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Abstract

Hepatocellular carcinoma (HCC) is a fatal dis-
ease that represents the fifth most common hu-
man cancer. Although remarkable progress has
been achieved in HCC treatment in China, the
overall incidence and mortality rates of HCC
show no obvious changes. Pharmacological
treatment can not improve the prognosis of pa-
tients with unresectable HCC. This emphasizes
the need to identify new targets for early diag-
nosis, chemoprevention, and treatment of the
disease. An effort to understand the molecular
mechanisms responsible for tumor initiation
and progression has led to the identification of
several potential molecular targets for HCC.
The majority of these targets are involved in
receptor tyrosine kinase-activated pathways,
such as the Raf/MEK/ERK, PI-3K/ Akt/ mTOR,
and Jak/Stat pathways. Sorafenib is a multiki-
nase inhibitor that has attracted wide attention.
This review describes the potential targets for
HCC and recent progress in targeted therapy of
the disease.
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o 2 T I PR P08 Bk . PR BN A
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I 7 A (R L H i B 2 He e
KA R RN B A AR S TR O S DA R
VFZHCCHIAEKK ¥, iR KK F(epi-
dermal growth factor, EGF). R4F4E4H f A= A
“F(fibroblast growth factor, FGF). FF4ilffiA:4
[Al-¥-(hepatocyte growth factor, HGF). Ifil/MRAT
1 J7 A= K Rl F(platelet derived-endothelial cell
growth factor, PD-ECGF). L P K7 41 i A K A
“F(vascular endothelial growth factor, VEGF). i
B Z#E4E K A F(insulin-like growth factor, IGF)
&, T SR T B2 A DL SR Ui A A% 3l
FWIEEHCCHI R A K. 18I HOE =
TR S Ak, 51k T N — RAVIE 4% Tl
PO, B4E: Ras/Ra/MEK/ERK. Jak/stat.
P13K/Akt/mTORAE. Lh b I8P 3 55 e i &
Az A28 07 UL R W S0 IR e B B DA G . AT 2
HAEHCCAN I S I JRIL 1 1) ot -t B 22 A fi
M A A PR BT o R Rk, it A P R AR A
“F(vascular endothelial growth factor, VEGF). 1
PR 2T 2 BEAH M A K[ 1~ (basic fibroblast growth
factor, bFGR). IfL/MRAH =LK K F (platelet as-
sociated growth factor, PDGF). L% 2F il 4 FH A1
VI e R P A, 2 ] DK I 8 A KR
TR SZ A IR AH O i 22 R VUl B2 A4 Ay R

FGF. PD-ECGF 5 IR LA TE . HCC
(4228 01 UL S B B DIAR G VEGF ) I 28
VEGFURIVEGF2, 07T I N 52 40 i it 2 1,
T LGS N S A R, L VEGF 24 Bl 7 26 il 4
Wl R, AR WHCC B VEGF
(LA NI RN I AN () =RIEN o =R ¢
LA KK F(placental growth factor, PLGF) /&
VEGFZ G AN, fEIET AR Rk &
/0, A5 VEGFR-1#neuropilin-1454, kb
S FT IS BT ). PD-EC GF 2 T 35 ) i 45
Az R, AR T K 045 PN R 40 P 2R AR A
[, 1TPD-ECGFRIFIE &K 0.7 41 iz 4 it A %
S LA i SR B A SR T, 2 5 g o A 1L Y
JERK. BHITPD-BECGFR ] LA ML 41 5 40 i 5 Y
J2 40 M 53 25, A8 P9 Bz 4 i R THI 1)V EGF 525 5 4
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BRI B 1) 6 A ) I k2 1D e Ik g A R
B, TR RR R HCCR G R AER
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. P FGFIMFGF2AEHCCAH AP RILZE T
WK, MFGF8MIFGF182& L i), s A& W
Sy WML LA K 5 F GERIAH ELAE I, 4545 5301
HCCANMI #5402, HIFE T fTFGF AR
¥z HHCCH MM A K, AR HFGF1 74
HAK I P E R, AR R IESZ, FGF
AT fES R Gz pb e LIS DA O, fF
VIBRHC CA1H HHF GF 1A R IA Bk i SL AL A 1y T
BEPE 2,

