FESH-SYSY #1%
ATAERA.

B 1 FESHE THUh-78BAERIEHVSS K x 200).

D: B4 FIZGZH(ATRA 1 % 107 mol/L+NDP 1 mg/L).

FEALAMH] X 100%. FEEMTTEE, iF5H24, 48, 72
) R4 A 2. ) AR Web FRE0k ) 5 1k
HHAEWZ T AADEEH. RHUTFA
KA TUERONC = A, XA, HPA,. AfRE
PR 2V G IR A0 AT 26(%). 4 C>SE AT
TR, ARRPIER- AL 4C = SEFrfriG 3
i, AR 25 /E AR N, C<SZPRArii R T<A, .
AT, AR LR FH U .
1.2.5 w X e slbm go io A o & $ KRS
K AF M Huh-740 Mo 8 F-T-96FLAR, 7537 C 4 A
T, %50 mL/L CO,MMIIA 555724 hjm ik
SR SEIG A 259, (R o0t HRAEL, 4k 45
i 77248 hJa 2.5 g/ LI B T 1 F =0 40 W ek v,
1000 r/minfZ/0S min, 3 F3f, HIPBSTEEK X,
1 000 r/minFFK 05 min, 3 3%, #Annexin-
V-PUAFI G BHAEf5 EHURS DN, 0 S0k i K
488 nmAb I (A58, W AN 1 0004, A3l
T,

it kb T R HISPSS11. 588 A3k AT
WO XS AT 56 o BT, T A 5 K Fimean £ SD&R IR,
FHIAE LAPearsontH K20 HT, K4 /K#HEa = 0.05,
P<0.01 N R E .

2 BR
2.1 RE ¥4 2 Huh-74m 005 5 55 B4 1F
38 W AET N UER, 1E 4N 2 IR I A

A: WHHB4E; B: NDPZE(1 mg/L); C: ATRAZH(1 X 10~ mol/L);

A, AN Z RS A, WA AR, K
INANEE, PRFRGE /N, AR . AR S
3 A0 M A R, T Ak 3 AN B R
X HEATAS [ P2 5 ik 2D, 5 mT LR 22 (1 08 12 40 i,
1M HATR A+NDPIE FH 25 20 0 7240 i BE Sl A o

2 ().
2.2 ATRA. NDPZA % 2 B¢ 4xFHuh-7 48 L3 54
OEAL

2.2.1 ATRA. NDPxHuh-7%8 i % ¥ 3741 44 &
2 ATRAFINDPX}Huh-740 o 545 B & A AE K
FOHIER, Oz A e o B b, B )
— I [ JEC A o 4 FH B 24 4 ok 8 48 o v 3 e, TR
— A FEE LA FH B8 A I ) S K T G 5.
&b, ATRA 1X 107 mol/L 5NDPECAE I,
XTHuh-740 B e 40 6 BN D PER 25 AH LL AT 5l
. A, B2k BN
[ AE A, HTG A0 A 40, T W] . 25 2541 H]
Ja S5 AR, A7 B gl X (¥1P<0.01,
#1).

2.2.2 ATRAFEANDPTHuh-7 48 it 64 47 4] 4k
A: EFEATRA 1X10° mol/L5NDP 1 mg/LEt
S VE T Huh-74000, 5024, 48. 72 hiti4ni
IR (FR2). 45 B8 (1)ATRARINDPE:A 2
55 s 2 20 (VR F LR, e 3 W B A = (Y
P<0.01); Q)MIERAER R H RS HZ
Ja24. 48. 72 hi¥ G 40 B A7 3G R CAE 20 il A
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WA #H G E
AHRAERNE
K¥EATRAFE A

4548 SR {EFBYE]
24 h 48 h 72h
ATRA(mol/L) 1%x10™* 0.315+0.166° 0.592 + 0.008" 0.594 +0.018"
1%x107° 0.322+0.017° 0.609 +0.016" 0.628 +0.020°
1x10° 0.346 +0.026" 0.732 +0.025° 0.753 +0.035°
NDP(mg/L) 5 0.321+0.019° 0.677 +0.027° 0.670 +0.039"
2 0.331+0.021° 0.701+0.018" 0.716£0.012°
1 0.342 +0.025° 0.715+0.016" 0.759 + 0.020°
ATRA(mol/L)+ 1x107°+5 0.213 +0.004° 0.321+0.014° 0.227 £0.015°
NDP(mg/L) 1%x107°+2 0.250 +0.015" 0.390 +0.010° 0.302 + 0.009°
1%x107°+1 0.275+0.011° 0.446 +0.017° 0.377 +0.025"
WA 0 0.380 = 0.024 0.849 +0.021 0.969 + 0.042
°P<0.01 vs NIBA.
BiEIh) — ol cE
ATRA(1 x 107 mol/L)48 NDP(1 mg/L)4R ATRA+NDP4E
24 15.27 9.84 27.65° 76.42
48 28.28 15.78 47.52° 60.76
72 35.49 21.98 61.29° 50.33

°P<0.01 vs BBZALA.

76.42%. 60.76%- 50.33%, — & ¥ T Hszpr
MIAFIE R T2.35% 52.48%- 38.71%, £ K
PRI R4 .

2.3 RN e AR Al - 25 4 28 3 Huh-7 20 fe )
T & %4 Huh-741fiZLATRA 1X10° mol/L.
NDP 1 mg/L 255 1EH48 hm, M4l i
POHEAT P TR, 45 5 o X 24 0.82%
+0.15%, NDP 1 mg/L# 428.49%+0.6%, ATRA
1X10° mol/L4] }42.57%+1.03%, ATRA 1X
10° mol/L+NDP 1 mg/LECA 1 FH4 455.35% +
1.30%. 52y LB ey B gt 27 i (B
P<0.01, K2).

3 1iE

ARFT R G, YE TR IRR 25—l R A5 5 )
AT, At BEAS 57 4 G2 M PR L Ak 40 i T I
(IR, I E R B 1 R 11 1t 1) v 7 .
BRut LLAN, 4t R IL e 2 55 5T U 755 48 i 1) LAt
WA, EAEA R . A, B, BESIEH
A AR T AT T T K, Hsu%5
2R N 10 wmol/L [ 4 g b 3N 9
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Hep3BAHJf, 24 hRI AT ULy 40 g T2k %, 48-72
hFH 5 5 58 't B0 L DN AR 23 M7 8o W] (2
(10 20 L T, LRI A A 1 [ 4 R, I
P1180-200 bplJDNAMEH ## 5. NakanishiZ™"
WAE 50 pmol/LIATRAYE T T HHEHep G241
Ja, 48 hJiE FFUA S IRAN M A KA HIILS:, T
. Dk, AN A 2 5 AR 2K st
— DI T 4 H R IS 254 mT LA 3 I A e
JAT. [FIFE, A2 HAm R SCEG BT 5T, Srivastava
A2 FH 4k 5 c AMPAAS-Cl-c AMPZ3 7l
YER T A UP S 41 lBOVCAR-3FIOVCAR-8, 5
60 R R 25 ) 380 e 5 ke A B A Kk, oA
AT, H4E IR 58-Cl-cAMPI A % S 41 i
TR B s 2 5. Das®5 P70 R IR,
Y TR R JE 1k T 40 A BT R st b 1 9
e i RIN-My ¢ 3 0 117 48 v Lo AT kg
RE M0 SH-SYSY AE M T-4E FI. i£4, Zhang
SR 10 umol/LIATRAME T 2 8 08 4
J S, £ A G ASCAS N oA B 9Re 4 P 9 1 A
5. DuttaZE®5 i N FHRT-PCR. Western blot%s
TR, ATRAYEH T FL M CF-741 i

NDP & A F I %
AR, HERA
& 7T R AL
8. b ik
AR AE, ) B AL A
—F FERAT R
R R 2
T &
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KB 7B A ATRA
5NDP#HEA TA
JHF % 4 A&k Huh-7 S -

6 % 1 25 R T At
I 4 AL
T80 — AT ik
Rl B A 2 it
— W
Yol B 5 b TR
Wb Rk,

O,?. 2, '-\‘ - T T 1 °<3 e e T 1
10° 10 10° 10° 10 10° 10 10° 10° 10
Annexin-V-FITC Annexin-V-FITC
C o Do
i i
(= (=5
i i
5o =R
ER R
B [AE P PRy -{ i D
i T T 1 — T 1
10° 10! 10° 10° 10° 10° 10° 10°

Annexin-V-FITC

Annexin-V-FITC

2 NDP. ATRA. ATRA+NDPX$HUh-7/BFRBTEIERS. A: X4 B: 1 mg/L NDPZH; C: 1x107° mol/L ATRAZH; D:

ATRA+NDPZ.

Jei, ReAT I i 4 ® 2] (-2 (matrix metal-
loproteinase-2, MMP-2)7E I H B = k. 1
T IOET, Jiménez-Lara:™ kI 4k FH R K1 Bt i
VR, AT IR A S NF-kappaBIid 12 S Ei 4
FLN g A0 M R S5, (L REIC T BRILZ A, AR
A 245771, Kucukzeybek®5P % HLATR AFI
Z PR EEAE AT S IR D U-14540 fu b 5 Py [7)
TP TR, 32 SRR IS T 24 5 R K T
A ZEBIRCS. BEAEAH M L5 -1(myeloid cell
leukemia-1, MCL-1)#g - Ik B 75 25 B2 M4 (1y m-
photoxin B receptor, LTBR)E K {14, TiX =%
SIS A2 4 L R 4 R A e ) OB A £ KR
FHEFRR UL 2R RE, SCERFFUE AR YE
RIS W) R SLIE DR 2 )/ R ik 5
PRIAS [F] PO 32 AR AR 45 45, BIRARFIRXR, 4
F BAFEIFI o, B, y, JE T[] R AR R
F G — By, ABATTRE S 40 i R S DN A
Bl G, ks BT R SUR.

I ()RR A AR D HRi ) iz e 5 AR
KPURE25W)-NDP, Ffif i), JCHR Tk
TR T AU . NDPIP UL 3 e
DNAZ; 4 M 3 HIDN AR 5 5155 B H0R 1 .
HNDPH A LLEL, FaS7Hais, AN R R Nb,
AL, JUIENDPIHA R RN AF. B &

FU e | SN

TEARB TP IRATRILATRAFIND P A
Fe 40 R Huh-728 A 900 40 e A= (R ER 1
PIVER, SMTTik, =40 M 0 e 7 T2 n]
WL, A5 — 8 W S TR Py B A 5 8 n L 4
H5E, JF H G IRATRALNDPH a4 1EH,
Wi o T 49 S A ] — 245 A 5 256 40 P o0 o) 4
FHZBI K. Ak, ATRAKNDPEES I T B
YR I FIVE L, BTN Fh 25 900k N9 41 i
PRHuh-7 (1A A - RCRAR T 5l 24

HH L] WL, A FTEES Y FHATRA 5 NDPAE
F T N 41 B FRH uh-7 () S 56 45 5 v6 97 iF
T I ) P A ol o O i S B
— LIRSS F R T o T . H
JEATRABCANDPRES H T I R VA T7 i (1) 4k
I, HARA B VE DL SR ARG 2, Kt 36
B RE IS TR AKOT SR AN RN [ 4k 1 45
W2 5 AT S g — 2P (A 5T
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Abstract

AIM: To investigate the re-expression of E-cad-
herin (E-cad) in metastatic lymph node of ad-
vanced colorectal carcinoma and its clinical im-
portance.

METHODS: The expression of E-cad in 32 speci-

mens of primary colorectal carcinoma and meta-
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static lymph nodes was examined by means of
immunohistochemistry, Western blot and RT-
PCR to analyze the mechanism behind the re-
expression of E-cad in metastatic lymph nodes.

RESULTS: The abnormal expression rate of
E-cad in primary colorectal carcinoma was 90.6%
(29/32), and the re-expression rate of E-cad in
metastatic lymph nodes was 37.5% (12/32). The
re-expression rate of E-cad in metastatic lymph
nodes was significantly higher in patients with
well/moderately differentiated carcinoma than
in those with poorly differentiated carcinoma
(55.6% vs 14.3%, P < 0.05). Western blot analysis
showed that the relative expression intensity
of E-cad in metastatic lymph nodes was higher
than that in primary carcinoma (P < 0.05). The
relative expression intensity of E-cad protein in
metastatic lymph nodes was significantly higher
in patients with well/moderately differentiated
adenocarcinoma than in those with poorly dif-
ferentiated adenocarcinoma (98.56 + 36.09 vs
66.21 + 29.74, P < 0.05). The relative expression
intensity of E-cad protein in metastatic lymph
nodes is correlated with tumor histological
type. RT-PCR analysis showed that the relative
expression level of E-cad mRNA in primary
carcinoma was significantly lower than that in
metastatic lymph nodes and normal mucosal
tissue (0.733 + 0.009 vs 0.739 + 0.010 and 0.796 +
0.016, both P < 0.05). The re-expression of E-cad
mRNA in metastatic lymph nodes is associated
with tumor differentiation degree and tumor
histological type (both P < 0.05).

CONCLUSION: E-cad expression shows char-
acteristic changes during the development and
progression of colorectal cancer. E-cad is a pos-
sible new target for diagnosis and treatment of
colorectal cancer.

Key Words: E-cadherin; Advanced colorectal car-
cinoma; Metastatic lymph node; Re-expression;
Immunohistochemistry; Western blot; Reverse
transcription-polymerase chain reaction
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FA. Re-expression of E-cadherin in metastatic lymph
nodes of patients with advanced colorectal carcinoma.
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ik 2
B H: #ITE-4545% @ (E-cad) /& K W J& 55 45 4k
B 25 o 0 B AR AL BN RAA.

Frik: KA %95 422403 SPik, Western blot,
1 43k % R AoBrk B (RT-PCR) 5 75 ik Bk A
Mo 3248) K 5 % R A I B AR B A AR
%5 P E-cad#y & A,

HR pRAZNFERI T KRR AME
F E-cad#y 5% & ik £ 490.6%(29/32). A
ME P, 37.5%(12/32)E-cad B R L Fab, i
P AT oA, ARSI E-cad B Ak Ak
F 57 H55.6%(10/18). 14.3%(2/14), 257 %
#(P<0.05). Western blotZ4 R % 7 #45H%E
4E4A R P E-cad® G AAXTIR T 5 T R A FR 4L LR
(P<0.05), 124 T £ K £EBE(P<0.05). fE 4
BAHELE T, E-cadE & F oL, KRR
F G At iR ) #28-127(98.56+36.09).

11-62(66.21+29.74), %% % %(P<0.05). &Kk
B 5Lk KBS B A5 M B 45 P E-cad & & A8 2
1B JE = T AR MR S A B 45 (P<0.05). RT-
PCRZ R 2 7: XM /R A MHE-cad mRNA%
K FARXAL I BAK T /2 K M A5 LG Kk
£(0.73340.009 vs 0.796+0.016, P<0.05); X
i 9% 4%k B 4 F E-cad mRNA K & A48
AR & T KRR R0 AR 2(0.739+
0.010 vs 0.733£0.009, P<0.05), 124&F E5% X
B A5 IR £k (P<0.05). & 7 LR IR #6045
&% P E-cad mRNA & & SARME & TR 1L
RS 55 A5 K B 2 (P<0.05), % R A SU KR IR %
LAk €48 P E-cad mRNA % % % 3 T 460
I BEAS M B 45 (P<0.05).

Zit: KmEL A LRE TR PE-cadE X B A
B8 KT R B — 0 T AR AR, X AP A4
FETT ReAE H % A K 5157 5 08 7 0 #r e b

XA E-HHED; NSRRI KE, BBHkE
& BRI REASIE B REHIT,; Sk
-ZRAHER

K, RTS8, BRER, T, MRIE TREZ. E-£54
ECtHERADRERNESEMRIPBRAENG. EHR
A SEIZATE 2010; 18(24): 2545-2551
http://www.wjgnet.com/1009-3079/18/2545.asp
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KR E 2 W, IRk E 2 LTHER.

H 7K e e LA 80N v 1) 3 22 D DR gt o2 Mg
(152 R ANy, DRI FRATT AT b ZEIR AN ST 5 i
TR IR ) AT G &R, AT 3 IE A&
SEA RPN b R NS SN 7 I S
BERAE, 1T HL I 5 WK i S IS (1) e
DRI 2% 2 —. e 2 ) 85 B 1102k 2, 2 e v v
MRS, WGP, E-ASRG R E(B-
cadherin, E-cad)fE A 85 40 H 14 7] 704 440 M 5 ot 4
¥, SRR LR AR s B R 1, A
S REIE N N DO RS 5 il AR LS
T A 40 AR 1 R 2 5 a0 A YT ARl b
A IR (FE-cad il 4R X LL—FhCa® W
B BRARP RE A A, A0 M N X 20 R R
(catenins) B A W) 4 € L8N B 40 M B
AR, H TR catenins 544
WA, Bla, B, y-catenin &2 P120. E-cadfE 41 ig 11
S U 2 8 T R i T 1 JIE O R R B . A
A I OG T B-cad i e i 7% 4 vh Fi R (1 9
T8, HILHLE A TE TG 28 FRATTHLR FH S pie 4l
Uk, B [ G BN, RT-PCRES 7 1RG£ R
E-cadft R Wi B R kb K e A% ik 45 P i 4t it
HIFRIE TGO, IR E-cadfE KW F bk e
g ) PRI L] S RAN .

1 RT3

L1 A B AL Bt i 0 K e Js e B A
HA R EL bR A IL 32401, 35k b B B K2 2R
B FE2007-12/2009-06 T R VI BR bR A, FF1EHL
XTI () A T8 P L K W R P 2E 2R2 S 461 ) T,
FRAAE-80 CARMLUKAR iR A7. & 52941, «
166, “F#529-78(P I AE#457.63) 5 . Nkl &
B SE AR AT AT BB, JE KR A AR 5 A2
PLRZ) . UM EAD L. AR ARG
P BEAIE 52, &9 bk T 2 7 % o 20 2 g B 2 2%
5 RN FEA AR R]. B br A BRI 23 48
I 5 06 7K A 0 R 3D Ak, A ) 43 ) 4 Y
HEFURImRNA. AR K 73 A F2 B S A= )%
AT RHFFE Y 6 dL: (DA WFEEE: mih ik, (K
Ik QYALIFFAL: R IR . R
IR )R KN =5 em, <5 cm; (4)RHR
RAZANKIES, CURNKIELZ, ()i &5, A
1, (6)4 <504, =50%.

1.2 7%

1.2.1 S a0 3 &, FRASEH AT I A0 4
VIR G, 4% Ut 0H 15 % H S Pk EAT S sis 41 U4k %
Peta(SPIAF &I B AL st RHE A W), bt
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% v % E-cadPUiA T'NeoMarkersA . Jik4E  GCGGCACCACCAT-3', Fi#5'-GCAACTAAGT- -fz&ﬁ .
Nakamura % i it

DI PA T K 0 6 400 A Ay oA 48 B 7 )
Pt 5E UG TE GBS PSR EE L, B-cad 4141
A2 TR D BH Pk Gt 7 1 4 B e, BV
SN MG . e 2 VT, B I HE L (At
YRR RV s U U0 45 P e 40 iR, s 4 i 2
1 L5 I 3 e M R 4 B AT, HL% A
Wi MRz G Ot bl B, DA DY A I G
WG AN S, B k99 B O, B IR
PRAZ G A oL, WP AN IE 0 et Bk D)
J A 0 g 440 L R L G £ A L T 4y
RYERE N3G 19h0-50%; 22 1151%-80%; 34K
H81%-100%". J5UR It E-cad 344 44t U 4% A
NIE T RIE, THR2G S AP NN A IEH RIE;
PR EL G Hh WIE-cad Yo 0 5 g v T s R AL
o, U T A T Ak B

1.2.2 & G ek a7 5 4L SURIE 5 NN 2448 W
CERUER R A ). & AP EOUS R Ui W
EAEEAT. AR BGHE R BRI ANS% SDSHE B
10 min, 12 000 r/mE.Lr10 min, FEEL_EiEW. W
JESPEAE A S8, FEEHINASDS-PAGE
W, VK3 b, KR P R O BIPVDF
JEE b I S% iR Wk R i b, DL AR

TAE MRS 55 o 28 41 234k 2 et it FH B A4 AH [,
BN BRI A P BRI R PR L g GBI
AT, TR M1 0 1000, RHECLiL
RIGERIE A& E. TR KA 5%,
SERY, KM FOptimas 6.0 LLE & AMFEA
AT 1 g R, LA RS A0 3 (Relative
Intensity)E 4 £ FIZRIA [ T ARt

1.2.3 i# 4 5%- % Rb Bt RO A SR AT BE
Ji, K FH TRIzol 40 i 2R fifg vk e JE Ut B P b 4 21
FEARRNA. LAMGEE T E 5 EBRNA, 4
WEEANL g/L. AMVIiE i85 & H1Tag mDNA
KA APromegad ). HB-actinff A A S
MHEATPCR. DI (1)IfFE 5 25 pLRNAK R
HHOIMN SR 22 M IS RN A3 pg) Oligo(dt)
0.1 uL. AMV 0.5 uL(20 U/uL). 5SXBuffer 10
uL. RNsin 100 UK ERNARGIIZK, HA) . B0
55, 42 CHFE1 h, 95 °C 5-7 minffiilfii skl 2
G JE L RVE K, R EE-20 CIRAE. (2)PCRJR
N: 2B SR BT E-cad 514, E-cad5 | #)F41: L
W: 5-TGCTGTTTCTGGTTTCTGTTGG-3', i
5-CCTTCTCCGTATTCTCCTCCCT-3", §## K
250 bp; LAB-actin %, Lif: 5'-CTGTCTG-
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CATAGTCCGC-3', #"#iKE300 bp. 5# it
S TG R, SRVAR R 410 X Buffer
5 uL. 25 mmol MgCl, 4 uL. dNTP 1 pL(#%10
mmol/puL). Taqfi#0.3 uL(5 U/pL). HFE ()
cDNAHRER2 uL. RS54 450.5 pL(50 pm-
mol/uL). M/KZS50 pL. 84, IIAS0 pLA7 i
WA RE R, B0 10 s BNV E TPCRILA,
4695 °C 7 min Mk, F£95 ‘CAE1E90 s, 54 CH
P£1 min. 72 ‘CHEMH90 s, HL35MEIRJE, 72 C
ZEAH10 min. NV ZIEJ5EE-20 CLRAF. (3)PCR
PP B PCRY 45 )5, E-cad FlIB-actin -1
10 pLFE b T 1.5% 3 NE B e v FEL K60 min, HR
JE45-7 Viem, R THEER N 50.5 nglRtb
WE, GelIDHER KI5 7 it R Gefed v IF Ml 73 A 4
WGRE. 23l SR A FEARB-cad e PR A
X B (relative expression value) = £FFEFEY
B 2% (R K A/ B-actinBE DR 1 4% 1Y () K .

Bt AE HEHAmeantSDER, K
FISPSS17.04¢ 4 A%t i 43 £ 4 2k AT ek 560,
P<0.05 K 7= A Givh 2 X

2 B8

2.1 RHEABAFERR L L G RABEE LY
% F MR AL gt 2 L, 250 1E R
1V B E-cad ) 78 41 Ha s b 1E 5 R IA (K 1A). %)
SIS DA B0 27 DR 3%, K i D A 32481 v 29491
B E-cad RIKBRAIC, JLrh im0 A0 s 18451, A%
IR 144, R I R TSR 2 140, b
TR 1L s A R 1849 E-cad 140 %
106, 2 G ttshl, 3G 2, 1 Gt
B, 146K 4b 3 E-cad 1401201, 248 4t
245, 211 ER S FL IR TP E-cad 1440
1248, 245 G a6, 11 L34, 11451 F s
E-cad 1441941, 22 44124, E-cadlf) Kk
PR 20 34.4%(11/32), by vh o4 8 1) 7
FIEPHTER 4 55.6%(10/18), %74k B i 7%
5 B 2 0 500 A 13.3%(2/14), 5 oAk R e A
X FAR A Ak e 58 5 B E-cad ) 5 28 ik P
(P<0.05). E-cadfE IR B 3L IR Mg 75 215 BH 7k
HNSTN%(12/21), 16 FH BRI 1) 75 255 P %
H9.1%(1/11), 2553 175 (P<0.05). E-cadfEFEF% itk
£ 48 s 20 v 1) 7 20 5 TR 1R KN L R IR
B IR B B AR TG R (P>0.05, 21, ).
2.2 Western blot% £ ZE-cad B & ik 5 s KB
R FO K Z KN 8383200 Uk ki

DM EERE . BERE
F Bk i3 &
TERAZ M9 E-cad %
FER, ZAL
20 oA Fe 43 &
it A2 2
A EAL. &4 AN
JR BB AL 4 B B
E-cad & iA F A,
12 % 4m g, ey i 4k
13 R Ao tb A5 0, 4o
) NI etk
e A%,
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EadLAenhE
A 2
% Bk ke H
2, W KRR
iR A A 2
GO B F
Western blot. RT-
PCR % 7 i 4 m)
E-cadherin/e X 1
TSRS L
EX:X

FRARSHT e
MEIRE

[Slnrayd 18 10 8 556 0.0276
{[Patd 14 2 12 133

LRI HSHY

BIRE: 21 12 9 571 0.0109
ESNE

ORiRE 11 1 10 9.1
BB R/ \em)

>5 19 7 12 368  1.0000
<5 13 5 8 385
RRE

BRRE 23 8 15 37.8  0.0690
KIBREKIE 9 44.4
ety

7] 15 5 10 333 0.7257
=17 17 7 10 412
Fh()

<50 10 3 7 300 07026
=50 22 9 13 409

I 2 5 B RS A [ A BE TR E-cad B R IA (]
2). HidOptimas 6.0 [ EJ 7L 73 A A % BT A7
i 91 (1) 2 11 2% 45 AT 40 M J5 KB, E-cad R 1
FERT 588 55 75 K s e % WK 2 45 4 13-149(84.41
+36.75), B TR K s R kB AR
SRE6-107(63.25+136.46, t = 2.2, P = 0.0314),
BT B3 KA 22-145(83.26+31.42, ¢ =
2.51, P = 0.016). 7RG 1 Mo e 7 vk 1 45
E-cad 2 FAAHXT 5 & 4 13-109(66.21 £29.74), 7E
e o A g AL U . 45 TR E-ca d B 1A 6 5
& h43-149(98.56 £36.09), Z R EBFH(r = 2.71,
P = 0.011). 7EE MR BT IR Mg 3 B bk . &5
E-cad® (1A X 58 & 430-149(93.38 £37.05),
B I e B K L 45 R E-cad B A X 5 5 N
13-113(67.09+31.24), ZR W3¢ = 2.08, P =
0.046). E-cad 7% % 3k 2 45 9t 240 Jfa v 2 ARG 5
55 R R RN BRI R A B R
FR TR (R2).

23 RT-PCRERZ L LI RBRERH XX £
E-cadMIB-actinf| #1444 5L K 1y B4l kAl
EBJL 5 m] UL I B vk 4%y, 438 B Bo o/
LT R N sE 42K, 43992504 300 bp.
E-cad mRNAZIA AR HE 75 K Wi 4 B itk 2
45°00.73940.010, B 5 i T 76 K S kL 3

SRIBHFIE n E-cadBEENRE PH
IHEIRE

a1 18 9856+36.09 t=2.71

PHEDME 14 66.21+29.74 P =0.0110
RIS AH

BIRK 21  93.38+37.06 t=2.08

ILSKIRIRIE

FORIRTE 11 67.09+31.24 P =0.0460
BB R/) Mem)

=5 19  87.11+£36.79 t=057

<5 13 7954+37.52 P =05750
RERE

BRI 23 80.78+3885 t=0.80

KRIERERIR 9 9233+30.85 P =0.4321
ghiz

7] 156 85.87+43.02 t=0.26

=17 17  8241+3131 P =0.7952
FH(2)

<50 10 77.90+36.65 t=0.64

=50 22  86.86+37.14 P =0.5300

[R5 5(0.733£0.009, £ = 2.15, P = 0.0362), 1H
T IE & K &L DR R34 #:(0.796 £0.016,
t=17.01, P<0.0001, &I3). E-cad mRNA s &4
XPABAE FPAR o3 Mg e B Uk 2 25 20 23 720,734
+0.008, 75 i oA I i Bk L g 2 2R b
0.7431+0.008, W& A G # R X (=312, P
=0.004). E-cad mRNAZIA fSEAHRHEAEE R L FL
SR e e B bk L 4 P 920,742 £0.009, TERTK
e B R IR B 45 PP 120,733 420,008, - FH =R
F(t=3.1,P=0.0042). E-cad mRNA{EFEFHR
G5 9 240 10 R R R IA B 5 R IR R/ L R IR
B RSO . R AR RS TR (P>0.05, 3K 3).

3 e
K S e 7 e AT ) R, R IR
22 FERB PR AT D g A Il PR VR T K
SRS B0 T AL R 4 N D
A7 5t T A SR e e s i R 7% 1 T AT, S 4
JHOL 25 B D e BRAIC B DDA OG, AR R Ol 2 %
VE. HIE R E A 2%, Western blot, RT-PCR
S TTRIAA R E-cad 78 MR J5UR I B e # itk 12
SEI I T LA S, B A A i 2 WA

I IR VS R e 7% e — AWk SR 1) 22 20 TR
AR AN G R 1 OB A B R G0 I T
50010 40 10 R B S T 3 3500 4 IOt 2 D Ak
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iR EE

Y AT B w;c’
3 {; Qtig Q

B 1 E-cadEBERBERDPHEBRE. A: EHERLE
fB(SP x 100); B: KIZHBISAIL(SP x 200); C: $LREMRILEL (SP
% 200).

By TR A, E-cadfE kL Bz 40 o 1) 3% Bz 1)
T T, AR T AR fR16q22.1, 2 T
U R 1 SR PR S R R A T, A
4.8 kb, 4it884N 2 LR, T 19954F tHBerx
Jere R AN b R A E-cad B Ak X 7E 4 it 1A
Ca” [OVEH T TR 17 AT I — 5 Ak, ATAHAL ]
Folr b e o e — e,

E-cad CUH A AT b R Yk S0 e 1 v v
R ke EEIEHY. B-cad R iE T 5 8041
IO T R0 A o R R AP 3 R AR A R 4 3] A
R M H, E-cad)t Y 414tk bRic, i
(1) 21 i B 5 22 P I e 1 2 AL R 2 52 4AH
KL AR S R R, K % i /7 (EE-cad
(K635 R B, Bt ik Rg 13 e R 3 o L 0L R
FERT %, E-cad i A g Wikt imy, AR &
FLR IR E-cad S I8 2 W3 i T R
(P<0.05). FILBRATIN A E-cad 5 Kz IF 8 47
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2 Western blot/RE-cadFEZ LB RIFLARPINEBRIA.
A KigalR e B: A AR B—actin; C: BREHKELLE; D:
HREIARRI B—actin. 1, 5: [X1L; 2—4: &1L,

RS 3 AT — 78 IO AH G, 3 i g 4t i 3K
5 2250 AT R i P 11 DK
&4, 45K 2 BN E ST AR & % T MR Jsl
SE 0, AR DU R BIERE KL I PR UAT 4 1 7 B
E-cad-cates 55 7E AR 2 MR vh 308 5
TS DA S A% W 8 2 A b 2 LR B P 6
i%. Nakamura$" 5@ ol /T REME . RSN K bpoe
B S R A B E-cad S e it M, I A 41 i
SRR 28 ) R v RIS AR S 4
B AT 43 B I E-cad Rk T 1, {H 5 4H i 1] 1
WA ZE RN L INF, Al 1) P 2R )RR 5 B ) 388 .
Peter® ! C 40 11 i B FLI B & H B P 4l
ZE-cad fFRIL G O, AT Gz 20 UL 7 4
BRI G R g AR B-cad 52 10K 9 55 5%
2R, AFLAH L PRI bR E8 5 B A b o S0 Hh 0 8% 1)
ik, Hk O g5k B-cad i RIA R R 4
2 G R (P<0.05). A 2= AR AR /N B i 1
WEFT AR BB IS, $RRIX R S 2R
EE.S7N R LI P IR EUN N i €78 A
Ak, T LRIy, i BH 43110 g 40 i P 4=
BRI R R R WEAEH, IR K MEE-cad
T JEUR AT Z 3% BT RS 1598 40 1 2 T M v i
IEAE, T4 A0 Bk RS AR A 2R, AAT T X 2
FOPTRIA, (kg M e A T AR AR, G
VENICE 5102 2SO 2 [} BRI =h
A I, FRATTIE R I, E-cadfE#L AL Ik (45 Py o

AR x
E-cadherinft X %
BEHBRE LR
ROk AU AT R
#—F A
A O E m
LT R GA Y 46 B
A&, Tlh X
R s o N O R
Wi, TR
& BARYE.
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W @ 5 B 1 2 3 4.5 C B 3 RT-PCRRE-cad?E
KA A B H 0 BAKIFBLADEIMRNAT
T A—RHTH 2 . A ERAIHESE B: A
W, s RAEA 3 B kL 2-4: B
B0 48 & L.

D 1 2 3 4 5

REBRFIE n E-cadBERFTAEEXE HBEPE
DEE

2L 18 0.743+0.008 t=3.12

iwaite 14  0.734+0.008 P =0.004
RIS A

BIRE 21 0.742+0.009 t=3.10

SN

RIRE 11 0.733+0.008 P =0.0042
BB AR/) \Mem)

=5 19 0.740£0.011 ¢=0.38

<5 13 0.738+0.007 P =0.7054
BRARE

SINE ! 23  0.739+0.010 ¢=0.27

KB RKIE 9 0.740+0.007 P =0.7862
RSB

7] 156 0.740+0.007 t=0.87

B 17  0.737+0.009 P =0.3909
FH(2)

<50 10 0.739+£0.008 t=0.14

=50 22 0.738+0.008 P =0.8931

2 it v 7 0 B e b K e 1R AR B R A
ZUER YR YNAR, H 5 IR R/ IR L,
I g AT S R SRR AT W AR G, R A
rh R S ARE PTG, AR R R, B-cad PSR
BT BRAR. 755 B ik T 4 vh 23 AR 8 sy
Sy HIRE-cad F Ak FHPE,  HLAE IR R 3L SKoIR o
BRI 58 Sy tH I E-cad - 3K 1A,

A3t — LW RT-PCREI M E-cad?E K
P JEUR I 5 B b L i 21 2 rh SR RSP 1 AR
1k, KHWestern blotyZ Al K i ik k5 %
Bk g A 2P BE-cad M B-actingx (17K V- I3
ISR Ak, AT A A G A0 I 2 5 B b 1 3R 1 4
IR E.

O A % EHIEHE-cad )& R K18 & 7

2—4: =K 1, STRAE; E:
eI AER B—actin.

SEAIRH R KT R A4 ™, Wang 26 IERFSY
B RZE . %% 5E-cad-catsE &R HIAH
i, WAIESE T E-cad-cats & A PRI 7 i Kk F1
S 1R 28 5 7 0 A K (P<0.05). FATTIIRT-PCR
4 R WA 1 e S R e B ek B LAH Y 3 7%
Mg A AN RFRE M E-cad mRNAZK L, H
TR R MR L4 b ik & T IR K dEmRN AR
ik, ARAIC T IE 0 ORI R ek & 4fEIAE
JiR D e kb rh pR T S AR 4 i R B R KT 1)
MR, AT 1 FE-cadFR IR 7K P I BRAR, 2E i {2
WK W B e B, 0 AE S R ik 2 46 vh i 02 i
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Abstract

Gastroesophageal reflux disease (GERD), a
common disorder in Western society, is less
seen in Asian countries, but there is an evi-
dence that the incidence of GERD and its com-
plications is rising. Many factors are believed
to be responsible for the pathogenesis of GERD.
In addition to some recognized factors, the role
of other factors, such as obesity and Helicobacter
pylori infection, in the pathogenesis of GERD
is still unclear. Furthermore, GERD is believed
to be associated with the development of many
other diseases. This review summarizes the
prevalence and risk factors of GERD and its
complications.

Key Words: Gastroesophageal reflux disease; Epi-
demiology; Risk factors
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Abstract

Hepatic fibrosis is one of the most serious dis-
eases that pose a great threat to human health.
Liver transplantation is currently the most effec-
tive treatment for these patients. However, the
worldwide shortage of donor livers has greatly
limited the use of this treatment. As a result,
searching for alternative cell therapy has at-
tracted great interest in preclinical studies. The
transplantation of bone marrow-derived mesen-
chymal stem cells (BMSCs) holds great promise
for treating hepatic fibrosis because experimen-
tal and clinical studies have shown that it has
beneficial effects on hepatic fibrosis. However,
the precise cellular and molecular mechanisms
behind such treatment remain to be elucidated.
In this article, we will review the advances in
treatment of hepatic fibrosis with BMSCs using
hepatic stellate cells (HSCs) as a target.

Key Words: Bone marrow-derived mesenchymal

stem cell; Hepatic stellate cell; Hepatic fibrosis
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JR T %m fi(bone marrow-derived mesenchymal
stem cells, BMSCs)#9i# % #. %, BMSCs/EAT
Syt Ly m AMAS 222 xE, L
. & Sl it By 5K B de 16 RAT 50 A 5, T
X T tm e o B B 09 IR B R AR, A Ak
— L. BAVLE S G I 4t E2 R
% -1 24K 4m it (hepatic stellate cells, HSCs),
BMSCsi4 77 BT 4F LA 69 B 50 IARAE — 4734

K23 BREA TR T 400G, FF BRA0AE; AR EF 41t
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12, 36 moffI A7 HRLI94%. 88%. 79%". A
T 5 N AR I R el FFREALAE
SR, EEANNESO) THRBEAIE . EH MM
BT B, X QO I A SR I RE AL 5T 1)

stem cells, MSCs){E GRG0 AN E 52 2]
JZ R, OV H T HBMSCsp H T
A4t BFREAL IR YT BE T, N Bh i Al
R R B B FEE 3 [ U 1RO, Sk a2 I
Yl A B AR T R AR

1 4B 2 RNl

JHEF A R A R IR B A D DAL ST IO 32 B
WA R AR BET, B £F 40 1) 2 % 43 -4h g 4k
HL i (extracellular matrix, ECM) & iliid %, Bk
/b, SRR I,

HoAr, BN A 300 Ay, JH AR 40
(hepatic stellate cells, HSCs) &2 H ik £
ECM EZRJEY. HSCsA77E 11T 52 J4 Fl ) Bt
H RS AN 1K 5%-10%", &6t A7 4 A
AT A =AM, B BlRR k£ g am . i s
ZFII N, HSCsHE g, Ittt ahzh H4F it
(R FR AT R, HSCs36A8 UL £ 4 41 i
FEAN ", ik a- P L3 F (a-smooth muscle
actin, a-SMA)"Y, [FJISRIG B LAY BGE P
Witk ke, ARG AP R T 4
JOOR B, PHTb, 72 AR KEECMIE O
WO THSCs i1 A= 2R ™, A, XTECMIT B
WAL, A FEELTYEA. % THSCsTE 414
AT R i v ke 380 1) B AR H, HIHS Csiif b
AP A IR IT I — Sk B ELRTE.

TEA 5 K AR T 25 M it iz 52 it
Firh, 2 EVFZ PRI, W1, HA3-6(inter-
leukin-6, IL-6). 141 #-5(interleukin-5, IL-5)+
14 2-13(interleukin-13, IL-13). JHRIERFE R T
-a(tumor necrosis factor-o, TNF-o0)%5", iy AT
AT HETL-61) 3= ZEAR AR B 1%, Wi R A R LT 4R AL,
TL-67E L7 P R P 2 T B T v,

TGN A, LT HEACAN ] 3, (R F
KIS S A RS E R IR, H 4T YAl A
BT EMY, T AT 4L 32 2 B T RECMIF 3
FECRE TR B fft g/ 3 J ), BRI, SR J8ZPECM
E5 RS () 585 DB C M AR 1) 75 7250 i R A0 4
(RBCR. WHIHS Cs R0 (B HHS Cs (1) 9 5
R i 2 1 7 A2 S AR kAL HS Cs PRI T
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RIEWAE A IR, M2, & E 2
I, 7E5% 05 40T, FIHMSCsF a8 1, 4
AT AN, 8 A Wb 55 K AE S
WERAE IR, A NIRRT R, T4
ok, MSCsEEBRILECOEIF O B 1 g 2>
EEPIR [PIRIT J7 i A BRI T, IF 2
37— ERIBER. BUAE, A AR 2 W A 5 R 4=
I U XM S C s 2R i E 77 v R e i
BB 2 1) 7T, Horh E LU EM S Cstit
LT YA BB IFN R T 1R, HLAE 5 20 i PR K 56
PRSI, B T L] B ks
RN A6 34 K B, MSCsREW #7175 301k

JERIECKI8. CK19+ AFPAHI[HE 1241 i
bR ED 40 M2, 3 ) 40 J g ) 23 4k
¥ RE AT BIUESE, 7Rl e R, A

S DR 22 R3E TR 5 W % 2 510, g i
T {5510 . Focal Adhesionili . MAPK{H
SRR, HAT, VPR RFEKIESU) TN X A
I3 AR 1) A0 v 7 4T 4k, BERIH 24k
HH TR S 40 M R R AR 32 40 H 4 i A 4% 1y
Ae. EaIYsEE T, 23 DA MS Cs AR A1
BARCTTERKR . AN BBk, MW IR A
FEFIK) AT SOR AT S, SATTT S, MSCs
RIER R G, AR OG5 800 L1 48 i DX -1 52 i
NP 540 40 R 1 (stem cell factor, SCF) A H:
ZAhe-kity VB T (colony stimulating fac-
tor, CSF)%%, EASZHUTAL, 7040 4, &2
B — 52 IR RFIE R PT AR dELE . 8%, %
PRI S A Bl fEIERt I, 15 A
AN E AT IR RS, 3RS T B B RO,

3 MSCsXFHSCsHIZZIM
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MSCsXTHSCs 150 w] 43 2k AT P57 18I

3.1 MSCs*HSCs#934 74, B FECMA &~
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I ECML IR TR 35, Y W52 20458 4
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ARk R AT AF
Yeqb . BF AR ALAE
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BB, 0 30 HIHS Cs 1 39 B R A 35 )
HSCsHT?, #hAEIA S H AR, 20074, 5
[ 2% # Parekkadan 2P S2 5 4y 1X — MLt
THAKYE, B E K AHSCs 5 AMSCs
(B RE9% 5, HS Cs 140 i 5 A I Ji A 11 11
A A B R, A T R, X 3 )
MSCsH] I HIHSCs BT, IS 21 4E 2% JH T 2T
AL IERE AR .
3.2 MSCsi id 5 5 B AUH| Fo 43 5 1B I A F- R 4
T EAE R
3.2.1 &4 3hub): ParekkadanZ5CH ik fhA 117
W)L R 4 ), MSC s S 2 T 1 55 43 Wb s
S0 PRl R AR KBRS i T HS Cs e . it
R FEMSCs I IIIL-101 TNF-a AF4IARAK
[Al ¥ (hepatocyte growth factor, HGF)#{IA &%
X — g ok R 0 e E . L, TL-10,
TNF-o 5 HIHS Cs 1) 40 B 34 5 R i = A R,
HGF UG8/ SHSCsHE T, Btz 4h, A%
HARAR Y, FEREFRIIMS Csig 2 Wb HoAth 41 fw A 1,
fn 22 4 KK 1 (nerve growth factor, NGF)™Y, fily
ALER S HSCsRIA MIp 7552 R 2 &, RA%
fEBEHSCs I T [ 1 FH
3.2.2 125 %094 A MizunumaZ:P " F R ho
WM (Rho-associated coiled-coil forming protein
serine/threonine kinase, ROCK) /& i #HSCsIR 2%
(BN 2, HAMBIROCK T, nIAHSCsig
P20, [ P 275 7 S bR S50 o — 21 40 i ) 422
R IR0 R B, MSCshl il FiiRho-ROCK
1555 G0 M MR P H S Cs 1 41 5 191G /S 1)
F 4, STHHSCsHIBE L ILPA T, o 2738
FURI, IEHFAK-ERKAE 55 3l #% . TGF-pl/
TRR/Smadsfy 5% 31l % 55 S HSCsiG b i 47
K, AT AEIX LI % P MSCs A HSCsitk— 2 11
A

by b, MSCs5HSCsiu) ) H 82 4E H M
MSCsf¥15% 73 Wb A5 5 T8 B AL 2 55 PIAH G 1)
Parekkadan®{E %, iEHLIFTHS Cs7r WAIL-6175 3
MSCs/™EIL- 105540 a8 -1~, Sead >k X 24
HSCsfigfk, ffiTid i SL i iur 58 1 /i fe i o2&
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A H 10 RE Bl 8 w2,

B2, MMSCsHE ST, SHSCsEET
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FHIHS Csii Py H if, sk, tagik BIHu£F
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CLIF U AT HH OGN B RIS P30 102274 R ]
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20074, Mohamadnejad5P R HL T 447 I AU
B A 8 R I R U0 5. MR 1 B 4
W IMSCsZe i — RN B 5, 45 e 40 i Vi sk
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Abstract

Primary hepatic carcinoma is the sixth most
common cancer and the third most common
cause of cancer-related death worldwide. As
most patients with primary hepatic carcinoma
have unresectable tumor, their median survival
is short. In recent years, great advances have
been made in non-surgical treatment of primary
hepatic carcinoma. Here, we review the advanc-
es of non-surgical treatment of primary hepatic
carcinoma.