1.2 ¥ @ EFGR-8 5B % # EGFR/ZerbB% 1k
FE I —F, P k. EGFRIUECAAH
FEEGF. AL/ EK N Fa(transforming growth
factor-o, TGF-a)s X[ 115 [A F(amphiregu-
lin). JH# 456K KA KK ¥ (heparin-binding
epidermal growth factor). £ /8% (betacellulin).
SN EE A (epiregulin)®. 7T 40 Ml HEGFR 32 %
BLA N EGFMTGF-o, 184 5EGFETGF-a4i &
TR BAKBOREGFR, B )G, 2RI
GO, T B A I 1) 1 P T 2 R
WAk, kAR T R A S AR (R A
#HIAKS/STATS, Ras/MAPK, PI-3KfIRas/Raf/
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MEK/ERK), PLS 40 fasG5E 8 T i 95 50 i
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>60%%", % [ 5 R4 R A= K R F(hepatocyte
growth factor, HGF). TGF-a. BMXIGFEHE
EGFR"", I THCCH A KAT 5%, IL4EKR
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RN, F e BT 5 I S R U
Z PR R R TT 294 HE AR AR H TR

1.3 2@ IGFR HCCA LRI 55 AT 2 P 1GF-
[ . IGF-1I XIGF-1RFEIAH =, IGF-1 . IGF-
I EE5IGF-1RE &, HEE Y% Thhe 2
AT 2 oy R M A K, 25 g F g R 40 i
BRI, R EOR, 20%HCCRERAE Y nl K
MHIGF-1RE X = T I, 7 He S1GFI&EM)
BWom A =028 I E, 12%-44% T HC C
HIGF- 11 RIAMG &, 1R B BRI 7454
£ M (insulin-like growth factors binding protein,
IGFBP){I#iA F i, IGFBPHIEE /K fift =41
i, XA RE HIGEIGMER oAy O¢. DL Rixsely &
HHCCHEFTIGFRAF 518 I s, HBEE
510 SEGFRIA, fFERas/Raf/MEK/ERK |
JAKSs/STATS. PI-3K/Akt/mTOR. HHF55 &,
IGF- I SHCCAMUFRBEA 0%, FEMK s i)
SRPHVERIEGG S, RNIGE- LK P, 55w
B T E AR A G, AL AR R AL
(¥ e B A AT 5,

2 HCCH FERAIBISBIR R RO YIIN B
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0 A5 5 A S0 R A I R R SR )
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Gk R—ANERM. ZRE. ZigfR. T
OGR4 R G, B 12 M A R
W45 5 A RIS 2B e S50 P Re A 1 B L
X BRI RO BT I Aok, 4 F R )
BIT 2RI THC C C RN T ZE a7 77
FUH RT3 P LR B 3E JE (Sorafenib).