Key Words: Primary hepatic carcinoma; Interven-
tional therapy; Biotherapy
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TP HE 3. D S R e £ 1S W
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JHgi 8 5 R AR IR R P 4 0 B I e 1Y)
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/N F19984EHE ) T CLIP(the cancer of the liver
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ERT S s s
JB R RT S 0 0
FEAFRAE,
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I3 & R A R
R

Fo s L AR3AMER LS. CLIPSCUPI
SRR AEAN SRR B PR R, AH R R
HEESMCLIPIR L, MO R EE T EHS
MCUPHREL. 1X—KINAR, A1 73 AR HE A
I TR R AR Ak IE B ) (the
Barcelona Clinical Liver Cancer, BCLC)% #i2: 4%
]Iz HESR, 2TV 19994 U S o /4L
FE IR, AT I SR Ay N S R,
S L R R R, U A R A v ) T
Ja A W R R 2R, & IF S T ORT 1) 5 JH 7
5, BEIASCE ANV TT 8 . BCLCAy %
K R s HOWVR T 48 A FH LA SO 5L 48
SR S MR, AR S M AR

2 FERER

Jea S R A Ay 2 A S T R ) S e R R
AT IR RS, EEARE: 2 KRS R T
I R(percutaneous ethanol injection, PEI). 54
TH YA YT (radiofrequency ablation, RFA). fill{i
AL ¥ATT (microwave coagulation therapy, MCT).
75 5 297 VA (high intensity focused ultrasound,
HIFU). #O'BEE ¥4 7 (interstitial laser photoco-
agulation, ILP)FIA4677 .

2.1 PEI PEDT G20l 51 Ml 74 5
BRI IR, F95% kS S 1e vt NI N, A
fe R B LIS I 98 A 2R 5 ) i e A B B K
T TR, IR AR R 2R R IR A, B

SEA LRI N T0%-80%, SHE BT AFil ] ik 5|
40%-60%"". PELXS FLA2<3 cmf)/NiFE 3697 3%
R F T HA>S emOIFE, smy 7 38 %
T HEASEHE AN Child-Pughif4y. BCLC
S IRIT R HIG AR KN 2 AR A T
B ONREE . BRI e B A<1.5 cm R
FUREAEPEIMY. I IR e 2 IhRa Jo 100 5% A7
A AR A A R %, HORPETE A 2 2 Ik
SRF, KPR 10N JH S J5T AT 3 il B3 AR M JHE 461 57,
T AL, EAT R RRE AN 32 . AR RR
FHA RN Sz 28 T Bl Bk 40 T 7 #8 ZE (transcatheter
arterial chemoembolization, TACE)EEE1GYT 7 &
A4 R A AR

2.2 RFA RFAZ 1 i AL AT L™ AR i ok
S B TRE 20 L TR A I I I B A
FETBCIA AR LAY 5 der 00 %52 e R R FEL 228, H
A Br b2 IE A RFATRIT IIFRIE A (1)AfE

5 em; BUE IR A H <34, K HAR<3 cm; (3)
BAMKE AR AL A TR, (TR
Child-Pugh ABEBZM"Y. 5K 7225308 T 4051
I HRFAR FHFRYIEIET<5.0 ecmP)/MF
T 7 LRI O8] PR T ES 7 M PR BE AL 6T LA 5, &5 R
ARJG1. 3. AFEEAFR 35 995.8% 71.4%.
67.9%K193.3%. 73.4%. 64.0%, H4LIEAH S
T 78 5%, (HERFALLIIAR G I RE K AW
BT TARUIBRZL(3/71 vs 50/90), A JaAE B
5] W 0 (9.18 d£3.06 d vs 19.70 d+5.61 d).
Waki 2% 88451 /8 i £ EATRFATR T, L
L 35 Rl R 52 K 2253 i 4.8% 4.8%, 3+
SHEAAF R N83.0%. 70.0%, 3. SHELHRA
TEHIY N H34.0%. 24.0%. RFAM) T2 E k2
(VYA HCI I AR 77 A2 TR AR A8 B K I v
TAN ML AL, A7 R ()R 48L&
A (BRI IR, ST S e IR ST AR
RFA J& 5k BT FE 6 PR 25 7 g HA2>3 em,
Ji g 3 P LA S SR R . PTAE KR it
3 s, G0 A I AR S i o) 3K 6 IR DR 3R LA
J&, ¥ F T RFART 251

2.3 HA0Z N ARia 57 MCT. ILPEEYARYT 54
HUHIFIAL, ShibataZe: ! IR 167 823441, 3
AR S S AR R NN T3% 57 %, T —
TR0 UE B 18491 /N JH s 558 SR el v o o kg 4
PR BER N 89%!", UK AR A A R IT 2l
BoamAe, # E A DB U7 TR 45 R WR T
T ARG A A% 5 VIR AR A7 %A 4, HERAIK
T AR, 1 T AL IR HIFUX T
RIRIT AL T FER B, T WP IRGE B 1) 56 Wi
A5 BIEAS Bl 0K DA B %oF 75 B 1R S S R BEL 44,
A G PR I FH 52 38— IR PR, AT AR BOR E 1
bel i N

3 LSERIMERILIIA

T JEF A P 10 14625 %-30% K5 T T 3 ik, 1T PHC
) IMA£90%-99% >k F B ik, A /D& 73 H 1)
FEK L. TACER FHAGTT 24900 T v Ak iyt T
B FLA, A TE R LA, A R SR LIABE, T
XFIEH PR mss /. Hr, TACEZARE
AR ) H e S 1) ¥ B T, 6 TN
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JH-Je BB e 2 =BG TR TR0 I 45 R, SRR bR
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Abstract

Curcumin is a natural product isolated from
rhizome of Curcuma longa (turmeric). Exten-
sive research over the past five decades has
revealed several important functions of cur-
cumin. Animal studies and clinical trials have
suggested that curcumin has antioxidant, anti-
inflammatory, anti-tumor and immunoregula-
tory effects. Ulcerative colitis (UC) is a chronic,
idiopathic, relapsing intestinal inflammatory
disorder of unknown etiology. In experimental
colitis, curcumin mediates anti-inflammatory
effects by modulating the release of cytokines,
inhibiting nuclear factor-kB (NF-kB) and its
upstream signaling pathway, activating peroxi-
some proliferator-activated receptor y (PPARYy),
and down-regulating the activity of cyclooxy-
genase-2 (COX-2) and inducible nitric oxide
synthase (iNOS). At present, although there are
studies suggesting that curcumin has therapeu-
tic value for patients with UC, further studies
are still needed to evaluate the clinical potential
of curcumin in these patients.
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“F«B(nuclear factor-xB, NF-xB)H7E 4k, sl
EA B ST RO 32 AR (peroxisome prolifer-
ator-activated receptor y, PPARY) A &~ iff
IREAAME-2(cyclooxygenase-2, COX-2), 753!
—% M A A K (inducible nitric oxide synthase,
INOS) I K IEEZ Mg ie KEHRIEM, fEUC
a7 o HAT H A .

1 ZERWUCHIHRNHIRIHR

1.1 220 anfe B T840 4 X7 4 12
RPN F(TNF-an IL-1. TL-2. IL-8%5)A
R PEA ML T (IL-4. IL-10%%), fbfiIfEUCH
1R VE FH CAAF B AN, 1IEH LR E 2 F0
P A M DS A0 TP HRRAS, UCH I %6
0 it DR 7 A T v, 1A 4 A0 1R DS 4 A A R
AL, AERA R AR B 9 R N, 5 ke i
"M, R Ad I TNF-at /A" AITL-2R " B g
BITUCHUAS T — @ AR, TEESE T 40 i K775
UCKIR T II/E . 223 3T DL o 4 il 4 4i
LR 5 184 T4 5 4 M DX - R 2k i 7 i 38 2
R IESIRAER.

JianZG MR I RT-P CRI E = i F: 50 K
(TNBS) 3 1/ &5 W R ) &5 I A 2 IL-18
mRNAFIL-10 mRNARIE, KINEE KRR
97 5 S A 23R IL-1p mRNA [ 34 b 25 gl 41
i, MIL-10 mRNAZIA G N, J3E 1) JERE SNV
B, W0 0T LU JE DR IR R o A
UCH RIEH R AEN]. Arafa i ] 2 8525100
mg/(kged) T /7 12 CRA7 7] 2 B At R 44 (dextran sul-
fate sodium, DSS)F S HI B UC, K IL/N RIIER
TNF-a R IE B 2 W) S 1%, i iR oo Ak 1
P79 % (malondialdehyde, MDA )] 232 /K-
TR, T L2253 AT LU 9RE P TNF-a 256 1)
TR, AL ) S BRI T4, XD SS5
S I¥ RUCHT U P R AR V6 . Zhang 5511l FH
LW ERIRITTNBSTE S R4 %, i an i
ASCI 5 40 M R P s, 2 3 3 FRAIK T Th
A F-(IL-12. TNF-a. IL-1){ZE, 880 7
Th24i A ¥ (IL-4. 1L-10)7E 4Bk ik, H
o3 T R B RS, R R4 R B TR R

H. EpsteinZ:" ok B 1 LIRS A UCTHE KL
WTE RGN S 200 R BT AR R R, AEH]
ELISAMFEIL-1B. IL-10/)38ik, i 5% E1ids
W Fp38 22 A JRU ik Ak B [ Pl (mitogen-activated
protein kinase, MAPK)MAPK T E, & I 55
p38 MAPK 35 E B, TL-10FIAB N, MiIL-1p
PR N B, XU A 22T 0] LUE A
JL PR B AE UCH R AE DR AE .

1.2 %35 Z 47 5INF-«B15 5 i@ 5%

1.2.1 NF-xB5 UC: 4 s Al AEUCH I & i 1
CAF B AN, MIX L f 8135 & A NF-« B 45
A, TNF-on TL-125 0] fiE#ENF-x BIFAL"",
MNF-«Bi% 5 e 2k 2 Fi i 2 K TNF-a.
IL-6+ INF-y25[3RIE, Al 90E [ W BRI FREE,
SECT R JORE RN TE A,
ST UCH &R AEPY. NF-xBIF LT 5 B o0 i
M IKK-y(IkB kinase-gamma)aIKK ) H:Ath IV 3
WIKK-a IKK-BIA6kK MNF-xB p65 1]k S Hf
SSBUNR AR E IS 4 5E . NF-«B
15 5 W B AT 1 1) S e RS T B AR .
AW G i 20 2R 2 e U C R i A 3l e
YIZINF-«k B RIA, KIUCHE MNF-kBEIA
KO A 25 3w, $/RNF-«x BAEUCH K
95 s B . GanZE PR R BLUC 38
B 2V PNF-kB p657K-F B i i T4 H 4,
HIGF A ZUL-1p mRNAFIIL-8 mRNAZK X L
X A TR, IF 5NF-xB DNAZ; Gk
A%, R WINF-kBAZEU CYH PR 1R 51 6 ke
1 EaPSES

1.2.2 2% % 5NF-«BAE 5@ 9% Zp#n LUl
I 0 T B B A S T K 937 1) 308 368 55 5 1 L
W7 440 L R 1 5 -5 N F-ie B IR0 A 35028 R -
RIE, IR A IE 96 0E V. DeguchiZF ™5t
RIDSSTEFM/NRUC, LW ERIT 5%
JELH HNF -k BYE PR A0 T . /) BUA T A
WIS, TG ala g, 4123254000 BEid Aty
BRI R PRI, RIS K M 4R b iR
HOU SRR, FOHLHI T e W R I HIN P BYG M
MR 45 98 9iE. Venkataranganna s Ui 25
50, 100 mg/(kged)Z B FIATT AHIEERFE T
MR G &, RIS 238 2007 i/ R K
FESif, i TR, JF BS 22  # R
ARG, HAEE A b Y (myeloperoxidase,
MPO). JEi4k(lipid peroxide, LPO). B
MR i (alkaline phosphatase, ALP) G PE#S
P EEAR, HrP100 mg/(kged) G VE /e h
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A, LA A M F100 mg/k g R4 AUt
e, I HAXZAINF-«BIfRIA N, 2200 il
TE 38 ) AR D ORI 8 7 TE N F - B 38 11 9K
R W3 JAE R 453 . Lubbad 275 {22 2
FIETTTNBSFE S FUC, K Western blotd
AA I 25 i ZH 2 1) TollFF: 52 4R 4(Toll-like receptor
4, TLR-4), MyD88, NF-x B 155 &, KL%
RIRIT AL S5 I RAEA S () TLR-4, MyDSS,
NF-k BHANH] T, 1M 2250 0 9F R4 %A 5%
Wi, Toll#E2Z 4 (Toll-like receptor, TLR)/ -5 NF-
KB5S AL 1%, MyD88/ENF-k B 5 it 4 1%
puibeR e SNINE ;S -SSRV E -y i SNV TiBuk:!]
HITLR-4. MyD8SIM#IHINF-x BIFWE1L, MM
ZE A M3 A AE. Binion 5Pk I 25 0 M
1EAkt. MAPK. NF-«Bf Sl i i 7 1
A1 B A 5 B IRl 7~ 1 (vascular cell adhesion mol-
ecule-1, VCAM-1)TE N2 718 fofifi & 1 52 41 i
(human intestinal microvascular endothelial cells,
HIMEC)H (1315, VCAM-IF) 2 A% IBD [ UL
ARG EEAER, AT R G0 ) 58 R R AT
oA T R Pk T AR A

1.3 %3 %A% PPARyE I

1.3.1 PPARy5UC: VF 250N HPPARyIH K &
FNE R NAG Tl 2 —, PPARyEFE R |-
A s 2RIE, nTHES S T UCHIE R 2
i RE, TLREEHZE T PPARy S HAT R AL
(KI5, PPARyIGAL 5 nl il 40 TNF-o S I 175
FNVCAM-1, 4 f[a %6 HF-1(intercellular
adhesion molecule -1, ICAM-1)[{3&iA, M7EIBD
R FERT A A IR, PPARyHC A4 ] 41051 00 40
WL AGNOSHIE R A1, BTNF-a. IL-1B+
IL-6/1)77 24, #HINF-x BiE1k, #PPARy ] fig &
T R HINF-« B S A i AP A, AT g
FAEVE R HAT VA7 1P, Shrestha:a ik
PCRIllEUCHEF 5 1EH A A PPARy C161T
R 2 1k, 15 HIPPARy C161TIHZ &1
FEUC B Z [AAFEBE .

1.3.2 £3% % 5PPARy: HETHWIIIAN, ik
FZ Ll B IRHPPARYITEE . L 4 4l i
PRl 1 TN F-ou 55 (1) 318 FIRE HOK R AE PR A P
PPARY{EZE AR b 4 o p i 2, DR
LR REE T T PPAR IS MM AEUCH K 4%
T VER. Zhang 5P @R 130 mg/(kged)ff) 2
WRIBITTNBSIE R UC 2 wk, ZoH Lk
TSR AR TR IR LA AR AR
PF43, PPARy. 15D-PGI2HIPGE2ZIA i, Xt
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T WD SR TR, 1T AR B A R
AT TN N 2238 ZASEPPAR Y LA
DRI 22 0 38 2 1l ok 45 TH A PPARY K
FEPURAE N, BUZ 8 A T 052 A os Feat
F IR, FEPPARyFRIL RN MR TR IA
A, W TP

1.4 (3% TiACOX-2, INOSHE’ COX-2, iNOS
PR A BN, R NANRIE, 40
BRI, ITNF-a, TL-1R%1G 35 KR
hn, 2 H5UCH 25 il fE. AR muUC
HH RN COX-2RIPPA Ry ik 1, i 3 H A
K COX-21 A =4 15D-PGJI2 /EPPAR Y]
Bofk, COX-21¥ KA 38 ‘T 81 5D-PGI218 I, ¥
TEPPARY M HIHINF-k Bif AL AIM A PKGHL %, 2111
HICOX-2 K A 4 41 [F 71 iNOS IR 8l 15
ANF-kBN 2 TG, J0E BN I 41 i A7 7K 14
B, BUSNF-«BIE HiINOS A 31 1 Lk R By
F G54, WATINOSIEPE, A TNO ™~ &, 3
FUCH 1.
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HVRIFTNBSE S IIUC, KGR W
BIG A A IR VE 23 & 74 21 435, IF Hal i RT-PCR
FlWestern blotk M7 IEFIRCOX-2KIE, 1 H
RT-PCRAGI 40 J N 721k, 1@ ELTS A%l Hif
5 FZE2(prostaglandin E2, PGE2), &Il 33
FIRIT 5 R IEEE IR A COX-2 RN i [H 1 () 22
I FREMPGE2WKIA BTF, 2535 5 vl fgil ik 41
HlCcOX-21 KIFEHL K AEH. Camacho-Barquero
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MRS 2P COX-2. iINOS M 4 i X 7 2
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INOS. 4 ffa Kl 5238 F B, p38 MAPKAE 518 i
REAHI, Ji T8 9 REDRES . 22 85 3 mT Aeal i #fip38
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RIS I E.
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3 418
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Abstract

AIM: To screen proteins interacting with hepa-
titis C virus (HCV) NS2 protein from a human
pancreas cDNA library.

METHODS: A human pancreas cDNA library
was amplified, purified and identified. The
purified library plasmid was transformed into
yeast strain Y187. The bait plasmid pGBKT7-
NS2 was transformed into yeast strain AH109
and screened on SD/-Trp agar plates. The trans-
formed AH109 strain was then mated with Y187
strain that contained the library plasmid. The
diploid yeast cells were selected on SD/-Trp/-
Leu/-His/-Ade and SD/-Trp/-Leu/-His/-Ade
agar plates containing X-a-gal. The plasmid in
diploid yeast cells was extracted and electro-
transformed into E.coli DHb5a strain for plasmid

preparation, sequencing and sequence blasting.

RESULTS: A human pancreas cDNA library
was constructed successfully. The reconstructed
bait plasmid (pGBKT7-HCV NS2) was success-
fully transformed into yeast strain AH109. Seven
proteins interacting with the HCV NS2 protein
were identified.

CONCLUSION: Seven proteins interacting with
the HCV NS2 protein is identified from a human
pancreas cDNA library, some of which may be
related with glucose and lipid metabolism.

Key Words: Pancreas; Hepatitis C virus; Pancreas
cDNA library; Yeast two-hybird system

Wu Y, Zhang JQ, Ning M. Screening of proteins binding
to hepatitis C virus NS2 protein from a human pancreas
cDNA library. Shijie Huaren Xiaohua Zazhi 2010; 18(24):
2574-2578

ik 2

BH: AR AR it 5 & B KR &
(HCV) & Z GNS2AR EAE R & 4% 8
B e AR A K A

Fik: ¥ 3G A 48 e DN A SR 5F 347 254K
B2, B R R A EEE A AR Y 187, HAF R
A¥:pGBKT7-NS24: L BEHF A AR AH109, /£ & &,
BR B 4 7 32 J A (SD/-Trp) L fp i PO L 3% 2
P BEFE T & Z a3 M EHAHI097 4
5 FMBF A ARY 1873 TR A, AT
(SD/-Trp/-Lew/-His/-Ade)F=4# A X-o-gal # 44
BARA ES TR, RIRIEEMER X Rk,
W AL K 7 3% A A DHS a5 B BUR i A
M R4 R AT 55 et

HR: mAMEAMMRDNALEVAZpGB-
KT7-HCV NS2¥ 28/ %2, #f it H 74 EHCV
NS2Z&aAasanEa kR,

8 ik R 5 HCV NS2E & 55093 A
AR R G AR 54, 5 ER BTt X.
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KGR BRIRAAE; WRAT R E; BRIRAMECDNA  ERE L. WA B A 08
HCV & B4 & &

X, B AR R

R, KA, T RIRBEIDPSHCV NS2&EBHEIFRS
BOREHERERMmE. BFRENEIZE  2010; 18(24):
2574-2578
http://www.wjgnet.com/1009-3079/18/2574.asp

0312

H AT, B P E L sriad kg, A1AEEKT
(RIA T o, A 30 B UK 45 M PR R i A, 273
DRI (0 0 R AE LT, YW SO B B
WATI LT, 2007-20084F H [F 2 8Bl R 95 % 93 K
FEIE9.7%, TN 552 405 15.5%!". 28pH R 9
O Ay 712 .l N A R 1) 2 0 3 e B,
WV 5512 VR AT V195 R, Trombetta
ARV S ARE R R L, FTEAL B R A 2
B PRI 1 J L2 0 12.3%-57.0%. Knobler5PHRiH,
P B BT 2 9% 7 (hepatitis C virus, HCV)E YL SE T
I3 £ O P R R IR ST 6 6 TR 25 B R
R I I I A R R T AR, —
TS Je 134 HC 5 003451088 J s 5 3, 98%IH)
SRR TR RIS PR T 2, E T PR 9 9 R R
WA B A, 20084 5% [EIH FR 993 27 23 3 SO IR 9
4L T B B AR B, B B A
B, B 2 BT R AR DA ey I B A R AR
PR . 2O R S IR . MR URE L e
FEA O RGNS LA S 45 i PR R
i R 4 B A5 0%, DA rp O R JRE R B B
FHCO B N FE, B A P LA
Ji &% AP (insulin resistance, IR). ParkZ“HJf
FUT HC VI 54 10 5 5 2 Uk o, 159
THCVIE Y2 K e TR I M7 f5 6 DR 25 A7 A
KMFFTRIE, HC VIG5 IR A B IR
P93~ b B A R TR R o B A R
HOA RS, L, TR AR B4 AR 5 18
P T AT 4 (chronic hepatitis C, CHC)fj35 7 1t Ji&
KO T4, Mason5E" R HIHC VI 156 R
Ji(diabetes mellitus, DM)# PJAH5%. Parolin%"
WFIC T HCV 528000 R I RAT I 2 R R, K
P27 PRI HC VIR 9 %y, HC VAL 85
FINS2/& Rl 2 B A, SHC VY112
PEAL R 15 G s 5% R AV R UL AT
REX A8 F A G 16 N B 4 e DN AT 1)
HCV NS245 & B AR, WP HC Vg PR G
552 OB PRI - TRZ ][R HE S B LA F ML,
LSS MRE BSR4 1 A W 2 LRI 41
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1 SRIASE

1.1 AH 3850 Je s F7 3 YPDA SD/-Trp.
SD/-Leu. SD/-Trp/-Leu. SD/-Trp/-Lew/-HisPA A
SD/-Trp/-Leu/-His/-Adef; 7= H: 441 H 5% [E Clon-
tech/y ). BEREXUZNAT R G030 P it A
IR AN i cDNASCE . pGADT7-AD v B4
pGBKT7-BD e[k, pGADT7-TX I JTTki .
pGBKT7-53% ki WAL ARAH109 A i B
BEEEY187, I H & E Clontech A H]. 51416 M
b5 R A 2 7] 5E K.

1.2 7%

1.2.1 BEA MRk am e DN A SUE 69 A2 15857
U B A SCETEAT T, Al SR Ok )
R W R DHS o 52 25 40 i, B AL H 6
BT LT, EcoR T« Xho 1 WEF & &
cDNASCE Z FEVE. AR5 ¥ 1% S0P e AL e B
HFRY 187, il & Pt BRI IR 40 e DN ASTZE. $2 5L
WEEAE K Y 1871 R B V4 (AL 42>2 mm) AT
150 mL YPDAW ARG FRIES, 30 CHREEL RS
A > 150, TR FRWH 4 £850 mL YPDAW
R FRIE ) 30 CIRIERE R EA ¢ = 0.4-0.6. LA
Tt TR L Vo5 R 4 il e DN A SCJE 620,25 mig)
AU NI RE BRI RR Y 18 THEAT SCPE#E AL, SR i Bt %
S D/-Leutt 505, 30 ‘CAIEIRE7 d. A
AL P41 2100 12 10°, 1010 12 10°
FL 2 10%43 548 T-SD/-Leud 775 R I HE 0L

K. AN EpGADT7-ADHIpGADT7-TX} itk
HeALEERERIARY 187.

1.2.2 FHE AT AR AL ST HCV
NS2: H I FER L #i A pGBK T7-HCV NS2H
Je TR B B AR YR T U BT AL A, T TR VL
NIERERFRAHL09. # 4k J5 4l T-SD/-Trplil 44
R FRFEAAT IR, 0 ELAR>2 mm B BE AL PRI
AT HEPCREE. A KpGBKT7-BDAIpG-
BKT7-535%] JUTURLF A0 I BE B R AH109.

1.2.3 pGBKT7-HCV NS2Ji i 25469 B 5 1 #k
AH1095 M A% 28 BLc DN A S Jf 45 4644 64 B £
AMRY 1878 B b FRBURT A K I AW IEPCR
HE IERI I AHTO9RE BE R ¥ (H A2>2 mm), $2
Bl T-SD/-Trpi 55 7R3, 30 CHRIE A g N
0.8-1.0. & T°50 mL 2X YPDAR; 74k, 54
m L7 I 4 i c DN A ST P2 1R % BE 40 i T4 R
30 'C 45 t/min(F 04205 mm)fRPRE RIS
24 h. WEER| = BOR I A A M5, KL E

NS2#%—# % 7
#e& A M, SHCV
R Fe 0 1% AL Fm
FoeF R R R
Fyr. BRHCV
NS24 4% 8k
B, A FLHCVY
TR G 52 A M
VN §o%
F(IR)Z ] A8 £
MR S AE R AL
oy E K A A
A, Pgk
R FE2 Y
AR SR A B
2] g L2

Wi £ RE

Mason % 35 &
HCV & % 5 4
J%(DM) % 48 .
Parolin¥ #F % T
HCV 527 48 kg%
HRATRF XA,
AL B L2 R g
PHCVA %35,
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WA # A 2 M 1 2 3 4 1T 82X
AT R M IR EREILEE. M:
Je.cDNA S ¥ fif DNA Marker;
i# HHCV Ns;éﬁ Lane 1-44%35>
ok G, A i N AN
i A £ A e
B 5t it — B iE SRALEEAS
HAEAER, A HF
FCHC & 4 H
FEL BRI E
BAE AR B 2 PCRERE
S b LR AR T pGBKT7-HCV NS2[&
4 B 5B e A KIS LAHI09BE &

F . AE AR
P 91 BF 50 AR 3R
¥R ILARGE.

654 bp HENEE. M: DNA

Marker; A: pGBKT7—
HCV NS2k#1k
AH 109 BT Y
EATTRE BRI,

2 T10 mL 0.25 X YPDAR;F: 56, SR 5 HiSD/-
Trp/-Leuw/-His AR FISD/-Trp/-Leu/-His/-Ade™F-
BRA258R, B30 CHRATRZR. RN & =ik
1:10. 1:10*H1 :10°4r %46 TSD/-Trp/-
Leu. SD/-Trp. SD/-Leul g4t FK K&
R, AK16 dFHEEAE>2 mmP R E L T
545 X-0-galffISD/-Trp/-Leu/-His/-A ded 77 3
b, FEUREEFEHE b AR K R € B VA O BH M R
. [ I 7 B 6 SRR B ke L, BH ) R
J3pG ADTT-TJFRE 444k IR I B B AR Y 187 5 p G-
BKT7-53 50N 6 AL I B RER PRAHT09BC &5 B R
X} B A pGBK T7-BD TR 4 40 [¥) e B B R AH 109
5 ot T 40 SR TR B A T T BE T AR Y 18 7L
4+ pGBKT7-HCV N S2JFUHRL L AL 1) i B 12 1k
AHI109. A% 40 flc DN A SCJZE JFORL B Ak 1) 1 B
HFEY187.

1.2.4 TR #6947 T-SD/-Trp/-Leu/-His/-
Adelfl A 253 L HREBH M R 95, THRRIK S
30 °C, 250 t/min(B5.LF42 45 mm)dEHES dfiE
T2 A4 3 30 R VLR DR BE TORE . HL 27 FL I B K
(1) iUk % AL DHS o, 1% 2% IR ILB AR |
Bi g%, BTk s sk B g/ 11 D) %6 52 Je il e,
M F745 5 GenBank W (17 51 HEAT LU 4347

2 BR

2.1 BEEFRRAR 40 ALCDNA SR 0 M i R L5 2 1
FAG I IR DN A SC R B 765 X 10" CFU/mLZ:
A7, Ak J5 I RRIDN AR 2 40.32 g/L. bt
WULBKESC RV, $eBUTRL, I Bgl T1 1) % e ik
R4 e DNASCEI 2 ALk, 45 Bondii N v B
RANA—, UL SCE BAT RAFHI 2 REE (B D). 1R
R4 e DNA S FERAL I BERIPR Y 187 )5, R i
PR, e Hi EE>1 X 10° CFU/mL, fi R4 i

3 BRBRT=MEREAEESMIR(x 40).

- EXNREE5! =[] BRI
MIBEANER T (%)
1 NSBILEBEE3A 5 100
2 NREESEBIERB1 3 100
3 NERBEa2B 2 99
4 NREERES 2 99
5 NSBHEBEF2A 1 100
6 NiBEshhnns 1 98
7 NIBERRIESES 1 98
cDNASCPEFAL T,

2.2 pGBKT7-HCV NS2Jf % 34 AH1098% 5
IS RV % A I BE AT )5 A B f 2L SD-Trp
B IRdk bkl K g4 dJn, PRERTS, PCRY™
HEHCV NS2FE R, 45 5L Won Ak il 2 (#12).

2.3 MM 2mRLcDNA S #54Leg BERF AR Y 187 5
pGBKT7-HCV NS2Ji #5454 69 AH109 8% 1
B TERERUARAE R 4301 SHCV NS245 4 1)
JER R B T, MO I 8 1) T = BOIR A AR
KR4 J(#3).

2.4 Pk Ry A 6 44T B3 H 0 R BR 40 e DNASC
F JORE U e 5 AR AR 23 AT, 120 5 SR SL i ik
1SN BHPE e e, HLIN e 48 SR B R R 2 kA T () Y
FEAIEENE, RIMHCV NS2%& (15 7R NS HE N 3
K HE AT BEAAEAH BAE I (GR D). B0 BTG
REBE 7 A, BH T R R L RE B 75 AR 1K

317E

A1 5 A BT 98 Bk BH A 28 4 3.2%, 1H IR
AT N T 98 B R 4.2%, T H0E, AR
RAEH G ST 98 835 T 5 BRI (21% vs
10%), &7 AN i A 5 i & HC V588 PR (1)
KA. A RAER, HCVIZ O ®&
1 52 W JB 5 22 IS O BB 5 e AR BB D
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JH B89 HAEH C V3 L Y JH 58t AN g A5 1 Y
ETHE, WHE SIRAOC BN AMIFITIESCHC K
B2 & AR A2 T, HCV S5 MS#H UIAH
%, JHERERR I AR HE IR AT g2 HCVER IS 255
fiE(metabolic syndrome, MS)[{JHLFRT1 27
B DR R R T MS I8 7 R B, FLKHRAEAE
IR, TRALBE & B4H M AR ER I, 195 35 o0 s ot
A 5 BN M T e 15 00 08, T BORR N &
M2 RUBE RS, M. AR AU s IR,
SHZMKREY HORSE, ] GEAH E AR
HE, HATR AT B PR RS, $EORCHCH A —Fil
AR PERR . RIEIRE) 2 EMS R 1)
ok, SRR . RS, Wi s RS
PIAESC. ik, FRATICAHC VIS MG T fE
MS# UK.

H i, HC VIG5 1) JHF AR I A2 16 43 1
A B T 18, (EEHEDHC VI 4544 5
FLRTE S5 8 8 0 IR 4 e lg 284X,
HCV RNA L JH-4i )i fig AU 4 BT ) &5
I A A2 JEF IO 7 A A A 1 S L S R U
SIS R RERUASAS B AR SEHC VAZ G B (1 0]
5 (B IR B T Apo-A 145 &, flfi1i4h
BT RES M Apo-A 11 &5 K UL & g i iz
(e, HEim s ma S 28 ARG FE. i 4T
ME/E2 B 1 5% 5 1 (low density
lipoprotein, LDL). #A%% B AR A (very low
density lipoprotein, VLDL)A1 ;% F JIg & H (high
density lipoprotein, HDL)45 & ) 73 F- e PE AT
FL, IWAHHCVHEN ML G 5 IR S5 6 B 2 &
Yy, WL LDLAZARHE AT, BEAT 52, J0=
JHF 400 it -2 il P 28N B 1A B FH R R I 4R
1, R i A5 e,

P R4 AT 32 40 2 10 4 SR T R 1) 7 T 2
-2 1. 5=1-DNA. H-RNAM HEAEH M
— PR M T, TR AR P AR B
T AH AR FHER A T —Fiokr i 844 2% 7 2.
WEREXU AT R G037 34N IR SE R R AT i i %
VB g 7™ ks Ao R, FLE 386 I 25 2 BRL PR Sk
I FH o280 T o 8 % R C 45 T J 1) A A 2 R N
5 PHJTURE 5 S0 PR TORE I 2 58 1) A 11 5 ) A LA
0 JUEE, it e 1 Bt G o 0 JTFORSE T SR (191G
SRR, SRR ELRA PR R 22 95% LA L, TR
PRI RAES% LA T, KT 45 Rl Stk Ffi ik
FELLHCV NS2/E A BB A AT I 8 11, A
N R4 e DN A ST v i 16 -5 FLAH AR I
HARERE, FHEILP SR RS CH E A
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LR, ARG AL I B9 5 FE A,

FRATTs 2 I 4 o c DN A S KLY 19 I i
TG RERE TR Y 187, F i ekt e B e it 4 g
cDNASLE, LA HE— 500 12 (R A i
e TARAET. i dpGBKT7-HCV NS2i1H
JEokE, (ERERFEARAHL09 FIEAHCV NS2H 1,
FHRE— 25 5 A R g U (1 T B IR 4 fiic DN A
SCEMHATRC S, Tk T RE S HCV NS2E 147
TEAFEL AT FH (0 %60 R R 40 e i (1 SRR 7. ax e
ROAUS 53 RWTM . TR mmgoh 3=, 1
S5 A B 3 A B AR
JIEL SR A0 R I I R RO R I . 5 4
SEIG R IR, JEEEFL AT I R B 1A A R R L A
FIBREE I AR, 5 /N b 52 30 B TR 1) 20 A, T
AR AT IR R LR A, R EAMR
JURAE 1) 05 A IS R R R IR B 3 A3 il
PSR, SR SR O, IR R I, AR
v-Ki-ras2 iR Kirsten PR 98 9 25 200 2L K] [F) YR )
(KRAS)FE AW LA SHCV NS2E& A1 HAEH,
KRASTENKIEH AU . /- FIR T
AA R BB, AUREY, HCVAl /LK
Ji i i rh A2 5, HCV N S27E JBE g 41 i v 5 iy ik
IXECTR (455 5 T e 2 s A ATV 45 R R T e,
MITTREMRE . IR .

AR IR 5T, FRAT TNk, 2800 bR 1T g
EHCVIEYA G, TN F 28 301 56010 2 1 i
-EE TR LA P R R A 5 1k, A R 4
JlcDNA S i i HHHCV NS245 &8 A, Wif
FUCHCHE A IR NEACHS 2w At A AR
PRI RAL IR A T W TS R 7 1) A I R T
B TR BT 1R 12 ¥ B it R . AR AT Y
SER IRATHENHCV NS2 1] g 5 5 i 41 i 1)
AL SR P SEARMME . IR 5%,
T SRS 2 BBR R« g D7 RITMES S5 AR
ST
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Abstract
AIM: To construct an hp0596 gene deletion mu-
tant of Helicobacter pylori (H.pylori) to provide
a basis for further study of the functions of the
hp0596 gene.

METHODS: Two homologous arms upstream

www. wjgnet.com

and downstream of the hp0596 gene were am-
plified from H.pylori 26695 genomic DNA and
cloned into a pBluescript SK II(-) vector carrying
a chloramphenicol resistance cassette flanked by
two FRT sites to construct a recombinant vector.
The target fragment was then amplified from the
recombinant vector and transformed into H.pylori
26695. Under antibiotic selective pressure, ho-
mologous recombination occurred between the
target fragment and the genome of host strain.
The recombinants were selected on chloram-
phenicol agar plates and identified by PCR.

RESULTS: Restriction endonuclease analyses
showed that the recombinant vector (pBs-0596)
was successfully constructed. An hp0596 gene
deletion mutant of H.pylori 26695 was success-
fully obtained after identification by PCR, direct
sequencing, resistance analysis, and detection
of hp0596 expression at RNA and protein levels.
After culturing for 7 generations, it was con-
firmed that the hp0596 gene deletion mutant of
H.pylori 26695 was stable.

CONCLUSION: An hp0596 gene deletion mutant
of H.pylori 26695 has been obtained successfully.

Key Words: Helicobacter pylori; hp0596 gene; Mu-
tant
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BrY: M 19478 (Helicobacter pylori,
H.pylorihp0596 3 B 8 % ® TR, A AT
hp0596 35 R o #e A 50 3L % HK ah.

Fik: Al APCRILA, MH. pylori 26695 % R 28
DAY AT B hp0596 K B g L5 F) RA Fe T
H RV RA, 5 sk AFRTAL &6 REZ M
AE AR ERAMER R ETHEMR, A ETUE
R A AR g T3 7 B, B AU NH pylori
26695, EHRAFRFEANAT, HEAEFA
AR AL ARREH, B E A EFE TGk

L L Sy
hp0596 7% H.pylori
AR, 58
Ay &4t H. pylori
H# N A BHcagA.
urease, vacA %%
H 5 5 AR ALK,
o X 57994k 44
ihp0543. SR7791
# e HP-MP1 R
BB — ek R
o B T H R AR L
KEARRME, £
H.pylorivAs 4 %
HPEREIAL
HAameg A E.

| JoRs 7 ® )

BREA, #Ix, P
BARKMBKES
—ERERFRA
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mia £t FE A FEARIC EAH. 1 SRIRSE
XEZREFRE

~, H.pylorifa 1k
BHEXELR
B L TNF -0
FaKkFRRH
Fxm@a, ma
H.pylori TR IZ M
EHMEREH
ZRH.pyloriig J5
B, B EFBAR
5t TNF-o 7K
] 2 AK(P<0.05).

HR: MEGETRAZRS LN
My B®, FANEL TS M4
#. PCRF ¥ 3 £ T #0596, cm' A H 2 7w,
05963 B & 24% % A8k ik, ZDNAM 5, RNA
KF, &G RKFIEE 5453 T 0596 K B
Bk $9H pylori 266950596 % % #k. & 43
FTRIG, Hpylori 26695/ 0596 F % #k A7 B
T AEE .

7l —

. k1F T Hpylori 26695/ 0596 % B k.
K.

>
pid

¥

A B

K

KERI: WA B 0596 BB SRR

PN, BB, I, A, RERZ, FBISE, oKW, K, =
FR=, XA, W JIEM &Ehp0b96 E R TABIIEE. HR
N EIEYE 2010; 18(24): 2579-2583
http://www.wjgnet.com/1009-3079/18/2579.asp

0 515

B | VMR B (Helicobacter pylori, H.pylori)&—Ff
B 22 QPRI T SR, 8 e AT R E R A
(] 9E) P 2 T8 ZINTUT N R OER 2 . % IR 5 4
BRI, NRIERFRA50% L, b, JTHAEKE
W K, YR L 80%! ", SR LA L I YL
ARl WK I, H pylori &G &S 1 %% .
THACYE B 7 0 = SO A, I HoAR S5 Ok e A
R AR DGR A A BRI R 3= 22— HLAK
RYH pylori J5 7 H T EUE SO K1 IR, F
T 75 R AR JRE. A2 JEAE DA 160, 45 [ g O
HEIEF-a(tumor necrosis factor-o, TNF-a), 14
#-1(interleukin-1, IL-1)F1 14 %-8(interleukin-8,
IL-8)%:1. AR5 K A pylori HPOS96EE [ 4
S5 S —FORT A 0 00 R, A R IR NF -
kB, 5 A=A TNF-o, 385038 50 41 i P85 1)
RiL, Ebel- 2B NFRIEF T ps3 1 R IX,
T IX Y S8 DA77 N 2R W e T o A v oy vk T
B A . DR R 5 A2 Dy g R DR 20 2 A
A TR, Bk B r RN ok, 456 AH
(T B o B o8 AR A 5 WY AR bk 2 () 1) 22 e, DA
RERTIEE. At — D H pylori BRI,
AV H FIE E LB AR T Hpylori 26695
¥RINApOSI6HEIN, WL T Al 18 KT B H. pylori
266950 059651 K RANE, HRG5hp0596 Kk
I D ReNE T 45, WP B H pylorisL
T BIL i B H A,

1.1 ## H pylori EBs bR HE R FRH. pylori 26695
e # ApBluescript SKII(-). FikipKD3.
E.coli DHSo A SLE ER 1. DNAZR &, R
HITEAN VIR . ANTPsHIDNAE:REIE ANEBZA
Al /N FOREAE ORI S AT DN AR 7 S0
HPromega/s F]. 4 &K ARG &, DNA
Markerl H KA AEGRFIA W], K FREA
Marker YGEA ] 2 . ApA 0596 % 3t A S0 =
il
1.2 7%
1.2.1 dr¥ed ik ey #d: WA [ BrbrUERRA pylori
26695 A 741, Bt xS 5| #ip1/p2 Fip7/p8,
T INAH N g DAL A, T4 3 H 3
hp0596 11 L3 [RIYETE (452 bp)s  RNiFIRIJEE (380
bp); 51 ¥p3/paY B kipK D3 L& H RE P A
B{(1 033 bp); 51¥p5/p6Mps/ps8H 145 H I
FEI Wi A 15 RGPS W), LAH pylori
26695 5L K41 A, H 51 4p1/p2 i R P fu
DNARAGBH H¥hp0596 5L K #5452 bplt A
Bt, Wlap0596 KL I8] Fjie RIS 4 BRI IR 7 vk
P08 SR A BOR R RN PCRy™ 441k
JG, K LI HKpn 1 [ Xho 1 WEGY), HEZN
Bt Xho 1/Sal 1 XH§Y), s HSal 1 /BamH
[ XY, AT 2 50 5 T 32, #Ab B2 4
E.coli DH50,, FAR 7152 8 SCHk[4]. 10 ¥ 1 BT
16 B v [ T) IR FH AT 7 PCROFIJBURE X D1)
SE, WA HE 58 TEA IR RS S 08 24 W) 0 . il
J- IE A I B0 7= it TR R XUV, i 31 42
AH R EE V) ftpBluescript SKIT (-)#%44 1, H{k2
LA BIE. coli DHSa, 28 1# %P CRA IR AL
BEDIEAT S Ja, TR A = U BRI R
A5 2 ) D), D) IR0 3% #1pBluescript
SK I (-) 84k LHALE coli DHSa, 478 H T HE %
1ApBS0596, H- 31T PCRAN )4 5.
1.2.2 B4R 2 504 &5 8 & #40: S Yuan
SO IR, Hopylori 266951 %5 s i i 3 i
KRR EAK, 37 CRFAIAEL(50 mL/L
0,. 100 mL/L CO,. 850 mL/L N,) %7748 h,
M BATICA AR AT mL, 25010 minF
3, H10% H il R PR 031k C, 6 000
r/min, 10 min), AR UIIEE AT 100 pL 10%
Hh, 4 CHE10 min, SRJGHS pLIT A4
FipBS0596548 mLEZ AW, KHRGHINA
0.1 e HL i ARy, S 500 mLFivA (14T [C A1)
WP s i B AR AR KRR 1, 24 h
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R, . W B Ehp0596 B RS IR ROV 2581
bp WAL H A 5
5 000 A L il iR OR
T oW oF ok #

519 FE31(5-3)

P1 GGGGTACCGCATTAGAAGATGGTCGC

P2 CCGCTCGAGGATTTTTCTAACACGC

P3 CCGCTCGAGGTGTAGGCTGGAGCTGCTTC
P4 ACGCGTCGACATGGGAATTAGCCATGGTCC
PB GATGGTAAGAAAACTGAAGAG

P6 AAAGTCCCTATAGCCATG

P7 ACGCGTCGACCGTTCCTCGCTATCGTCTGTTC
P8 CGGGATCCCTTTCAGTGCTGATGGATG

JE R TR (20 mg/L)7E s i i 1 B g 2=
KRRt I, 37 CHRE I EE(50 mL/L O,. 100
mL/L CO,. 850 mL/LN,) F5725 dJi a1k +.
1.2.3 2 PCREE & F 40 ik o #4LF: Bl
PRI v B AT ISP 4 19, AT mLif A [ A
B, SRR, 51 ¥p1/p8iliATPCRY ™ Y
Y 5E, PCRIR N 442 95 “CHIAEYE 5 min; 4R 5
94 ‘CAZPE30 s, 65 ‘CIE°K30's, 72 CLEH45 s, F~
BE35AMIEIR; 572 "CHEM 10 min”,

1.2.4 Hpylori 26695/ 0596 % B ¥ % % % k4
RNAKF 547 Wi R A pylori 266950596
R AR IMH pylori 26695 %Wk, Bbh 31451
25 i g il B IR A KB R SR T, AR K3 dJE. T mL
A1 G A I, I LB mLBE 28 40(Z91 X 10°
CFU), A= B K AL 2, B0 B B 4K, 500 pl
TEZZ M F (2R 5 030 /L), SR )5 HITRIzZol
PR AR RN A, B AR HEAEf 38 AT
15 ZI I RNAB 2 i B2 fT U1 pg AR,
FHBEHLS 4 B i 55 A5 e ND A S 4, SR J5 F LA
Ite DN AYE AR, 18- 5191p5/p6, p5/p8ukAT
RT-PCR43HT.