£7)JE % JE (Sunitinib) 554 25 WA K 1) 2§ A1

2 PRI G T HC C o S 32 31 i 8 563,
e R PR R VRITHCC O & IS T 8w itk it
Ji&, T THCCHE a7 BIHT AR, HCCHE YA
J7 2P E T LA LU (DBEGFREZ Y-
HEHF JE (Gefitinib) M2 2 75 Jé (Erlotinib), V4%
FL41(Cetuximab)flJE Z ¥k P (Nimotuzumab);
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JibRa I A2 1, 9T 12006-01. 2007-1143 513k
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(renal cell carcinoma, RCC)™*. 5% 3k etk
FARARL, 3590 22 80 s ), O 2 5 ek )
ANBHIHCCIR Y. S B LA Y 45 [
FXHEF e e IR AR, >75 mg/de
FEAE R R BRI BN, BRI AR
BT 51 18%, ¥k T 40 Bk 2> 15%, s 4t ff g 2> |
LN DRI Z 12%, FREEE KB @&
JIH 2T 25 M R e i 72 6%. /> 4250 mg/divy,
R NSNS e |11 RANY 8 R N L
ARS8 F A AN B O /D, (HIE A R
BETBALEGF NI N3.9 mo. FIRIEHIR N
52%. SRR AL YT (1) 113 A S 565 1
R, &5 e 52 F RBUR G TT
A ITHC C R, FLmi#2H% 437.8%, JLrh
V535 B T 5 4 2% i (partial remission, PR), 13451
I 15 #4805 (stabilization of disease, SD)iAid3 mo,
R ILET )65 Je mT LLIE ek AR i R 1
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ZRFANEF S ags] ek ZHLRAEF: VEGFRs1-3. PDGFR-a 20065EFDA. 20074ESFDAMERTGIST
T e i) 25 4 57 & F0b, FMS-like tyrosine kinase, FORCC; IIBARIAZT R T-25ihAME, BIEHCC
fzj”\;gﬁ] }?72— c—KIT, RETAlcolony—stimulating 89 Il HRlIGERAASR
e 5 R AL K factor receptor type 1
Aok, kg 2w SHBE EGFRIBAIX FDAREFRTFERIREFINSCLC, I #HIGAR
&, 4R M TARHCC: BRTERS
7 & ? 4 E Sl [B8&E FRZIERTERAIEAR
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s RUTFE ZESRER: Raf ABSFOVEGFR 1-3,  2005FFDAML)EEFITRCC; 20108EFDA
A 36 9T AR PDGFR-b, c-Kit FIt3 and p38 HERTHCC: Il HBIBPRIAR G 5P A
BMS-582664  Brivanib ZESHAF, EZ/ERRT: VEGFR-2  IRERIARIGZAPAPEB(SLIRE. A,
and FGFR-1 CRC), B4F ll HBHCC
SU 6668 TSU-68 DR SBEBHDAF: VEGFR, FTes AL, BfECRCA]
PDGFR-afFGFR HCC; Il BRIMEREARIMISEHCC
Recentin FOitferh 2. DILUDEF: VEGFR 1-3. || BRIGEREFSR SRSk EX S BZITHEHCC
PDGFR, c—Kit
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21 6 B8 19 Ao A A - 3 15 i (phosphory lated
extracellular signal-regulated kinase, pERK)# 1A
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JRE R . HoAm IS H 256045 BEmTOR
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L Wm R FE T, KR hrE e 5 2 R R I
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Abstract

AIM: To detect the expression of runt-related
transcription factor gene 2 (RUNX2) in human
gastric cancer cell line SGC7901 and to inves-
tigate the influence of small interfering RNA
(siRNA)-mediated silencing of the RUNX2 gene
on the proliferation and apoptosis of SGC7901
cells.

METHODS: SGC7901 cells were divided into
three groups: blank control group, negative con-
trol group (transfected with an empty vector),
and experiment group (transfected with RUNX2

siRNA). After SGC7901 cells were transfected
with RUNX2 siRNA, the mRNA and protein
expression of RUNX2 was examined by RT-PCR
and Western blot, respectively; cell proliferation
was evaluated by MTT assay; and cell apoptosis
was detected by flow cytometry (FCM).

RESULTS: Compared with cells of the blank
control group, the expression of RUNX2 mRNA
(0.27 + 0.068 vs 0.45 + 0.058, F = 75.6, P < 0.01)
and protein (F = 123.8, P < 0.001) was down-reg-
ulated in cells transfected with RUNX2 siRNA.
At 24, 48, and 72 h after transfection, the prolif-
eration rates of SGC7901 cells transfected with
RUNX2 siRNA were significantly lower than
those of non-transfected cells (0.23 £ 0.039 vs 0.32
+0.012; 0.31 = 0.037 vs 0.45 * 0.074; 0.52 + 0.021
vs 0.72 = 0.006; F = 173.744, 14.012, 253.145; all
P < 0.001). The apoptosis rate of SGC7901 cells
transfected with RUNX2 siRNA was significant-
ly higher than those of cells of the blank control
group and negative control (45.65% * 0.64% vs
4.46% £0.27%, 4.23% + 0.33%, both P < 0.01).

CONCLUSION: RUNX2 expression was detect-
ed in SGC7901 cells. SIRNA-mediated silencing
of the RUNX2 gene can inhibit proliferation and
induce apoptosis in SGC7901 cells. RUNX2 may
be a new gene therapy target for gastric cancer.