1.2.5 Hpylori 266950596 3 B & k % K ¥k 49
AR E G A T ST BT PCRIE I
W AR R K A2 T A, IELE500 pl 3 dis
2, 4 °C, 17 000 g 5005 min, 35 13, P %
PAFIPBSYLIA 3R, B)ri 130 uL PBSHE & B 1A,
Fic HECS2 6 T JUF o % 45 R AR L RE o, 3EATSDS-
PAGEHLUK 43 B Al G 98 B8 43 A BSR4 4 5=
JI5F 5% TG Wk = 3 B A2 h; PR S5 HPOS964
ZPUmiF(1 2 10 000)37 ‘CILHFHE2 h; HPBST
PR3, BFIKS min, 2R )5 SHRPARIC ) EPi R
IgGHUMAR(L 1 5 000) L0 H 1 h, 5o KA R £T 4k
#EHPBSTY: T 5 FHHHRP 2 4l 7 & 10E AT
B,

www.wjgnet.com

3000

2000
1500

800
500

300

1 FIERRTHIAIVETE. M: DNA Marker; 1: FTHEZSA5%;
REIPCRYIE(S [#p1/p8); 2: FT#RZAr#(AKpn 1 /BamH |
MEFIESE; 3: $ TR AT ATk pBS0596.

2 BR

2.1 dr¥e# 4k PCRY 4 LRI RV AIHTrE A
B, S e ik TR W, PCRY ™G H
P H T B N — S, e b i RO
#4452 bp. FFEFVEE 4380 bp, A HEL
PER BRI 033 bp i BE TR AR R 3l
FrBealith ), @ HpBluescript SKIT (<) & A4 2
FAT HE 3 A p B S0596, XU S % 21,
Kpn 1 /Xho 1 X4 ¢ v LA £I127452 bplf
U [R5 B, HSal 1 /BamH T XU AT LA
33129380 bplt FiFIRIJEE 7B, FXho 1 /Sal
[ XUEE D) AT LAAS 21201 033 bpI A E HZ ity
B [FFEHPCRIT 4 £ M, KpBS0596 51
Yip/p8Y W35 T 411 800 bplt Fr B, 47§l 4
FH 33 TR U A SR A K pn T 0 i [ 5 4%
g IBamH 1 XD % € 15 52491 800 bpff
BB, S 25 AR W b Ui [R5 R 3 i 2
& B2 ) 3 A pBluescript SKII(-)L, M54 5¢
g RBP4 58 4 1.

2.2 AR APCRYE T BENLBkIELE & A%
B 1025 o s o B I 3R A P L AR K 4
BRI A TP CREE JE (K2), PR 30 ) U5t
T AR AR RIp 1 5 )T i [F) 5 2% 45 b ¥p8 5 |
Vst AL T TPCRY E. 45 KW, I
1FEIPS T B, — 4 W20 15 kb v By, 5 BAIE
WX H py lori 26695 ARRRY W14 1 Be g K
L Y44 1.8 kb, HERALE T BOIS K
FEE 35, Uk B O Y. PR B AR O 48 A B DAL AT sk AR
THEAL K1%1.8 kb BOwBE BT A, AT
(M TP et /45 e ol N 13 1l R 1
BE DR B U R R ) v B, ) U R vk
FERCPE, Ui AESE R ALK T AL RS, KT
¥R 44 HH pylori 26695 0596. W5 45 3 o

WH.pylori ¥
H.pylori 26695
AO0596 KW, &
RAMAERR A
1T AF B hp0596
KEAHRL LN
hp0596 AR &
#, AFR T E S
1 EAFHAp0596
EERG AT
AL E N
XEGREFH
YER, M JE R A
hp0596 3% B 5 i
I ERAF B BB
MERAFFTEE
B FIh A ah
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| PR A oM 1 2 3 4 5 Da M 1 2 3
Bt — F R i 5008 95 000
hp0596 5 J& HLh), 72000
KA AR R R 3000
FEHAERT 5000 -
H.pylori 26695% 2000 43000 |
HhAp0S96 AW, 1500
ME T Hpylori 34000 ¢
26695105965 3 el
%okxk, ha 800 26000 e iy
G hp0596 3
mofealisT & o0 :
1, it —F A 300 10 000 ‘
H.pylori 3 AU
E ¥ Y

B 2 Z|AEHIPCRETE. M: DNA Marker; 1: 5 [#p1/p8 1
H.pylori 26695; 2=5: 5 |¥Ip1/p8i WEH pylori 26695/ 059%.

bp
3000

2000
1500

800

500

300

3 E/ABHIRT-PCRETE. M: DNA Marker; 1, 3: DL
H. pylori 2669551585 2, 4: DIH pylori 266954 0596 /91 1,
2: 5 #p5/p8. 3, 4: 5 [#Ip5/p6.

11:2-5%5 B2 v b vn B A A3 2 1 1.8 kb Sk
Y, T DL AP DL T A ) o e B R A
2.3 hp0596 3 A B % R E AR GRT-PCRAH7 X T
DN AZK- %858 A BHPE B R, S TRIzo 142 H 41
FLEBRNA. Llap0596 55 NIy 7 1% 1 51 HpS5/p8 i
pS/p6ATRT-PCRYEE. X THpylori 26695/
0596 5L K58 4 SR s ik, 51 9Ip5/p8Hip5/p64™
AN ZRATT, TR BRI 23509 Hi—4%1 500 bp
HMI576 bpigcaly, LKA R UM AERNAKY L,
hp0596 3L R L D ik (€13).

2.4 Hpylori 26695/ 0596 % B 5 %k % E 4k i) 4
B&E G5 M BAEDNAL. RNAZKF4 & b Bk
hp0596HE R R W B R (M R 1E1TSDS-PAGE
HLIK 23 AT, HPOS596H I AHXT 73 1 i & K/
21.7000 Da, 7EHIK EFES KRB ML,
X W B RH, pylori 26695 FTHP0596 4 (4 % ik /K-
IR MAHLGZ R, SR SEARRAE X N A BRIk
()8 AR D J LA RIS, X — 45 A
WK1 AIE SE D i brap 0596 5L 1. )
Ah, LXHPO596 £ 1 9 2 PG 1E A —Hion

B 4 Westen blottiNEELE SRR pylori 266954 0596. M:
THGE AMarker; 1, 2: SRR ASKRH pyior 266954 0596; 3; B
HERR Hopylori 26695.

v R T BT BEAT S 2 BT A0 AT L N 5
T SE T RIS 45 5 (1514).

3 e

hp0596"™ H pylorrfi 47 FEIN, 5 H iy H Al
CANIH pyloridifhei Ji 3K WcagA « urease,
vacA WA T HIAE, i R S H pylori J99%k
(K1jhp0543. Hpylori SR7791¥K(FTHP-MP1®L)
S — S PR 3 2 B R R AR B R A RO, 7E
H.pylori AN A i A e I SR JE A,

H.pylori € f T &R _F Bz 210 F = 1)
Hh P B T S PR B v, e R R A P A
BRI+, A L [ )25 1) G 288 98 A 4 A 1)
FEHEMN, GRS K. CUESiH. pyloritf
FIE £ HIL-1, IL-6 M TNF-o 25 K 11 Ty
KU RE AT W on"", H pyloriBH 18
KR B U TNF-o 88 1K B 5 8 T0)
W, w1 HH pylorifA TS MG E S R B4
YiH.pyloriiGi7 )G, B BRNLA L W TNF-a/K
B B AR (P<0.05). $eomH pylorii&gs ), B %
R ZITNF-a Rk T, JE5 1R H R4
P51, 3K B R W TNF-a fE 18 M 1 48 rpof B 34
F. TNF-ouid JERIA T K 90E RV, T80 LI
PR JEIR. TH. pylori 26695 KR IIHE N =4
HP0596 4 [ U %8 E A TNF-aifs KN H, 5
FOm 40 AL 07 7 ] AR 23 WA TNF -,

T BT STHPO596 K (I D) BE, A5k
Yo ok [ YR A R M i T Hopylori 26695/
0596 KR R 528 bk, FIFIPCRELAR, 43 7l 1
521 H 1 DR it (] 50 R R0 U0 [R5,
Pt A F RTAV i R S8 3R Bk 6 Ry B3t [
Fey 7 ] 5 E 2H 2% Ak p B S0596; LA TR 4H 4804k by A5k
TR B, FRATR T L AL BOR, KT
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N, . W IR Bho0596 2R TR TIABIIER 2583
L ARpBS0596 AL NH pylori 26695. {Efi/E LS . thieE R 2007; 27: 136-137 WA 5 R

SR FE R, TR BRI R AL R O
T 20, e T B I M A B A A
VIR T . B S B R A B R pylori
26695 AR N AT E k. \

Ky SAZKRH, pylori 26695 0596 3¢ 15 04T

TEhp0596 B 1, & 5 e INUEApOS96 5E K 5
2R G AR IR FE B ) 5 A 0 OB FRATTNS B AR
PR SRR B R 31T T PCRY%E S, Hlap0596 6
BE DRI A0 ) 5 | HEAT K B 3, B AR R AT

- SE R KA p 0596 HE PRI A g i )77 51 1) K 2

1 500 bp B, 1548k 1T LAY 1291 800 bpif e 7
KR B $7RAp0596 3L R 58 3 45 [X (576 bp)#

S E P B (1 033 bp)THUAR. 4h, ZERNA 8
AR K RSS2 T A [ S E, AT
51¥Ip5/p6, p1/p8HtATRT-PCRIM 7. BFAE KK AT LA
#HHZ11 500 bp/576 bp K/, TIRASKRT 9
B ARTE 457 . 3K — &5 R At MRN AZK - ik

— R SEhp05 96 55 N i 1k ). LNHP05961E

(K16 2 PrlLig£E A — b, EhiefEh —piEgl 10
PR HEAT G988 EIVZE 43 BT 1R 45 SR AR I, I A B R Ry
SR 146152922 000 Da, 1 5848 MR 3R %

%, IWIMAER A LIRSS T iR seghas it A

W TR £ 1) p05 96 55 PR i 2R 5 AR Kk by ik — 20 )F
FEHA T TEAT R T ap0s96 3L N I DB, ) W L AE
H.pyloriBUiHH I HLAT S AE 3558 T S50 Bl

H I, Hpylori 266950596 55 S AHGTIRE 45

11

(K E IEAEREA T2 .
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Abstract

AIM: To screen proteins that interact with the
human cytomegalovirus (HCMV) UL131A pro-
tein from a human fetal brain cDNA library us-
ing yeast two-hybrid system.

METHODS: The “bait plasmid” (named pGB-
KT7-UL131A) was constructed and used as a
bait to screen a human fetal brain cDNA library
to find proteins interacting with the UL131A
protein. The positive clones were sequenced and
analyzed using bioinformatic methods.

RESULTS: The “bait plasmid” was constructed
successfully and co-transformed together with a

human fetus brain cDNA library into yeast cells.
At last twenty-three proteins interacting with
the HCMV UL131A were identified, and one
of them shares 99% homology with the Thy-1
gene.

CONCLUSION: Some proteins interacting with
HCMYV UL131A have been successfully screened
from a human fetal brain cDNA library.

Key Words: Human cytomegalovirus; UL131A pro-
tein; Yeast two-hybrid system; Human fetal brain
cDNA Library
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Trik: ¥k oh M 64 B AT R A B ARkp GB-
KT7-UL131A#4L 3 B HAHI09 ¥, BHA
6 % L EDNA54L 3] 4 A pGBKT7-UL131A
# A e, i 5SHCMV ULI3 1A% A%
A R Mk, ﬂ-ﬁ“ i AT 2] G R
S AT B e AT B S AT

SR MR T AL BARpGBKTT-
UL131A F¥ 5 AR cDNA S 4140
| BEFF s BLAH109 W, S & A AR 235 A RS I
X EZEEGS5HCMV ULI3 1A% & & 48 24
A, o —F 5 Thy-1%& & & AR R, LB R
%1i£99%.
i R RMEFRER AR FirES
HCMV ULI3 1A% A& amEtERe&a, L

¥ Thy-1 EHCMV & % Smit 72 T heAe & %
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Eaff & BRI REAMEASDRRSULI31ASMEEIERES 2585

255, NBRicDNAY RIEY PG WD R L AR %] W L4 0
By Py 2 A FTHCMYV
B, BB 7T ST, 5B, ISR BEWRSEAT BRI, UL131A-UL128%
é?\@ﬁjﬁ; ;iiAg@%i;;; é??jjtﬁ%“ﬁ AERGGRL
MRS ) : L5 NIBIZRTE " N GE Ay &
2010; 18(24): 2584-2588 1 HRAITSA FEM, HE R
http://www.wjgnet.com/1009-3079/18/2584.asp 1.1 A4 HCM VIl Bk T E R E I JE A 4o ot 2 g R s

0315

N E.4ll i3 ¥ (human cytomegalovirus, HCMV)
SRR R B R R, FhE R, A RS
JEYL R ME— 15 . HCM VIR GLAE A REh AR 3%
i, E I AR B B AR, (RAE S Th
AEAC B AR (WIHT VIS i 8 3w
b 52 5), WIny 5| 2 e 8 EL 2 St v
A HCM V) 5 R e e 0L K e T 5 i
LR R R . B e R E
KR UL MR . BRSZHE. 2R
GoRAr, faHE K. HCMVA] LUK 2 B SR
S0, T P9 R A A D HCM VIR B 1) 3 ZEHE 4
Mz —, RIEEEARNRFEEAEAE . RN % R
A BT TA) AR B LA B A A i) A s o v (1 T 2 A1
2 FEHCM VIS 1 57 41 i HL A AR B 52 p
I, HCMV SERG %k B 178 41 4 40 i N AS e
(1 e AR e 28 3 SO SL B o 2 4 P 1 R ) 3 2R
G3 IR B RIS 2R T P9 1 4 B ek 4% e (105 B
PR IR B AT I 5 R L P B 440 P T Sk e o A
T 2 R E SR N DY, Hahn 5P R wF 57 8
ZRHCMVAE A S 4H iR SR 40 1 1 s g Pk,
DA R A 1 40 M 2 ) 49 50D J A e e 1 R A T
UL/b'X IUL131A-128FE K 88, UL131A-1283
i 5 HgH/gLIE JligH/gL/UL131A-128 52 &
WIAEACp HIA S Hh i i A4 e #EHC M VEE A
W2 41", Ryckman5" @ 2L WF 58 IE B T gH/
gL/UL128-131A 5 gH/gL¥I EHCMVEEA P B A
R AN TN AT /D ). WangZEPYEFFTHCMY
UL 13 1AJERI7E N 4 i 2% e g P (1 B 5 &
W, BEHCM VLR ERADI695AZULI31A
PR ] LUAE A D169 58 514518 b ) K 40 B 1) e
73, UFS2 THCMYV UL131AJEKILE 4 Bz 40 A Jk g
R T R LR . HCMVAE P R 4 i
o SR R . AR IR SR R R
() kg, T 22 WF9E4AES2 THCMYV ULI31A-
UL 1285 DAL J3E 7 P B2 4 o ok % it A o AN v 20>
(. DAk, AR TR H 1 B 2 AT 2 AR A JIf
flicDNASCJE ik HEHCMV UL131AJE K %
fish 2 AR B A e, 2R i AR B KSR
HCM V% RIEG M BUR ML, i tHCM VL
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LR BE B 5 R AE IR R AE AAHC MV 73 B Ak
HEAR<SR), FPET-20064F o 7 5 BE K24 8
RS L. ARRIVESS: B4 e
PERF R . Z 28 B . 540 o a5 P il 2.
LI RN %8 6 2 5P CRTZEATIIHC M V
DNA, Z5 5B, I AR MR LI PR 43 B
P33, NI 2T 2 40 ik AR % AR AF. HCMV 4y
EUMRHIRUL/D' X K7 41) O 8 GenBank ik, J77
Y15 K GQ981646. FEREEAHL09, pGBKT7)i
Fidh A E AR AE. 3 RACE &5 RACER A&k
FlTaKaRaZ A], BEREXAYAE 24t (Matchmaker
GAL Two-Hybrid System)J [/ Clontech/s #l;
Matchmaker™ c¢DNA Libraries A\ JI&/icDNA SR
UK A A B B 1 B 0% 2. BECK-
MAN & i 8 &0 H1; Perkin Elmer PCR
TEIL; HZEFLA(BioRad); 51H14 1L 20 H
InvitrogenA 7] 58 . 5 [#)iscit: #ZIHCMV 7 &
FRHM:(GenBank Accession number: GQ981646)
B 20, Bk T 9 HCMV UL131A4:
FeAI 514, JERR I BiApGBK T7I 2 v b A7 £
B3, 4RI T EcoR 1 KSal 1 AR S.(F
RN USRS PEBIE. 51 s R R
Y. 5-CCGGAATTCCGGCTGTGTCGGGTGTG-
GCT-3'; Fii5#¥): 5-CGCGTCGAC CTAGTT-
GGCAAAGAGCCGCA-3'.

1.2 7%

1.2.1 #*3¥HCMV UL131A ¢cDNA: PATRIzol¥:
MIEGE THCM VIR PRI e 2T 4t 40 1o vh 42 HH
FEHRRNA. $EEHCM VG fERHFEImRN A
I cDNA, FIHHHCMV UL131AKES
YES I 53R £ 3’ RACEBLS'RACE 4159
BEATPCRY 1Y, LU —4PCR™ W A BAR, LA
HCMV ULI31ARE 35193k 47 2 i -PCR
P HHCMV ULI31A cDNA. JNAKZ 450 pL,
PCR&AF Hy: 94 ‘CAxE45 s, 50 ‘CiE k1 min,
72 CZEfH 1 min, 30 MGIE.

1.2.2 BAARZETARAEGHE: JGHCMV
UL131AY 34 4aifl f5 FHEcoR | JeSal 1 4T
Y] alidk, 5 EARE ) I 4l Ak i i B 2
KB ApGBKT74ET4 DNA JERERG 94 R 3%
. BB KIGAT H Top 10+, #:4k

BARAER, ot A
AERBATT X
TR K.
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;Ofgfégf{ﬁh _ JEMIToplOFR T 54 R % & (LB AR5 77
. e e
Gt w e 37 CHATAL FITPCRIFEY MBI, b
BOMVERES RS HITELTR, PRI SebE, 26 R bp
L e ] RN ZH AL e o . N e
W gk ok R LBBKRE FRIER RGBT X 1g 888
EamEZ N oAl RIS s 4k p
e 1k T *M,J:ﬂ'lﬁ‘)] Uw”?%LE‘ﬁB%TD%. ‘ o 2 000
A FULL R 1.2.3 R BEEFF R R AMARE cDNA S E 1990
‘éL}i}“A'”“% PRk EULIBIAZAEGMEERNGES: (1) 500
¥ ULp ACT2( & e sk Wons 1) h e RER IS 34k 250
100

NG IicDNASCPES 4T RBE TR, K s it
PO PEORL. (2)4) 3K A pGBKT7 UL131A
FYLTORLE A S AH 109/ REA i b, 4R )5 Pk 4
WU SO TR A B 5 A pGBK T7 UL131AE
2 TURE P AH 109 BEAH v, A% J5 1R 3120 1)
2R R IR/ VR IR I, -Lew/-Trp). 4541
(IRNEEns /21 S IR e e R 0 2 R, -Ade/-His/-Leu/-
Trp), 26T bt S 80%, 1AL R
cfuXtotal suspension vol.(uL)/Vol.plated(uL) X
dilution factor X amt DNA used(pg), 45kFH LK
H P10 FRLTRT 7 2 R R B XU AT 28 e #R AE D AR
RN, (3)Hs W iE R BE L R VR KR RO
FH % BRI R W BETORL, FH PR 28 FLL A0 T VoK
FORLEAG B R AT wih, RS A T H &R
(P A b 22 NG I SC P e B (4) R FHPCR
T3 5 o A R, AR O A R e ) SO
B ks K L[] 2 & pGBKT7 UL13 1A R
B, WA 2 B K 4Bl 57 PR A
459 K 5 HCMV UL131AZE (A BAF H ifIcDNA
SCPEHE AR SGHE D EA T /7, F FHHGenBank ¥)
Kol WU, 38 JIBLAST 2 Ml e 45 51

2 BR

2.1 T4 kpGBKT7-ULI13 1AM #MER ST K
MRS 8 HHCMV UL131AR N A B,
F B 9391 bp, HEUIIEHCMYVY UL131A
v B [ B BER IS BUApGBKTT |, v dah
pGBKT7-ULI31A. flEcoR 1 [Sal 1 XV
D725 58 pGBK T7-UL13 1A JFRL 1) 7a B, 54>
Mt o 5 Ui — 2 (E).

2.2 EMFEFKpGBKTT-ULI31A# LB H
AH109 FHBSFR VK pGBK T7-UL13 1 ARG (L%
B AHI09)5, 7ESD/-Trpt etk EiE ik,
HTAH109 #k 4 Trp's I8k b, #4251
AH109 7] LAFEBRDTrp % 7R dk BAEK, 45 6
TN RERAL ).

2.3 5pGBKT7-ULI131AA8 Z4E A 69 AR i
cDNA & & 69 ik i 1) FH R B PR A 1 B

1 pGBKT7—UL131AB’9§F§. M: Marker DL15000; M1:
Marker DL 2000; 1: EcoR | }.Sal | XX%fﬂﬁ*ﬁpGBKT7;
2: EcoR 1 }oSal 1 W JpGBKT7-UL131A; 3: UL131A FJ
PCRI 774,

M12 345 67 891011121314

bp
2000
1000
750

il

2 EHoBREERIIPCREE. M: Marker DL2000;
1-14: T4 o5 o VA UPCRISTELE R, 5-9: PSSR, I
FNPAMEEE R

AL 7% N R e DN A SC R N 245 T 40
JRkipGBKT7-UL131AEERFEAHLI09H, /)
Sl A 2 R A g P R R B 1 8 IR
30 CHRAHIFE . 4bhs 7RI oW 52 2 RE 1
A, B2 BT R 5L P B VR SO R R,
AR 1.5 X 10° cfu/pg, T 2 5 L5256
2.4 MM SRR PCRAE i (1 BH M v e
T sk R 58 R A € s N HE R AR B 1 4 R
W 13 (254 v B B IR, 38 i L 5 LI
AN R Z SMMTGLT, S H R T 5
ZMLBREAR FRIE T, 37 CHlRA R %, H
i3k B Ap ACT-201) 5 AT 4 N FE DR B
IPCRY MY, FAE AN H HZILBIAR:
FrAE BRI P VA, WS NI v B
N, FRAFRANANEE I B (1812).

2.5 B R0 & 55 B A Ae ) 25 R 54T P
S B JTORE ] N5 15 TH AR A IR 9 RERTA H109
HEAT P I TIE B 45 SR A BT, BH 1 e
JEORE [ 2 p GBK T7-UL 131 AJE B ()% RE 41 o
AH109, 7E2ER 4G FRIE P A K, 7 45
REBLAST 45 R R, Tk H 1254 w
23R E A GRD), TRk T X230 i AT
AN ARG, b —Fi 8 A 5 Thy- 18 A &%
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Fefh F. BENRREAMLABMRREULI31ABEEFRES 2587
L LR A
AR R B
WA R ARMA
BS BERE BRI ERIECH {“‘jﬂ? ;Dg }?cji/l %
- - I 128 5
1 Homo sapiens Thy—1 cell surface antigen (Thy—1) 2 99 ULI3 1AL B %
2 Homo sapiens proteasome maturation protein (POMP) 2 100 BEGMAIER
3 Homo sapiens chromosome 12 open reading frame 10 1 99 o &8, 3 m R
4 Homo sapiens metallothionein 2A (MT2A) 1 99 Ea kT j;‘ Bl
HCMV 2t R & %
5 Homo sapiens melanoma antigen family D, 4B (MAGED4B) 1 99 M BAE, A
6 Homo sapiens isocitrate dehydrogenase 1 (NADP+) 1 99 fi# RHCMV % X
] : REGBT G R
7 H RAB1B, ber RAS family (RAB1B 1 99 ~
omo sap?ens i .mem er : oncogene family ( ) VA F L
8 Homo sapiens ferritin, light polypeptide (FTL) 1 100 A EE S M
9 Homo sapiens mitochondrion, complete genome 1 100 I
10 Homo sapiens immunoglobin superfamily, member 21 1 99
11 Homo sapiens hypothetical protein LOC339047 1 99
12 Homo sapiens transketolase (TKT) 1 99
13 Homo sapiens forkhead box J3 (FOXJ3) 1 99
14 Homo sapiens scleraxis homolog B (mouse) (SCXB) 1 99
15 Homo sapiens HLA-B associated transcript 3 (BAT3) 1 99
16 Homo sapiens chromosome 2 genomic contig 1 99
17 Homo sapiens clathrin interactor 1 (CLINT1) 1 99
18 Homo sapiens chaperonin containing TCP1 1 99
19 Homo sapiens centrosome and spindle pole 1 99
associated protein 1 (CSPP1)
20 Homo sapiens tyrosine 3—monooxygenase/tryptophan 1 99
5-monooxygenase activation protein
21 Homo sapiens guanine nucleotide binding protein 1 99
22 Homo sapiens misato homolog 1 (Drosophila) (MSTO1) 1 99
23 Homo sapiens ataxin 2—binding protein 1 (A2BP1) 1 98

[R5, FE AR £ 99%, & K & 5k 5 47070.

3 111E

R R X 4 A8 e — T 440 i pAy A 0 2 10 A LA
AR, Joi oy B AR B, A SRR
eI R AT I R R AR SR N AT
AKX J ST () Th R dek: DNAZS 434 (DNA binding
domain, BD)FI# &3k ik (activation domain,
AD). MW EMSTAFLERT, JoFE WS ThRe, (HH
H B R, B AT . TR A EL
AREDF o aRRe P, K 1 B 1) 3 DR R A A
IIRES o iR, M4 SBDAADIKIDNA K Bt 5
BRI ) AR R (XATY ) (e DN A3 S5 R il 44
PABD-XANAD-Y. K4~ 1 20 A7 ) — 17 REAH i
HHERIE, PR ARV (15 BIAR 2 N A AR
W . W B A RXORTY 2[R AEAE AR A, )
BDFIAD#HIT, Bt sz, B nl s T it
it R R AL . DRI ) 7 R L% A ] L 43
Bt O AR 02 )8 S AAAE A TAE . AR5
P77 pGBKT7-UL131AFH kL, %A i
Nl DNASCPERIT T WAAE i, ik 1254 FH
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PE o B IFEAT I 437, A I2 A T o A DK G
(1 [l — P2 1 5 Thy-1 = FE [R5
Thy-1XFRCD90, #2404 H 15 56 A BT A figi
RTHUIR iR 2 230 s BT — bl a1, ik —
8k H v (diacylglycerol, DAG)i & T-Hi 3L i ok
WLE% (glycosylphosphatidylirositl, GIP)F#)C A it 17y
B T 40 M, 4 P I 2 T e /0N 119 B 95 3K B
FIZR R, A6 43 iR 2425 000 Da™. A2
Thy-1HRIEABR G TFH2e g1 M, 2 4 4h i Fn
C D34+ R 3t 140 ™, T 71 Je 2 4 4 i o
Thy- 1R IEIKPAR iy, WAk A2 AT 24 48 i)
IV i s
HCMVIEL w5l B LM M RGN £
BRI, Ath CRCh 5 RSB AR ) L5 s A 56 R W T
PR K 2% 2 —, R E 41 M0 5 (murine
cytomegalovirus, MCM V)56 RIERGL 4 R 45
i EER I S HCM VI G H AL, van den Pol
SIS S T A R A LA P Y S M C MV
FORI, T EARERZENRY, EXEKET
IR A LR R 56 % A A MCM VI e B
PR, LHRIEERETREDS . FEMN. 4
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W@ 5 F0 IRAR B2 2RISR ZH 2R 1T T hy- 162 9 o in the viral genome. | Gen Virol 1999; 80 (Pt 11):
AR MAR, & SRR et A . 2867-2877
it AA—% WARZE A R e S RN 41 ) B o 22 5 Hahn G, Revello MG, Patrone M, Percivalle E, Cam-
9 7T 0L TCH AR R —E e M, ISR G W SE T panini G, Sarasini A, Wagner M, Gallina A, Milane-

HCMVE/‘] !ﬁ_"@%ﬂ%ﬁﬁhy-lﬁé EWKE'Z E‘]‘Flﬁ, % si G, Koszmo.wskl U, Baldanti F, Gerna G Human
- ) ) ‘ cytomegalovirus UL131-128 genes are indispens-
$E/RThy- I TEHCM VI GL 3 ST X 28 R G40 able for virus growth in endothelial cells and virus
. 2 | [14] transfer to leukocytes. | Virol 2004; 78: 10023-10033
%:—EPH%@?JEE{’EFH ’ 6 Ryckman BJ, Chase MC, Johnson DC. HCMV
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open reading frame is required for epithelial cell

AWFGEAN K T REWE 98 W1 % B B, (HL i tropism. J Virol 2005; 79: 10330-10338
yj {%Aﬁﬁ%HCMVH’]ﬁﬁ*}L%U ;%% T He & 9 Firer MA, Zacharia BZ, Kostikov M, Irlin Y. The
N i i8] 2B .
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Abstract

AIM: To analyze the X-ray imaging features of
esophageal papilloma and polypoid leiomyoma
to improve the diagnosis of the two diseases.

METHODS: Twenty-three patients with esopha-
geal papilloma and 11 patients with polypoid
leiomyoma undergoing double-contrast radiog-
raphy of the esophagus and pathological exami-
nation were analyzed in this study. The X-ray
imaging features of the two diseases were sum-
marized.

RESULTS: Of 23 cases of esophageal papilloma,
17 (73.9%) showed marginal notches or lobula-
tions, 19 (82.6%) showed a twisted contour line
and uneven thickness, 17 (73.9%) showed a gran-
ular or map-like appearance of barium meal,
15 (65.2%) had rigid vein walls, and 9 (39.1%)
demonstrated a "double-ring" appearance. Of 11
cases of polypoid leiomyoma, 8 (72.7%) had a
regular and smooth edge, 9 (81.8%) had a sharp
and even contour line, 9 (81.8%) demonstrated a
thin wash-like appearance of barium meal, and
8 (72.7%) had soft vein walls.

CONCLUSION: Barium meal X-ray examination

www. wjgnet.com

plays an important role in diagnosing esopha-
geal papilloma and polypoid leiomyoma.

Key Words: Double-contrast radiography of the
esophagus; Esophageal papilloma; Polypoid leio-
myoma; X-ray imaging feature

Lu B. X-ray imaging features of esophageal papilloma
and polypoid leiomyoma: an analysis of 34 cases. Shijie
Huaren Xiaohua Zazhi 2010; 18(24): 2589-2593
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BH): AT KRR F AL & AP R ILEX
BAE R, R AL LR E R TR G 09 150
BRI,

Fik: @it AE Tt Hh S 2 mEiE
ER I, SUKIREE 236, & R AT B LG
1145), 5P B XEAE Z AT 5o H7, )34l gk 5.

HER: UK F R34 P, G AT
2R 1T61(73.9%), 3 A& dadh . 4m R 3
1941(82.6%), AN AR g Fks 3 H B AKX 174
(73.9%), & BE1% A 1561(65.2%), HEE “R
IR AE9B](39.1%); 114) & B HEF- 7 LS
DG, RESHI(T2.7%), e ER&ALA . 3
4 2 ERELIRB)(81.8%), MAIAIKREHRE
¥ 4 69K BB HOH](81.8%), H P B EF b
JEE 84 5451 (45.5%), & BE T #1841 (72.7%).
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mia £ B NGRS LSRR PR R I A B, | RPRICRRE

AN B SR A
AR EEHKF
A B 314
A B TR A
JRE, BiEKRZD
F3 cm#y EA M
A E R BRI
i X SY R 3
FEBHIE L E
B ALt 2 B
TR e AT P 7 Y
BhERGER
R R E, &
REF R WAL
By TR A bR
oA th A 2 2.46%
AR AW E
HEA493.5%, A
EHTEAEM
MU(1.99%, 88%).

AZURR TR Z AN, RELIE, ok
B RN, AR TSR B 23 AT 1661 JF
FRMIFLLAL, HRTHIKARFFEES cmBAA, 1B
EIIARER, (A OAETR;, IR &8
Do k= it 9[RSl o S o A 1)
Z Ak K AL N b 4 v LA H )i
TP, R B P T s R B, T
HEAT B AR, AT AT 3043 56 2 1 B R 2 Wi A
BB RIN B R SR B R R AR T LR
389 0 s N o R R A, AR B N A 2
A, SR TR AR RS

1 MRRTSE

1.1 A I42002-09/2009-0928 X £ N4 46 7
RPN, A FEAE S TSR B 2341, S
RIFEFIWUR 1L, FLSR B, b9 1441,
oW, F#E32-76(F4453.6) % . 1E S RFE TR
WUEE, Biefl, Zoshl. E629-80(T-3451.4) % .
344 I PRAEIR 3 B A A WA, 2 I A s
Y. MR EANE . R AT {5 A
22461 TR i JEARRERAS A #9815 1E A A
R

1.2 7 RAMRIK S O L& 5 i, b
FRAE N, PR, BTG R ),
FRAE . AT H 26 B GE 2 A A2 Prestiger Si%r
B AL, K AR 10 minfJliE20 mg 654-2, i 50
FUIRF=SR3 g, KIFFEE, 250 mLikE
1 800-2 000 g/LIFJAIS, — MR, KK EE
Fon KRTRM . IEA S5 2 AR SR, AT IESE
iy

2 BR

2.1 34460 FU K kR R A8 AR T IR LG 0 K
JRERAE ., HB AR EER 23T ISR EI P K
AT M B R B R T B A3 n) ke 2461
16451 54, 11403 LI (1) 23 A A 1460 7461
30, WL PRI AR 2 B R A A
B, b B 1 69.6%, PR 63.6%. &
TR 2 K, d717.4%, 0TI LR Yk
B WA EANT emlf &8 S5 LR
HA200, WAEEAEKT eI/ T3 em &5
g6 5 I LR &A 2 LR, 43 5015 91.3% 1
81.8%(F&1).

2.2 FLRRE R A8 AT IR ILG 0 % 2 45
R IR EE 234, W 1901, I, 8

FEER. A: LHEEE, ik
DR B BIZ G —]
BERFUBRAEIN, FE 5
i BRE . AR
5, EREEE.

2 MTERILANRBE
EE& A HEREREE, 7]
DUBUREER R b T F 74
B B: ZRTHOIES R
ML), BOYHIR.

3 MERIIARE
EB&. A: R EMHEE
RN, R
B: ZEHIFHE R EEL M
I8, ROBRLR .

FHIIFL LA 661, ZIBHUZ A 661, 141 B A
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Abstract

AIM: To compare the efficacy and safety of lapa-
roscopic Nissen fundoplication versus anterior
180" fundoplication in patients with gastroesoph-
ageal reflux disease (GERD).

METHODS: A total of 409 patients with severe
GERD who underwent laparoscopic Nissen
fundoplication (group N, n = 253) or anterior
180" fundoplication (group A, n = 156) from June
2004 to May 2008 were included in the study.
The pre- and post-operative gastrointestinal
quality of life index (GIALI) was assessed in all
the patients.

RESULTS: Approximately 76.1% (311/409) of
patients had a lower esophageal sphincter (LES)
pressure less than 15 mmHg. The mean opera-
tion time was significantly longer in group N
than in group A (116 min * 8 min vs 96 min + 5
min, P < 0.05). The mean duration of postopera-

tive hospitalization was 3.6 d in group N and
3.4 d in group A. Postoperative complications
occurred in 3 patients in group N and in 2 pa-
tients in group A, and no death occurred. There
were 33 patients with postoperative abdominal
bloating and 24 patients with postoperative
dysphagia in group N, and the corresponding
figures in group A were 16 and 14, respectively.
The mean duration of follow-up was 46.3 mo *
6.5 mo (57.2 mo + 7.3 mo in group N vs 27.6 mo
* 4.2 mo in group A). No statistical differences
were noted in life quality score and the results
of esophageal manometry and ambulatory 24-h
pH monitoring at 2 years of follow-up between
the two groups.

CONCLUSION: Both laparoscopic Nissen fun-
doplication and anterior 180" fundoplication are
effective for GERD. Anterior 180" fundoplication
is associated with less postoperative adverse ef-
fects compared with Nissen fundoplication.

Key Words: Gastroesophageal reflux disease; Lapa-
roscopic Nissen fundoplication; Anterior 180° fun-
doplication
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TR R kv TT Oy 2. 7ERRSE B K360 5
Nissen 5 K48 At H i H &z T ARJ7
G W (S 07 =R 175 DG e = il R
IR R A B . AT AR AR AR IEAE 3K —
Lk C NIRRT N 7Bviks -2 T SN B NI W
KL= T &M o B R SR, R, T
ARI R, H AR 2 Bl e 2 1% 13608 Nis-
sen' | JIKAT B AR, IRDATHS BT S A MHRIE,
B o B IR E K 53604 Nissen 5 KT &
NP ORI

Nissen & JEHT 8 AXT90% L F (1) 55 i
FARCR R, B SR 2 N, EAR S
TR M O A 1 i ) e e i
PR AT R 3G W R B A2 0 5 11— o i, 4
FS S A S B ARG i, BRI R X TR
R RE I A EE IR R R T B B AR
L O JF FENissen H JEHT B A6, HSFEA R
1K85%LA b, A R A HE IR 0 R 2R
HIB15% AT Jffpk Lok i) i, 5 oh— e 2
MR T BRI AR, It il
IRZCR 5 Nissen S KT 2 AFAL, 110 A 5 AW 1A
M MRS R AR, Wong 22 Ko bl bl
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<1 =2 Barrett's <1 =24 Barrett's
NZH(» = 175) 77(44.0) 93(563.1) 5(2.9) 142(81.1) 31(17.8) 2(1.1)
AZH(n = 112) 46(41.1) 56(50.0) 10(8.9) 83(74.1) 24(21.4) 5(4.5)
PE 0.625 0.603 0.047 0.158 0.435 0.165

) FEIE 5T 4 FRAUF SEHT 180 H IR T & AP )k
TR BN PEAH, S5 Nissen i T AR IS HIR
SR RCRAR ). e m S e G B AR R T
20065 IR IT RERT 180824 & AR AETAT5¢ P4
M UL EREVT I, A AL % A, 1
A S A R I T A A AR AT IR

AW RAF SIS B AT 180 B IKIT &
FAREAEAN R 5 T5ER . FARB W, R
TS T EAL T SRR, TR AN 2 2 R
BraE ik, s T E . ' &,
IR DR T RE IR A S AR A I ) K
ARA—EE . EEES0EH KT E AR
THARX, HHrEA et sidiie, 1o
FRZMHIUHE € T A K BTRR S i 8 R A
SRE R, B2 B e R R . MK T Nis-
sen 5 JEITEA, AT1805 B KT B AN LA &
BB RER BN B H ARG Ses R0 5, Bk, R
HIVEAL S B S TS Alohae. &%
BB IRE, 7 B TR AR

AT R ASRE R T e R A AR 0 LA 4E
KIAPUIR SRR A, BRI — L8 2 AR AR T
RAFARP IR ZAL, HEAGREH.
AN IR TR BT AT 8 St ] — PR 2K, TR
Y0 BRI B8 IR L AR R R A A U R e
AR, FERATBEF S, I RUE KA &bt
FORABUR, 3904 ™ I i AR 52 T Nissen
H ST B AR (DeMeesterif-70>200 HA4148<50%).

HI 180 FE 4T B A AR 2 838 Stk by
IR F BT 5360/% Nissen i HT & AR 1%
S, ARG S W D e 2R SRS & b
EEEFRATIIWEFCH, /T 1805 41 2 K )5 bifi Uy i []
B, o A R TP I B U UE S
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Abstract

AIM: To investigate the expression of DNA mis-
match repair genes hMLH1/hPMS2 and to ana-
lyze their clinical significance in gastric cancer.

METHODS: The expression of hMLH1/hPMS2
mRNAs in 40 specimens of gastric cancer and
cancer-adjacent mucosa tissue and 21 specimens
of chronic gastritis tissue was detected by real-
time fluorescent quantitative reverse transcrip-
tion-polymerase chain reaction (RT-PCR). The
human glyceraldehydes-3-phosphate dehydro-
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genase (hGAPDH) gene was used for normaliza-
tion of gene expression levels.

RESULTS: The level of hMLH1 mRNA in gas-
tric cancer was significantly higher than those
in cancer-adjacent mucosa tissue and chronic
gastritis tissue (7.23 = 11.91 vs 3.80 + 5.13 and
2.01 £ 1.25, respectively; both P < 0.05). The level
of hMLH1 mRNA was significantly higher in
cancer-adjacent mucosa tissue than in chronic
gastritis tissue (P < 0.05). The level of hPMS2
mRNA was significantly higher in gastric can-
cer and cancer-adjacent mucosa tissue than in
chronic gastritis tissue (0.43 = 0.35 and 0.55 *
0.39 vs 0.32 £ 0.15, respectively; both P < 0.05).
No significant difference was noted in the level
of hPMS2 mRNA between gastric cancer and
cancer-adjacent mucosa tissue. The expression
levels of AMLH1/hPMS2 mRNAs in gastric can-
cer showed no significant correlation with tumor
size, infiltration degree, and lymph node metas-
tasis. However, the expression level of hMLH1
mRNA was significantly higher in gastric cancer
with lymph node metastasis than in that without
lymph node metastasis (all P < 0.05).

CONCLUSION: The expression levels of hMLH1
/hPMS2 gene in gastric cancer and cancer-
adjacent mucosa tissue are abnormal when com-
pared with that in chronic gastritis. Abnormal
transcription of hMLH1/hPMS2 may be related
with the genesis of gastric cancer, but not in-
volved in the progression of the disease.

Key Words: hMLH1 mRNA; hPMS2 mRNA; Gastric
cancer; DNA mismatch repair gene; Real-time
fluorescent quantitative reverse transcription-poly-
merase chain reaction

Pan GS, Liu XS, Yang K. Clinical significance of detection
of hMLH1 and hPMS2 mRNA expression in gastric can-
cer by real-time fluorescent quantitative RT-PCR. Shijie
Huaren Xiaohua Zazhi 2010; 18(24): 2599-2603
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WA A % # L. X & B KF, HAThMLH1 ShPMS25E K 5 B &
hMLH1A K & %

58 BAAEW
8%, hPMS24 B
T ug E R I & b
%3 FM, B
RAR I £ 4 F A%
AT
ERERZECE o

FiE BN E e R R T F A R A B R
2 (RT-PCR)#E R x+404] B 55 % H 69 B4 L7
40015 B KW B B2 BIIZ R X B H01%
M H £ 2822hMLHI mRNAZhPMS2 mRNA
AT ZHKM, A ZBEER H b BB A B A R
(hGAPDH) % R A4 P&,

HR: FRALR. BFAR. BERFXAR
FThMLH1 mRNA# AT &2 55,2723 £
11.91, 3.80+5.13, 2.01+1.25, =2i4ak £ 7
HoitFELF = 3.272, HP = 0.042), B &
2042 P hMLHI mRNASEH 25 T L4 m
0, RFMRPLEENES TREE KAR P
#92-F (3P<0.05); &84 PhPMS2 mRNA#
T4 5 #1520.434+0.35, 0.55+0.39, 0.32
+0.15, 328485k 2 F A it 5 E SLEF = 3.349,
HP = 0.039), §EmMALLE % F ML PhPMS2
mRNAW A S 2R LG FEL, 25T
2R K LR P 6948 (39P<0.05). AhMLHI
mRNASZEA . LAC LS F EMER
bR EEF(3HP<0.05)%, EFmMER T
hMLH1 mRNA ZhPMS2 mRNAAG %48 % At
FBAAR, BERE. RELEEHBHTARX
(39P>0.05).