Key Words: Gastric cancer; Runt-related transcrip-
tion factor gene 2; Small interfering RNA; Apoptosis

Xiang CX, Chen F, Yuan JP, Huang XD. SiRNA-mediated
silencing of the RUNX2 gene inhibits proliferation and
induces apoptosis in human gastric cancer cell line
SGC7901. Shijie Huaren Xiaohua Zazhi 2011; 19(4):
338-343
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WPAER60 min, 4 °C. 13 000 r/minX 15 min, H{
IE20 pLEEATHE e i, HAR 5 AF2 X SDS
ERESEM(Tris 100 mmol/L, DTT 200 mmol/L,
SDS 4%, B i#50.2%, Hil20%)iE 5 5 & 10
min, ZZ1% 4 H1J5 5 25 014E-80 ‘CUKAR Th A7 Tl
#%SDS-PAGEJ, FIKES0 pg/IkiEE1TSDS-
PAGEHLIK; ¥4 81 i L B BINCHE |, 5% Mt
537 CHEMEL h, InA—Hi(1 : 500, V/V)4 C
B E R, AN P 21000, V/V), Eili R4
AZ1 h, YERR S FHECLAR 77 &g & 8 5.

1.2.7 MTT 9 A gmiesg s & v kb TX 8 E K
WIISGC-7901 40 i & MUk, Hefh T-964LK,
PR 4 00041200 pL)/AL, 12 him, & i g
SiIRNA, 705 TR YT Feie)n24. 48, 72 hiT
MTTHRI: KK EE NS g/LIIMTT(Sigma’s i) LA
FFFL20 pLINAFEM 96 LI N, 37 ‘CREF#4 h,
F LIS, BEALIIDMSO 200 uLIf4E# 15 min,

B JE RSN 570 nmi Kl & %ALY
AH, TURF8ALIRIIIH. i ed 40 M 384 5 % v 5y
2 AR JesiRN A 20 A5 A0 i, oK SEg
S e 4 M B T e TR A I B e = (R A
LA {EL/ % FUR A LA {E) X 100%.
1.2.8 A X e AR ) 4w f03% 75 8 = Y72 h
S, W RS BN MR, 1 X Buffer AUESR4N
1% (F25022 000 r/min, 5 min), WCHE I 40 o
WRE 1 X 10%mL, A ARIKI700 mL/LZ
fig, T-20 ‘C[E12 h, B0 M)S, 2o
N, 40 %500 L Buffer A, il ARNaseA
i HZKE 40.25 g/L, 37 °C, &30 min, HIA
5 uL PI %38 %4 (%30 min, 4% Annexin V-FITC
PTGt 5 & Ui B4 4E, LLAnnexin VEHPE/PI
PERIWT A B U T, Annexin VPHE/PIFH M 3 i
AW T

Beit A3 JISPSSI3.04tH A HEAT SR it
203 HE, AT Fa RS R FHANOVA B [K 27 250 #1,
156 7K o = 0.05.

2 BR

2.1 M3 R AsiRNAKF FENZ FHIEN
SGC-790 141 f I % A= K, 76 81 WA e~ M g2
A i AN 2 3008, FrotbEiss, &K
HALSGC-T901 40 M J5, 56 BAMEE T e JL Btk
A i v B B Sk (5O, A8 R — PR AH 22 W R
T B AR ML A G B R I
TET0%LA b, 584 Al AL S0 (1 2K

2.2 RUNX2 siRNA%% %5, RUNX2 mRNAF= %
G KPR R E A ARSGC-7901, FAr]
RIMAESGC-7901 1 AF/ERUNX 21K 1A, i H
RUNX2 siRNA#YSGC-790141 872 hJ, FAl
RIAEREYT2 W, SEH ZHRUNX2 (I mRNA K K
A U R B S PR 2 AH L) B2 BRI (KT 1 A),
ZRA WEG R (0.27+0.068 vs 0.45+
0.058, 0.4610.041, F = 75.6, P<0.01). i B4
RUNX2 siRNAJ5, EU251418+, RUNX2 siR-
NA B 82 % [ AE ] TFRUNX2 SR 7, JF &%
fIKRUNX2 (1)1 il Western blotfr JIIRUNX2
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WA R
AU G, #
W, BH—R