2 Ry aR5BBE XL4R
WA ZERMLHIZhPMS2 mRNA#: F £ 5,
XAPR RO FTEFTERE BROGREA X,
5 RO AREERREE.

%213 hMLH]1 mRNA ; hPMS2 mRNA; BiE;
DNASEIBREERE; LR EEEVUERRAEE
R

B, XTI, 2. hMLH1EhPMS2 mRNAZEBEALR
RHEERT-PCREVINREIBREN. HREN BTG
2010; 18(24): 2599-2603
http://www.wjgnet.com/1009-3079/18/2599.asp

0313

9 i A VA0 R S LIRS MR 2 —, LR
HRFNFET: 2K WA R 2w, ik AR
SR ESE—ANW  2FE N 2RI A
H A B IS 52 5L [Fl (mismatch repair genes, MMR
genes) B E KA, B D0 40 I P A TG B 5k 1gF
TR, AT — AN A AR S gk
DN A C A& 52 48 1% UM R 5y K2 ARHF 5T R
SN 9 g FERT-PCRECAK WAEN B 855
FAS P E R 0 2P hMLH1 S hPMS2 mRNA ¢ AH

o RIENIRR, 820 TSR AR RN 7
AL,

1 #RRT3E

1.1 A4 2008-01/2008-0677 & K2 B 22 et @
= B AhRFF AR DI ERIK B 2 234001, 532941, 2
114, -6836-79( 118 60.5) %, REjAL
TR AT A I HURH R 55 2R, B o
RN >S5 cmf H R ILA L, Jorh kR ks
R, E4iTEE %236, B R216018 M
B R AR LA R AT P, Horp kR kS
K106, Z4aPEE R4, F11491, 21061, 46
31-76(CT-¥J4ERE50.19) % . K B if 21 23 1 i UK
URJGAET-70 “CUKHE £ F . A 3003 11 35 48 95 22
KYESAIESE. 514K FlfastPCR ¥ i+, hMLHI1 L
5% h5-TCTCAGGCCAGCAGAGTGAA-3',
N5 AS-TGTGTGAGCGCAAGGCTT-
TA-3', PCR™#I°493 bp; hPMS2_ L5141
5-GCACTGAGCGATGTCACCATT-3', Fiif5l
Y h5-TTCCTTATGGCGCACAGGTAGT-3',
PCR/WIKE A 171 bp; NS =R H e i
ZMi(hGAPDH) Bii5 149k 5-TCATGGGTGT-
GAACCATGAGAA-3', Fiif514%) 05 -GGCATG-
GACTGTGGTCATGAG-3', PCR™WIKJE A1 146
bp, ¥ B T AEY TRBARE R A E A .
hMLH1#TagManZ G E 7410 5 (FAM)-A
AACTCCTGGAAGTGGACTGTGGAACACA
T(TAMRA)-3', hPMS2[fJTagMan%¢ Y384 ¥
545" (FAM)-TATCCAGAAAACCCCCTAC
CCCCGC(TAMRA)-3', WZhGAPDH(/Taq-
Man2 e HREN 741 5 (FAM)-TCATCAGCAAT
GCCTCCTGCACCA(TAMRA)-3'¥ 44T
FEOE)A R AT A . MRNAFLE K 5865 &
RT-PCRIR G T 5 A=) THRECRIE) A R A
1.2 7 KHTRIzoIEH#HUEARNA. 10 pLi¥
e VAR FR: 5 X PrimeScript' " Buffer 2 pL,
PrimeScript™ RT Enzyme Mix [ 0.5 pL, Oligo
dT Primer 0.5 puL, Random 6 mers 0.5 uL, Total
RNA 2 pL, RNase Free dH,0 4.5 pL. W4k
f£: 37 °C 15 min, 85 °C 5 s, -20 ‘C{#4E4 1. 20
pL PCRJX W44 Z: Premix Ex Taq™ 10 uL, PCR
Forward Primer(6 umol/L)0.7 uL, PCR Reverse
Primer(6 umol/L)0.7 uL, % EHREH0.8 pL, A
HL(cDNA)2 pL, dH,0 5.8 puL. PCRY™ 1 414
95 C 10 minTiZ&; 95 °C 5's, 60 'C 30 s, $£40
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xR 1 FNABHEELALDhMLH, hPMS2 mRNAEXI= 2K (mean + SD) | BN

paxi:l n hMLHT mRNA FAB PE hPMS2 mRNA FBE PE
BEA 40 7.23+11.91 3.272 0.042 0.43+0.35 3.349 0.039
fEBH 40 3.80+5.13 0.55+0.39
12MEBIRAH 21 2.01+1.25 0.32+0.15
% 2 FABKRSHDOBEALMIH MRNAZS BKE
(mean + SD) (mean + SD)
IRERSE n hMLHImMRNAKEE  HE  PE GRS & n  hMLH2 mRNAKE  #E PE
BPEBAU ) \(em) BB R/) Mem)
>5 27 853+13.76 0.992 0.056 >5 27 033+028 2730 0292
<5 13 454+6.25 <5 13 0.63+0.39
RRE RHERE
RIEIN 34  827+1266 1.321 0.053 RIEIN 34  042+037 0.172 0.130
RIBEA 6 1.36+1.06 RIER 6  0.45+0.20
ISR MBS
= 32  855+1299 1.423 0.031 = 32  042+036  0.182 0.498
7 8 194+184 7 8  0.45x0.31

M. K LightCycler Real-Time PCRAXHH T
N V25 G, HHLightCycler Real-Time PCR
A Bl sk PO 2 I pr it H O CE. B
hGPADHF Ay A JE, A A3 DA (i RNA TR 56 3
PERITT SRR, 45 M5 AACE = (B CtAE-
N Z: BC LA - O FEFE ity C 22 (-5 LA 2 B Ct
BE), ARJE 2RI E MG FE S WI4EhMLH]
JhPMS2 mRNA ¥ 75 .

Bt AbFR K HISPSS11. 58 A B R Gr itk
T8 2% 534 hAMLH1 mRNA. hPMS2 mRNA
AN & Llmean = SD& /. el 51K H
BRI FR T ZE B e k5, LAP<0.058 22 1 48

EF=9E

2 BR
HALZ . A AR H i B e S
HLUHhMLHI mRNA. hPMS2 mRNAFI 5
LE, 2R

hMLH1 mRNA; & 75 B 2> 55 40
ZI>AEH BB AL, W HRYA
Gt X (t = 2.665, 2.669, 2.005, P = 0.010,
0.009, 0.042), 3Z1AH Lb 5 e vl 24 2 X (F41P<0.05).

hPMS2 mRNAF i 7E H A 2 5 9 55 4H R
iy E TR R R RAN, ERASR
THef R (e = 2.391, 2.555, P = 0.020, 0.013), {H.
B L2 5 55 2T hPMS2 mRNA 5 22
SFEG TR X (= 1.497, P = 0.138). 3414k

R
L
H
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SEHIN. hAMLH1. hPMS23E R AE 8 J g 557 41
SUNAE AT R BCER IR 9D, O A7
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b FARHG SORFS . A AE A Fe v — B B
ALY RS, hMLH1. hPM S22 R U %
W, BRI SR, (HhMLHT. hPMS23E A Af
REAFAE SR EA R R BN A fe s
U NI G HR, 3 3hMLHT. hPMS2
mRNAZ B, AHF5THE HhMLH1E P 7R 5t
fEMEEE R A 45 Wi (hereditary non-polyposis
colon cancer, HNPCC). ¥ A71E 2 AL 15
A0 W AT BIFST AR HhPMIS 2 D 76 L iR 4 47
rR ARSI ER 84S, mRNA AR R, Ak
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RPUR R BidER. HE A2 PhMLHL,
hPM S24E Rl B o () HARBL R A A ik — 2
WFFT. i 55 4L 2 40 i 5 9 4 A [R) — WL,
i FIFE A 5, 22 R EERI, G5
[FIREIE R S AR TR 2R, Wl (8 ) R A 21222,
WS I 55 4 40 W hMLHI mRNA. hPMS2
mRNAZ & 8 W 1 AE B ek R
M, HEIn R s T HEAL P&, 2R
hMLH1 & hPM S22 R 55 57 3 B3 52 31— g 7K
Ji AT RE S R A2 g IR IR, 5 R R AR )
FHOG, ARICAE RIHLEI WA BB, A 4 T2 — 2D
F. X AT BE A AR S ik R R AE L —,

hPMS2 mRNA® &, 173 H A IR B AL,
DU IR TR YT

B AR MBS, — RS
Pt PR R AR R S AN IE TS S A PR 8 P A B
DA 35 1 FH O e B4 1k T 4k it 381 79 8 0 A2,
CFEW bR A IR RN R A 5l —
TN HE IR 58 A 1) B 2R 4 5 B0 o 11 Rk AR P,
AWFFTHFhMLHI mRNAZEWEMEE R UL, &
55 LR R LA I B s R, R R R A
Y505 BN T, hMLH 1 R 5% S 18, J
W T S DR PR R R A A AR HEJiE . hPMIS2
mRNAZ LN ShMLHI mRNABL, 5540
AEmA NP ERALE, HYEERTIES
e B A% . hMLHI mRNA
JhPMS2 mRNASZ IR HAR RAAFEEE
MR ELEE R RS S AN K (39P>0.05), {{hMLH1
mRNAZE A Wk 45 #1555 B 5 (P<0.05). 42
ZNh P M S2 3 PR 5% 2 1 v fig 35 g 1) & A=
AR, 5 MR R R AR, hMLHEE K
S RAIAAL G R (0 R AR AR DG, 3 5 0 [ 25
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Abstract

AIM: To survey the spontaneous hepatitis B
virus (HBV) YMDD mutations in patients with
familially clustered chronic HBV infection.

METHODS: Ninety-five chronic hepatitis B
(CHB) patients, who came from 34 CHB cluster
families and did not underwent treatment with
any antiviral drugs, and 82 sporadic CHB pa-
tients, who did not underwent treatment with
any antiviral drugs, were included in this study.
YMDD mutations were detected and compared
between the two groups of patients.

RESULTS: Of the 95 patients with familial clus-

tering of chronic HBV infection, spontaneous
YMDD variants were detected in 51 patients
(53.68%). Of the 82 sporadic CHB patients,
YMDD variants were detected in 21 patients
(25.61%). The detection rate of spontaneous
YMDD mutations was significantly higher in
CHB patients with familial clustering than in
sporadic CHB patients (P < 0.05).

CONCLUSION: The detection rate of spontane-
ous YMDD mutations is higher in CHB patients
with familial clustering than in those without
familial clustering.

Key Words: Chronic hepatitis B; Familial clustering;
Spontaneous YMDD motif mutation
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i
Br): KT RERERIZHHBVA  EHBV
YMDD B & T & AW LA R F LT 76
H%.

Fik: k34N EOSHH AN K RTRER
LNFHEREBRKEBTOIZBRTAEIT X
(chronic hepatitis B, CHB) % 4 1F 4 K pe 48, 3
ATYMDD#; FAL& -2 £ L AT K
ERENG LAEZ TR IREEITHCHBE
HAF Ay 3F PR LE, B ATY MDD

LR RELISH P A 514](53.68%)% )
F]YMDD A & & 5%, s 4824 + A 214
(25.61%)#m 2] YMDD & & % 5%; YMDD B &
T AR B R 2 F M £ 5F(P<0.05).

Zit: AR ERARELREHBV A
##9YMDD B R & F B A TR X Tk
RELIZHHBVEEHHYMDD A & £ 5

X2 B Z BT R, REREMEM, YMDDH
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RER AT A
YMDD # % ¥ F=
5 " N RER 5 @ik
B, SRR, SR, R, DT, BT, SR, TO, - - ~ Rl
Bl REREIEBIHEVEREHEY YMDDEREEH - ReEW  FEEER S s meve
B R\ IVZLE 2010; 18(24): 26042607 &ﬁf@“* 21 38 . PR P
http://www.wjgnet.com/1009-3079/18/2604.asp (AR R 4 10 14 o it A —
REERRRR 9 22 22 R vh, 2 )
ait 34 70 95 NUC# 7 & /4 77

03I

I AR LN R 2K ) (nucleoside analogue,
NUC)(RF A A I ATHIHB VIR Z )5 5
HIIHBVE & B (polymerase, P)J: A & 2 -
HAMR- K TAQR-K LA MR(YMDD) 2 5+,
HHBV PP n] R AR R HUREERIT IGO0 T
FIYMDD HARAE S, BTN 34 LRI 5%
K IE TR G ) K e AR ZHURERR YT 9561
HB VG M LI 5 K2 R G A AR AL
2 HUE FEIR YT 8241 5 HEATY MD DA I,
WARIE .

1 MRS

1.1 A4 §i2006-05/2009-107E ZE 2 K24 B Jeg
e Bl i R i AT R K EE R E 1)
344 FBE T R 2 U E IR T 1S 1 4 BT 58
(chronic hepatitis B, CHB) & #9545 ZK B 4.; I+
BE BLIE $E 821 JC £ B % R g AL L5 HoR
P52 o PO #E 6T CHB R 5t A, P4
AW S (8 RF R YA TR )
(20054 )™,

1.2 75 ik SRAEBF AN L, K IHB VLG 2245
EWE R, HBV YMDDAS . HB VLG 2445 ik
W5 FRI R FH 36 [ PE A 7 12354 F sh i i) 4
HEIE o35 o T RGEHEAT, L BBT 58 LI [R]
SR WA R &I B IR MR AR AR
B2 7]; YMDDZE SR F 55 [H PE A 7] Gene-
Amp57008 5 PCREI M AT, HBV YMDD
FE IR 5 A5 2 WA 1) 1 (P CR 68 1 L i v
B LR B ARG PR A H].

P HBYV Y M D DAR A il 1) B it 2 % 1R
JEH o3 A, X Bl B BT EHB VI 2 805
5 R (4 B A R #45R ] Sanger & WA 1)
RS DNAFE R i 46 113, HAEARJFH: DNA
BEAEBEAT A, ZEDNA PAEF] T DLUE b B %
DNA KRR, DL AT 3'-O HA S [ B4 55 4% 7
A5, AW 4P dNTP(dATP, dTTP.
dCTP. dGTP)INEBr A= 5E13'-OHAK iy, ANTP
N SR AR AL IR, B2 T 28 A ClRF i)
R T, MR = ALCIR T IR T RES S ) —
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ANTPZ FATCIR T B IR IE I 3" 5" IR
TS, dANTPIEE A7 CIR T B AR T g
Ji 25, IXFEAEDNAS B FErh, fhiig s 5 1E % %
R T R R I, (A i T IL3-OH PR 1
Mt L mARS F—METRIER3 . 5% —
B, G firh FIDNARERE 2% 11, P LA{EREA TDNA
SEMIES 4 ANTPB AR, BERENE 4k S 4E M, 124
dANTP#B AR, BE 2k, HTddNTPHB A
BEALI, BENE AR AEEBELE AR (AT AT — o5, IXFEAE
TE B ZEAN — AL I KNS — R FIDN A
B, SRR RN B LUk, TEUR B S R
Al H AT IIDNA R 5.

ST KA AR RS, IR A
SPSS17.04c tH AR AT 20 AT

2 BR

2.1 34NMREFFHAKHBVEE FEEAN34
MNFBEFLIS NIEGEHBYV, 214 5 BE A BE S B G
HB VI A ERIEYHBY, A 1 &38 NEYLHBV.
AN FEEN AL B IR GHB VI REE WL, H &
10 NI HEHBV. 94 5 BESCREXUTT #58 IEGHBY,
AT L2222 NIEJEHBV. FEEALI TR0 34
% £5.78% , MM NV BFR 436.5% £6.84
4 (#1).

2.2 3ANREFEFHAHBVE £ FYMDDM
oA 2V RS A B YEHB VIR A 12451 BF
2k Y MDDEBH T, X 1241 £E3% Y MD DBH 1 1)
236IHB VYL 1 4720151 5 Y MDDBH %
HoAm9HY MD DRI BESE 1 1541 -1 2 vh A7 4451 4
YMDDPBH . 4651405256 A 18 EHB VI G rhfy
20152 5% HYMDDBHPE, 24115255 YMDDBH P
(144518 I HB VI -1 2o b 245] 25 Y MDD %
HAB245 23 Y MDDBA . 24514235 Y MDDBA 1%
(6811 L 45245 A YMDDBH P, 24 YMDD
FHAE S b T — A KEE. SCRHY AR EILHB VY9
AR BE22151 i3 Th ot i3 S Y MDDRH T,
3N KR 24 & UL EYMDDRH M (2
FHYMDD P38 %241, 16 YMDDPH ¥

B # M YMDD &
FHEZEL, 2
B %7 ## YMDD
BARESFHEA
— AN —
o ¥

mi £ RE
HBVEZ F £ &%
T AYI(G % &
B)DD XY V(4
. 8)DD, B W
YMDD % %
YIDD(rtM2041) 3,
YVDD(rtM204V),
BRI H W E
AT EFETHRE
51, R vh A
89572 HBV A
REFTHAI
JREG SRR —E
PR,
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AR A TR
FAREREER
LA AL HBVEER: IR ERD 4R n  ZS%  YMDDIV) YMDD() YMDD(V+)
ﬁgifg§§ 3% YMDD(+) YMDD(+) KREH 95 51 16 7 28
FREREALZL |FEYMDDIEE 12 23 20 12 WiBEH 82 21 5 4 12
zﬁ;}ﬁ;f\b/ﬁi iYMDDEEt:i 9 15 4 0
- o FYMDD[B! 2 4 2 2
D oswoblE 2 5 o o M, TEHEE ROy . Gl
;ti,f;m THES REFBRARE 9 22 9 0 RS AEHERAEE .
aif o 00 e 3 4 ST AT 20T g 5K 5 s g
HB VI YMDD H AR 5 R A LT
B3P, AT2NFIEHATIHIYMDDIPE g RERLINBIEHBVERH 1Y MDD B A%
(#2). S (P<0.05), TATE KRR EAHAYMDD H
2.3 BAYMDDE F A Akl AWFFch gl AT IR T RINYMDD HARA % 25
OS{I AT 11)(53.68%) Kl £ YMDD [ s 57, 1 RIUEATY MDD TR 1 41 (P<0.05), 3%
of FE 20 8245 L A5 2 1451 (25.61%) K I F Y MDD [ J7 TH P AT HROE. B, HBeAgIRAS .
SRAZ (43); YMDD HARAE R 1 R AT 45 CHBIHE RS ST YMDD H R4S 746 H R T6
PR M (P<0.05). FEEAOSHIFTG M Grfgg 4 W (IP>0.05), A L8 [ AR E
PE42451, Y MDDBH P &5 23151 (54.76%); 534511 55 R
PE4728091(52.83%) Y MDDAS S 1 54 L CHBJE I Fie = 2R PR S AL, L2
)22 TG 22 25 L(P>0.05). 95151 R L AL 5% HIVATT 7oA PUREERYT. HETPTHBVIN 29 3
AT HBe A gl HE 64, HepyMDDR  EATPIRIE, IR (interferon, IFN), 55—
P H 1 35001(54.69%); 4R3I HBe Al M ZFENUC. IFNRI 7 AT 2, (HAS B s Y AH XS
71601(51.61%)YMDDPItE; HBeAghpikA st L, B A TR SR H A5 (AR AU Y]
YMDDI [ 48745 Sk th %6 % i (P>0.05).  MHIEAL). NUCHET A MR AHRIRME. Ik
FEEALOSHIF O S AT HB VI # % 36t, 3t ARV RS2 PERAE, Jerh hioRIe H T
119(51(52.78%)YMDDBIfE; 47CHB 3245, Horp IR BRI HKHIMAINUCH G HHBV
17691(53.12%)YMDDFPE; 45 2N 4 iFRifp7  SF IR /R 250, 20 h T HBV A5
1], Hih15461(55.56%)Y MDD #E; CHBIT3k 2 PR R — N SR R, SR I HBY
RAXSY MDD H A Sk th 22 5 T geit . DNAMSUEE X FOREHBY PIOIR S |5
7 X (P>0.05). JE), tHTHBV PskZALIEDIRE, FTAHBVAER
1203 Y MDD I #E 23 B Vige e BIRIRE P RAT By A AR AR SR, HAR24 hi
(9 74 h 45 2061 Y MDDBYE, TAeyMDD BT/ E3.2X(10"-10") &5 47 i iS¢ AE M HB
[R5 % %586.96%; Ao YMDDWI#ERE  DNAPL SR WIKZHBY PRI ¥YMDDIX K
F 1561 T L 4G Y MDD, TRy EAR, EERENVICGHFEAM)DDAY V(H
YMDD [R5 57 2% 5526.67%; FiditiryMpD  AM)DD, Ml HHYMDDAE S Y IDD(rtM2041) 5k
(19 1 R 5 A HH B AT ST 2 22 5(P<0.05). 2f5) Y VDD(rtM204V), {EHUH dF 254 (1R ) B 2257
A5 Y MDD (4GS HEHB VI S 7 4o F ATRER ", I S5 #0730 HBV
miZAEE 2051 5 YMDDIHTE, TALRIYMDD (R4 feac sy ARARR AT RESOW DU BEVR 7 #2 2 i Bk, i
AFREZINA T 50%; HAth2451 2y YMDD I A S (61 T- Lo i A FRHBVIERZ W AW, Hargd 2
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FEBREATH
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G, S RTA
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[R5 53 3L

2651 5 YMDDPRH M, AR YMDD H AR 575 04
33.33%; P LY MDD RS ek AT
L2 2= 7 (P<0.05).
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Abstract

AIM: To analyze the clinical, biochemical and
immunological features, treatment, and outcome
of autoimmune hepatitis (AIH) in elderly pa-
tients.

METHODS: Forty-six patients with AIH diag-
nosed from January 2005 to June 2009 according
to the diagnostic criteria revised by international
autoimmune hepatitis group (IAIHG) were
included in this study. These patients were di-
vided into two groups: those =60 years (n =
21) and those <60 years (n = 25). The general
information, clinical, biochemical and immuno-
logical features, initial diagnostic accuracy, and
outcome in these patients were retrospectively
analyzed.

RESULTS: Elderly and younger AIH patients
shared similar clinical manifestations, mainly
including fatigue, body mass loss, jaundice, and
hepatosplenomegaly. Compared with younger
patients, elderly ones had higher incidence of
cirrhosis (57.1% vs 12.0%, P < 0.01) and morbid-
ity of associated autoimmune diseases (52.3% vs
17.4%, P < 0.01), but lower initial diagnostic ac-
curacy (28.5% vs 56.0%, P < 0.05). The detection
rates of ANA, SMA, AMA-M2 and SSA/SSB in

elderly patients were 61.9%, 14.3%, 23.8% and
23.8%, respectively, while those of ANA, SMA,
LKM1, SLA, AMA-M2, SSA/SSB, Sm and pAN-
CA in younger patients were 65.2%, 26.0%, 4.3%,
4.3%,4.3%, 4.3%, 4.3% and 4.3%, respectively.
Both groups of patients showed increased serum
y-GT, ALT, AST, IgG and bilirubin at initial di-
agnosis. The increase in the levels of serum y-GT,
bilirubin, IgG and IgM was more significant in
elderly patients than in younger ones (all P <
0.05 or 0.01). At 24 wk of follow-up, biochemical
blood tests showed that the majority of patients
had excellent immune response, and better im-
provement in immune response was achieved in
younger patients than in elderly ones (P < 0.05
or 0.01).

CONCLUSION: Long course of disease and late
diagnosis are associated with severe liver dam-
age and slow recovery in elderly AIH patients.
Misdiagnosis or missed diagnosis is the main
reason for delayed treatment of AIH.

Key Words: Autoimmune hepatitis; Autoantibody;
Clinical feature; Treatment
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FERRACK A &8 T oF F4FU(57.1% vs 12.0%, ¢ SRS AR, RIEAMER A 5% maitad
P<0.01); EFAH AL HLRIKT FEFL  mhbpons. PO
(28.5% vs 56.0%, P<0.05); ZFLAMAIALE 120 Ggpsied: (1)EWIEIR: GIFMFEML Czaja. ALChalabi

g M TR e R T
i ?(ﬁ)}i?zzzij K iéf/l(iz'3:fl\;1 l;,é%’ Z(TBIL. DBIL). #AMALT. AST) 1% 4 be0s £ 4
o - : \ U W K (y-glutamy] peptidase, y-GT)- T i 20%, X
SSA/SSBH: & 5 51 5 61.9%. 14.3%. %;ﬁggmfé%g “gzr\nﬁngp,llasé YI A) Igf REFEELD
23.8%. 23.8%; THEMANA, SMA, AERHLIL REHEAILG, 1gA. 1gM) 3 RIEU R
N I~

LKMI. SLA. AMA-M2. SSA/SSB.
Sm. pANCA# & £ 53] 465.2%. 26.0%.
43%. 4.3% 4.3% 4.3%. 4.3%. 4.3%:;
BRI A IR B, AL
y-GT « ALT. AST. IgG. fi#Ffesrf it
A E, LPy-GT. wiFfee . 1gG. IgMK
FEFEBR T FFANHIAR, HALKA
AR EHE F(39P<0.05%0.01); FLAEEHE
P24 Wk ik AR B, KI5 EF
R RIF, PEHFEEREREIT TS
BB ML LA B E £ F(P<0.055%0.01).

Gt XFERATERE . #2125 L%
XK. BLWAH X, B5RBLRAEFETH
B ERRA, B AL R E A6 EAL.

R B B BT % B STk, GRS 1697

BWES, X, Sits. B5RRIER46H]. BREAEK
5 2010; 18(24): 2608-2613
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Fr: B S PRI FEHUZ U (antinuclear anti-
body, ANA). P P P44 (anti-smooth muscle
antibodies, SMA). 1 BFERRAASTAliver
kidney microsomal antibody-1, LKM-1). HiZ¥i
AP IP #4-M2(anti-mitochondrial antibody-M2,
AMA-M2). PR PUA(anti-soluble
liver antigen antibody, SLA). ¥t 40 iy
A )5 BT A& (anti-neutrophil cytoplasmic antibody,
ANCA)FIFL LR A IEPUA(sjogren's syndrome
type A. B, SSA. SSB). i L MiHUIA(Sm)%E.
ANA. SMA. ANCAKH [ b 5 Gk,
ANA. SMA=1: 1004 FHE, ANCA=1 1100
PHYE; LKM-1. SLA. AMA-M2. SSA. SSBX
JFH s BTG I, LKM-1. SLA. AMA-M2,
SSA. SSB=1 : 1004 BH .
123 W F R AR FmE: BHET|'T T4 5 5 0
JIHAZ, RHTHES (5,
1.2.4 HBFHhE: BEWT HHIEHBE4611,
BT ECTR A S, SR, A
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HERL6H, AT H 53 e B R 73 WARER
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LELE £ ® 1 FHASSHVER. FHS. FIRESR (mean = SD)
A L4646 ATH
B o chma(k
;ﬁz“‘jﬁﬁ% 4548 no Bk wa  Bw FSES) WK FEE  WIREE
BT ﬁ-,;l%%% ZEA 21 7(333)  14(66.7)  1:200  60-82  66x4.1 0.04-26  3.9x7.1
16 R A, 24 hEFHE 25 3(12.0) 22(88.0) 1:7.33 23-59 49+8.1 0.02-15 21+43
HFE SRR
R VY&
AR, ARG S
s R B A stz & xR 2 MEZZELEPERLER (%
P R R INIA . BF
e e AMESE BT B
oW AR T B A MEE BWEs i ” .
7 pax’cl n AlH FFEg81k ERA  BER EfRR
#h. PERFYS  MERTMS RS e
ZTA 21 6(28.5)" 11(52.4) 0(0.0) 0(0.0) 1(4.8) 1(4.8) 1(4.8) 1(4.8)
hEFH 25 14(56.0) 3(12.0) 2(8.0) 2(8.0) 2(8.0) 0(0.0) 1(4.0) 1(4.0)

°P<0.01 vs PEFA.

R 3 WABBNIGHAEIRRFTAAELLR n(%)

ax’:| n

2N ARHR KRETR B RKKEE BE HRRb BX K OELERED SHE

ZHEA 21 13(61.9) 9(42.9)° 13(61.9)° 15(71.4) 5(23.8)° 12(567.1) 12(57.1)° 14(66.7) 3(14.3)° 3(14.3)° 11(562.3)°
hE&FH 25 15(60.0) 3(12.00  9(36.0) 13(54.1) 2(8.0) 11(44.00 3(12.0) 15(60.0) 1(4.0) 0(0.0)  4(16.0)
°P<0.01 vs DEEL.
xR 4 WABBARCERMREMEELESR (mean + SD)
BHEB/ER  TBL DBIL
paxi:| n ALT(U/L)  AST(U/L)  y-GT(U/L) lgGlg/L) IgAlg/L) IgM(g/L)
! BEME @moll)  (umolyy oo 9N 1OV
ZFH 21 143.6 + 1415+ 236.1 + 1.06 = 135.6 + 793+ 321=x 69+ 45+
104.1 135.2 96.3° 0.31 98.9° 51.5° 11.5° 3.12 1.65°
h&TA 25 1339+ 1564+ 1556+ 1.21+ 913+ 536+ 239+ 561+ 202+
91.6 86.3 122.2 0.38 76.5 29.7 6.7 2.92 0.97
%P<0.05, ’P<0.01 vs DB FA.
R 5 FMABZBEENENTER (%
paxi:| n ANA SMA LKM-=1 SLA AMA-M2 SSA/SSB Sm pANCA
ZTE 21 13(61.9) 3(14.3)° 0(0.0°  0(0.0° 5(23.8)° 5(23.8° 0(0.0°  0(0.0)°
STA 25 15(65.2) 6(26.0) 1(4.3) 1(4.3) 1(4.3) 1(4.3) 1(4.3) 1(4.3)

°P<0.01 vs DEFA.
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1 FPREBALRBHERE x 400). A: AN . WREAAIRIE D SR 28 B: LA JEmIiEi 4 R ik
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® 6 FEAREIES524 wkNIMRAEMHKIZESR (mean + SD)

BZEB8/Ek  TBL DBIL

pax:l n ALT(U/L)  AST(U/L)  y-GT(U/L) BELE (moll) (umoll) IgGlg/L) IgAlg/L)  IgM(g/L)

EZFA 21 93.2+ 1011+ 1217+ 110+ 916+ 535+ 295+ 596+ 3.95=%
36.1° 436" 63.2° 0.26° 60.7° 32.6° 11.6° 1.93 1.01°

hEFH 25 67.7+ 62.5+ 702+ 139+ 596+ 326+ 216+ 465+ 216+
26.6 23.9 316 0.23 16.9 17.8 6.7 2.06 0.67

P<0.05, °P<0.01 vs DA,

RAEAEAL A 4 (primary sclerosing cholangitis,
PSC)ESBLEGE. A W & 701, &
TEA A RIS R AR, RO 1441, AL 12
foil, MoK efl, AR 1. 418 2 A K/ T
BEER.

2.7 %7 AR P AL 84 R A DR I AR
FIIR & LU IR A YT, HoA 384 & K H I &
I IR JE s 5 e R[] B 1] IR R 2 AR
2. IR JEAA AL IR T 30 mg/d, B PEIEENA 751
50 mg/d. BEE VAT BbI2-3 wkiG, £ I IIRE(AST
FI/BLALT) KPR 5 2 S KPR 1/3 BUT I, U
FIFHEIRE20 mg/d, | mo)i AT IhAE, £HT
Dye 2 AN, WS (7] L i o b
HEFFE10-15 mg/d. AL 145 H BE V5 IF ) gL
R, FFIhRE(ASTH/ER A LT )R 5 1E 2454
TIT AR O iR R, Rk e e A RS
AT 5 Ak A8 R 22U R 22 /06 mo, BT FEA
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E652.3% vs 17.4%. ASHIFSE Y & T Soik i,
Wi B 2 A R TR 7 o S A i
REPS

H G iRt 2 W ATH K 2 —, R A



ISSN 1009-3079 CN 14-1260/R

BRENBHE

20100283288 3188 5245

TAIHM 2. ATHHFT 2 LA 44L: T AL ]
2 A ANANISMA N HARFIE T Hii4; P ANA
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1 &2

1.1 R (A A 24 EISSN 1009-3079,
CN 14-1260/R)) & —4> [RIAT VRIS A ISR HL
(open access, OA) I 1. QAR K I R [H 7]
2 [ ARSI B 5K R s ARTFT IO /1 0, o 23R
HUPDFAE#4 A0 450, VISERRRR T AL gePE 0T B
TFRFAAI 0 R AL BRI PG . OAZ — T
IEREERM AR R TR, Wk FE
RIS ) 2 1) B AT H b, 2% 0 HEE AR
BRI .

(AR N E) EM56.000T, 24
2016.007G, MR 582-262, titt FL4e it fh A4
BRI R, (AR FEHR
T E s RG2S IR . BN A
AN RS 2 BV SR R IR IR
SEBRAE S R EE, HARPN AW K B,
SORTE S A . Barret'sEE . B ERK 5k
MR, BEom, '8 Rtk 8
K. B IEERG. H L R R R
RS e, WmiE . el ke
FHL. i & 0E(WIBD/CD4%). il &g, K
e R OK 9 45 HE V508 92 98 a3 1k JHE 2
JEmEAL . MR E . HEF4ife. M. A
i~ MHYTABEL . RHBRMERCE . . HZE .
JOEL A g D 5 Ak v s 56 TR, J i 98 AR
JEE MR A, A B RV O R G, I S
Bk SO IRVESI « I T AAS AR
W0 A LA R DA B A G 0 35 D] R
A2 A o TR R, AT
W R IR NSRRI 5 69T (5%
B AT B EIRAE); BREL AN, AT
RESWT S TE . WEBR k. R R seidt
HoR.

(A AW 4D #E B R R4
KE (b 3CHEY (Chemical Abstracts, CA)-.
fip == (= 2 S R/ b= 2 S (EMBase/Excerpta
Medica, EM)) FI&% W (A 7% & (Abstract
Journal, AJ)) Wk, WA THEBH R G
3BT R CRHBGR 21k 4 v B R 18 S48 U530
T PO RIS H 250D (20084ERO) N
BHERZ OB Ch ESEARTIPEN B

WA -RCCSHUR . # O ATFIHT B 5 R ) M
e S TR R R RS 20084F (T FAE N
AR S5 IR 42480, A7 5 N RFE K
AVFP T S 647 S mi R0 0.547, 4 5 A R
BE2E 254 R T S 1 767, (A AT Ak A
&) BUFEFEFR0.059, fh51%0.79, HiX 431 $529,
F4 1 3 H0.340, EFR183CH0.00, 2R T
$70.59, L5 GV S9349.5, A JE N RME R4 1R
T A8 A

1.2 2B BVF, SRS, IR, M itis,
SCHRZER, WFFCPU, IRIRESR, Tl s, &l
208 ORI LR SEErE . AT K s
FHTE, F A, SO RIS, B0 T 58, SRR,
Pk e

2 BERER
2.0 BARARE SORGEES VB [ S AR HEGBT713
BEEE AR . FA0 M E KRB RS
1% 3K, GB6447 I % SN, GBT7143L )55 %
SCHRE RN, GB/T 317924 A T 44 HE
A AT SR [w) I P ] o 2 390 1) i 4 2 1
2 (International Committee of Medical Journal
Editors) il & 1) (AR 22 ) T BEA I 48— 25K
(35K%)) (Uniform requirements for manuscripts
submitted to biomedical journals). W.: Ann Intern
Med 1997; 126: 36-47.
2.2 AR ARE NAMEL, ATEge—, Wl
HZREIE, /T8 I 5 RS
T AETRTRR, BAG B RIRR. B2 4% i L4 [
HAR AW E ER RS AN (EHEH
WY o CEMA R SR R D)
Qe E ALDENEKC L/ At DN NN
FlE 4y (AR A ) M (B
Z) RAAUE, A4 LL (R N RGIERIE 2
gy AN DAL R B i (AT b
T, ] 5K 24 it B BRI AL HE R BT 24, SR
HEHERI 2540, QIR 24, 15 2 IR IR 25 I 2% 5%
E iR Y N = A LIUVA L P /A
JH 206 % 0 v T P CRE VUSRS — kB 5 427,
WALT, AST, mAb, WBC, RBC, Hb, T, P, R, BP,
PU, GU, DU, ACTH, DNA, LD50, HBsAg, HCV
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RNA, AFP, CEA, ECG, IgG, IgA, IgM, TCM,
RIA, ELISA, PCR, CT, MRIZ%. Jyili/bHEENAS 5%,
ANICL BTRAAECTE bR BT S I IE R AT ER AR
A4YL b B 2 44 1R PR A DA R SR (DA
A, EHER ] R 9], b Kistroke,
R#dfever; (2)F 0 NI & NARYE FH3CH BLIE
FH J5 e84, 4 J\3%eight principal methods; (3)
T AN A ] B Y R, B DGE PR
i Blyin, Fyang, B BH% lyinyangology, A
renzhong, < Hiqigong; PE P LU A HLAT
/1’5, Wiweixibao nizhuanwan( % 41 i i #% 1),
guizhitang(FEAL 7). M NN

2.3 P FHF TR KNS IERMES EHMAbr.
K v, WURIYE S im, ISR i ip, 2R
Bse, Wiz EYicv, gk SHa, Hllkpo, #EH
ig. s(FHAREE LS, kg MRS iKg, mLAGE'S
ML, Iepm(R 5 4 1/min) <+ E%({X 2830 % ) +
60 = Bq, pHANGE S PHIERP", H. pylori NGE'S
HP, 7, NS 5tl/284 T3, Vmax AN fEVmax, p A
HE S . THERMA RIS, AIRMAR R, W
LR T AN R A SR A, BHETE
PR ARFh. WiEy AT 1R (Helicobacter pylori,
H.pylori), llex pubescens Hook, et Arn.var.glaber
Chang(fir % Z ) RIME L), WK, — S50 iH 217
FONMFEAR S, % imean, b ZESD, FRK, ¢
K3 ML 2P, HHOC R A, A5 44 h ks T IAR
RETC s G PER B4 5 (N, o, P, S,
d, Nfln-(normal, 1F), N-(nitrogen, %), o-(ortho,
£8), O-(oxygen, %, W), d-(dextro, £i
JiE), p-(para, X}), #lln-butyl acetate(l5 M i
T'H8), N-methylacetanilide(V-H 3 Z BE K 1%),
o-cresol(Zf H /1), 3-O-methyl-adrenaline(3-O-
FL ' IR 2%), d-amphetamine(F KE A A %),
I-dopa(/CJit % 1), p-aminosalicylic acid(i4d &
KR, i 1 5 KA in vitro, in vivo, in situ;
Ibid, et al, po, vs; FIHN CFBHMCR IY)BE &, W
m(i), VIR, FO), p(I577), W(Eh), v ),
QGNGE), E(FIAM L), S(HIFR), (W [A]), z(BEiE
PE, kat), (B RIRE, C), DR, Gy), A(K
SHPEIRRE, Bq), p(H L, MBUTTE, g/L), c(RIE,
mol/L), o(AF4r %k, mL/L), w5t /3%, mg/g),
bOR R IRUSE, mol/g), /(K ), b(HE), h(F
FE), dJ2 1), RCEAR), D(EAR), T Conaes VA, T
CI5. FER 55 H/ANBRUA, diras, c-myc;
LYK S IEAR, QiP165T 1.

2.4 3+ F 45 KA E BRSO A OC E K
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w7 NSO R IRARRE 2> TR a0 30 kDECh
M, 30000530 kDa(M K5 &HE, r/N5 IEMK, T
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KERHE, NEIE, T Mbr); n] R H R 5
i, LA RN IER). TR+ — M-
Jadlh. fE LRI RS, W37.6 C+1.2°C,
45.6% +24%,56.4 d+0.5 d. 3.561+0.27 pg/ml}
43.56 ng/L£0.27 ng/L. BPH{kPa(mmHg), RBC
11X 10%/L, WBCHUH 1 X 10°/L, WBCH &
EE H10.00% 7%, HbH g/L. M, BIHH K44 N ) )5t LA
nmol/LEimmol/LE& 7R, ANYIHfi# Hg/L& 7R, 1 M
BRI, 21 mol/LARIR, 1 NFiFR, B 40.5 mol/L
g, K10 cm, %6 cm, =14 cm, N5 10 cm X
6 cm X4 cm. AELFEAR —HER e E AT
Fow, B, i RES. WEEA. BRE
. JREE. mMakfa. BigHeL, %k
HHmg/L; %0, #. K&, JRER. CO,
ity )iy LR, WERR. AH[EEE. AHEEERG. =
BEH . . 5. R dEEAA. &4
2UE. HmOAZAW. IR, DR, 2. 8. Bt
IR . JRAEC. & g RA. A KE, 4
EEBL. g EB2. i EB6 KRR, AT
MIRR (B BlE) B EIRER . k. 220, HUIRR
. S, M nmol/L; BN . ME R,
e BB . 4EE EB 12l pmol/L. Ei
IR A Hg . B, AERLS fln, 1870, 1 s;
24781, 2 min; 3/NEf, 3 h; 4K, 4 d; 5K, 5 wk; 6
H, 6 mo; MPE S, HMEPE &, BEvGPEE PR AAITU =
16.67 nkat, Xt #log, % 4tuv, [ th%, FHL, R
E1X 107 g55X 107 gz k%1 mgtj0.5 mg,
hrifh, oy fmg, K mESUfmm. [HERAR
SAMTIRE S, Bt RANE Bd,
{H4EK8 mgr] 58 mg/d. fE— N4 & AT 5
AFH 14U BRI, #linANGE'S img/kg/d,
1M Y5 fimg/(kged), HAEHEG LA NG —. H
PEFF 5 BT B STEUNX Sy, BN, 2 min AN Jé2
mins, 3 hAN /&3 hs, 4 dANJE4 ds, 8 mg A /&8 mgs.
A HL 15 d; 1558, 15 g5 10%46 /K Ak, 40 /L
1 95%315K5, 950 mL/LZ#; 5% CO,, 50 mL/L
CO,; 1:1000 EMEE, 1 /LY ERE; BE
RS e W #36.8 pg/mg, B B REE A &R
H W #36.8 ng/g; 10%7 %% 44560 mmol/LEL,
100 /LA ZBE; 45 ppm = 45X 10°°; B0 gk
AR (SRR 38) i r/min, #E3E H g; 29700 e ds
Fk i, — L “/kg” R,

(R e A AL
&) AT BEH
X gt R A
& A1) (20094F) F
L ANE GRS
BEW(ERASE
A 448, 20084 1R)
BTy FARIAF).
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XKEF; Q)R HBHE A NGy (DFEART
FHR REH 30N S (5) A A SO So;
(O)FEAZH 95 /N Sn; (T)MEAR FH S SCRMA K
GP. fEG 2 E A B AR S RUR I TS5 5+ b
WEZE R 78 ymean+ SD, 3% £ br#EiR Jymean
+SE. gt 2% i # EHP<0.05, "P<0.01(P>0.05
ANE). WF—FR A —EPH, WP<0.05,
1P<0.01; 4 =45 HP<0.05, 'P<0.01%%.

2.6 HF M 1 RIE AR HEGB/T 15835-1995H,
W b R B R e, AR DOE IR = R A
IS | B R R /I et = |7 N 0 N
VUBCER R . FLVUIE S BN, G5
KB RLAR $0F, 11 000-1500 kg, 3.5 mmol/L
+0.5 mmol/LAF. I (1) 54 A Bk ik I
PEIRE EE, BI 06 347 R 456 0005y 2 — K 5
B AT — AN, R Aavrs — ARz, w
T BRI A R 2. 8 — B0 fmean &
SDJV. 2% L& BIAMA )AL 7, — R LASDIF) 1/3K & A
B, Biltn3614.5 g+420.8 g, SDII1/3ik— T %g,
SEYIHOE N AE AT AL, WOV S 3.6 kg +0.4 kg,
W2 E X, 8.4 cm+0.27 cm, It
SD/3 = 0.09 cm, /NG 247, MOV
I I B /N B S S 24 A R B LA BT
TR, My, KREECT, DTSS0I, K50
E, eSS, WET— 07 Hog Ay Wk, & (w
& 07 ) H52Z G4 omlss. AR H A 1k 5E
B, ANFZ RGE N, F1N23.48, 45 ANEL/NES, )
823, AN 1%23.48—23.5—>24. 4F H HFXH
BHF RIS, HIEE KA HEGB/T 7408-94+
5. n19854F4 H12H, nI'51E1985-04-12; 1985
F4H, H51E1985-04; M19854E4 1223120
Sr50FPIEE B 19854E6 H25H 100304 1F, S1E
1985-04-12 T23:20:50/1985-06-25 T10:30:00;
M 198544 H12H A F 198546 H15H 1k, S1F
1985-04-12/06-16, _-/1-8I 54£08:00, -4}
FEAE16:30. F1 53 B S0 BORE 73 BFK e
- BE<100, H 3 E 2L 101< 73 BE<1000,
B BB EOR R LA AR EHE. /DR S 1)
BT AA 07, 534 18] 2% 1/4 R0 H A1 207 B 25,
1486 800.475 65. SEFE I Bl P F H - AR AT!
2.7 ARESF5 ERIE KA HEGB/T 15834-1995kx
RURFT VALK, ARTE SCH A5 58K
IR B R S SR <=7 Tk, JEBIM
DOVE ] 8] 5 43 FF, T A A0 SCI BT
- A SRR ] S DR BRI S ] )
SWHIE S TF, S22 SOk TR — H HIE S

T T AR IE A, WA
T AT MRSk BIbS KT 5, WG5S R
P HHT 2, AEN T AT R, b s
SHC R N LTS AP CAS NI SE NI RCE B 1
P B IR SESOE 7 R DI AF
58, AN E K, WS-FU. #hSCF T RI—H
Lo HRHE, MR NG, —R8koR
RS, s AR,

3 Wt

3.1 A4 i) WA D) b e il SRR T 2R, B
BT A, SR A Ik, ASHRE A4,
— 204 R ] “CRBEST” B Mg
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3.2 B WIEEIES, RRE PR E
Yn 48 7% 514 (ICMIJE, International Committee of
Medical Journal Editors)/E# & #brEdhAT. 1
FRRAE g (DXTWFF B R vk 2ds 3R
(ENI I e GG NDAY W V)] S e I
) SCEE I B AR N A AT HEPE AR G (3)
FEZ N2 R R LW e —Ha. AEH NS
A1, 2, 3, RHFSTCAER DTk HoAt A AT RN
A AEFE A IR TR O NS, 21
TR R IE S, WA, WITEeE S 4 2 )
UK (IE SO 22 S0k P A %), (RN
AR SR A ELNEGER A O E
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M BB, # X sk R, HEArRr, A A
Wit Jod BT 3 T 645 KA 1T 067000

3.4 FH—AEH @A K kIR, 19944065
W 2R 2, YRIM. BT A RGN
)99 BT 5.

3.5 AR ak oA ksl RS DR TN 4%
B SCHTAE DTMR A 3 45, R A e R AR )1 DR T
LIS 2 N 7 | = N o || & S 7 a7
WIS R M=, ke Ha8 7.
Wde 250 MO Fr i AR sE G W9 B ik
FI oy A TR S5 iRt s 20 B b R
M =2 RN 4 50 s A 18 305 AE H R
N DERTAR S 2k 22 56 k.

3.6 RUATHFIE A T IR T SO ) e, A
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