4R 24 h 48 h 72h
TENIRA 0.32+0.012 0.45+0.074 0.72 +0.006
TEAA 0.34+0.018 0.43+0.015 0.71+0.007
SX A 0.23+0.039 0.31+0.037 0.52 +0.021
FE 173.744 14.012 253.145
PlE <0.001 <0.001 <0.001
A 0.27%) M 55 B AR 41(4.23% £ 0.33%) A L, A &

bp
1200
700
500
300

bp
332
234

100

1 2 3
Da
RUNX2 57 000

B-actin 42 000

1 RUNX2 siRNAZEZE, RUNX2 mRNARZEEIIFRIA. A:
mRNA; B: #5. M: Marker; 1: 23R, 2: 232K, 3:
SBGAH.

HEAKPEREAZM, 45 R EIMRUNX2HE A EKIE
WHBLT FRE1B), HE52 % A ot 3,
R, ZRA BES R L F = 123.8,
P<0.001).

2.3 # 4 RUNX2 siRNAJZ, B J& 4 i3 78 48 /1 64
R B4, 48, 72 him, 2 FI A K S
A 2R A0 o 1 2B R 52 B B S A, T S 50 2 Al
JRLAR) A K AR B Y24 i BV B0 ek, LR
YU ) (R ST AG, FRIRE BB ] 5. B0l A,
WAL, 2 7 AT 3 G2 X (P<0.001,
#2). W ECRUNX2K X G, A W 5 REAK
SGC-7901 2 Jfa 14 HEL 3 %

2.4 AN e AR LER it A M A W A &
RUN X245 58 5 K)siRN AR YS GC-7901 41 iy
72 hJ&, Annexin V/PIFxic A4 €43 40 i 43
RS2 7R, 25 R B AR S AR AL I T
ToMH & 25 5 (P>0.05), Y RUNX2 siRNAF
SGC-790141 fg tHELH B T2, AbFE72 hjE T
KiE45.65%+0.64%, 52X HA1(4.46% £

www. wjgnet.com

T2 (P<0.01, E2).

3 e
RUNX2ZRUNXH S K1 F P I L 2 —,
by 45 AL AL RO R S AR B R B R T
K ELH P AR 20 Ak, RUNXE 3% DX 178 I8 1 A2 4
AT T TR AR AN 1, RUNXTRIA R
VAT 51 it £/ RUSEE h, RUNX2I) £
25 348 i TR R UK LR 1K R AR, TIRUNX37E
a8 1A R A e U e A g T R A UL AR
—ANSZ B A, A AT AT LURTA 22 4l B IR 1 R
SR A AR DB BUSE A F, ARER T ARATT )
YUK A B3 DR T A R B,

RUNX24[ & F- 1/ BRUZE H AR JS AR PRt
DR P s o 1 A T, L 28 DR T =
J e A T 5 S0E g L, e N U
N S AT 8% B I N s e,
BUH . U ORE R, X IR T
RUNX2IE K 5 AF 51 e . (R 7 e i 4 i % 7
HIRUNX2E BEILTEASTE A J, 76 1B 4 B 2y
PRI I IR UNX 206 H ke 4/ . RUNX 245
LA A I BTk B 40 P R 7 e vt B,
At P IR 52 B P, RS R I, AT I 40
B b R R Rk AR L Joke R R,
TEFLIRYE . RO R R T Rk, BT
RUNX2E W88 7 T 145 FH & 0 9 B, RUNX2
TE AN 5] 1 Jie Jgg v R AN [ R4, i 48
B P R A . (R RS
FEFRATIE 5T HH 2 FHRT-PCRAE I K 81, £E W
AHISGC-7901 FAFFERUNX2FIE, H H AT A&
JWAH SRR A .

RNATFHIE AR AR —Fhidi e IS,
LA S H R UER, w8, R e b H
PISER FRIL. N FTIRNAR G R 215 %
JNETCD LA A, R HERr etk sk AN
TERORZNE, DRI I A Ay e A A9 B80T A
P IR YT, S A H R 1

#) 22 % B TR 6
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Annexin V Annexin V Annexin V

2 HRIVIREEAEMISGC-79014REREEZRUNX2 SiRNA 72 hSHVMIEIET.. A: 23 I HBLH; B: 2330 {A4H; C: S2864H.

Bk e, B MR AR S H wrE A A
BECEIFSE . B S R AR R S
FERRNATHRIAIT T ) 2 T2,

AWV FHRNATHE A, BE X RUNX2
B R AN T IR N AR Y B 9 40 0 bk
SGC-7901, A1k M B 41 L ZRSGC-7901, &
198 14F 7 1) — PR T VbR £ 5 6 1 e AN T R
LA R A TR, AR RS AT H K1
FRFLEL RUNX2 siRNAFE )5, RUNX2(K %
IEAEMRNAFRI R /K IR IR Y T B, Ui 4
JERL, RUNX2 siRNABEMS A HIRUNX2 [ %
3K TE T A A A AR T A,
U FRUNX2 siRNAZH 4 i 3458 fE 71 B#AIE, i
Ji A SZ 2, 40 RE TR 0. X I RUNX2
RS S T HENRAERE, AR AN
A FElt— DA

B2, RUNX2MH R IA A B 9 1) R ALl 5
ZEH, FIHRNATHEAR, FEXATRUNX2Y)
sIRN ARG 44 59 40 1 f5 G B Wl PR IRRUN X2 25 1
FIE, A0 AR AN, BT, RUNX2AT§E
J g e L ) R YR T TR IR .
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Abstract

AIM: To investigate whether lentinan enhances
cisplatin-mediated inhibition of cell proliferation
in human gastric cancer cell line SGC-7901 and
to explore its effect on the expression of multi-
drug resistance genes.

METHODS: SGC-7901 cells were divided into
four groups: untreated cells (control group),
those treated with lentinan alone (lentinan
group), those treated with cisplatin alone (cispl-
atin group), and those treated with both lentinan
and cisplatin (lentinan + cisplatin group). RT-
PCR was applied to detect the mRNA expression
of MDR1, MRP1, and LRP in SGC-7901 cells. The
proliferation of SGC-7901 cells was detected us-
ing the Cell Counting Kit-8.

RESULTS: High expression of multidrug re-
sistance genes MDR1, MRP1 and LRP was de-
tected in untreated SGC-7901 cells. Treatment

with lentinan significantly decreased the mRNA
expression of multidrug resistance genes but
had no effect on cell proliferation (P > 0.05).
Cisplatin treatment lessened cell proliferation
and promoted the expression of multidrug resis-
tance genes. Treatment with lentinan + cisplatin
completely suppressed the mRNA expression
of MDR1 and MRP1 and significantly decreased
LRP expression and cell proliferation compared
with the control group, lentinan group, and cis-
platin group (10 d: 0.54 vs 1.90, 1.88, 0.92, all P <
0.05).

CONCLUSION: Lentinan combined with cis-
platin can significantly inhibit the expression of
multidrug resistance genes and strongly enhance
cisplatin-mediated inhibition of the proliferation
of SGC-7901 cells.

Key Words: Lentinan; Cisplatin; Gastric cancer;
Multidrug resistance gene; Cell proliferation

Wu HY, Chen YM, Lin L, Lin YG, Qiu QA, Liu N. Len-
tinan enhances cisplatin-mediated inhibition of cell prolif-
eration in human gastric cancer cell line SGC-7901. Shijie
Huaren Xiaohua Zazhi 2011; 19(4): 344-348

5%

BHE): AFARINE2E % #(Lentinan)*t % 25 4
2h K R R A 09 %) e Ae A SE IR A8 37 ) B R 48 R
Y egVE R

Fik: oA RR44(Cisplatin). F3% % 4=
IRAATE S35 5 A2 SGC-7901 § J& 2a e,
F o hasn: PB4 (Consl), &3 S 454
(LenZ), Wi4A40(Cisth)Folf 455 A A 36 % 43
20(L+C)4. B JART-PCR#&M % 25425 X B
MDRI1. MRPIALRP*, FmRNA%ik; & F
CCK-83K 7 &4 M Consi fo 25 4 &L 32 2B 3T J&
o) B S m 3G iR A

R EFSGC-7901 F e % tharzh ik
EMDRI1. MRPI#2LRP#) £ A mRNA, &%
% ¥Rt B E AR % 25wt 25 K B Rk v a de e
378 TR B R e 4EIA R34 hatdh KA
KA, Bt #ph) 48 3E FA(P<0.05);, A4 % HEER
L4 A J&, MDR14A=MRP1A B & & T4 %
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2| Hp4h), LRPA K B 5 K, taiesg ik E o B
& T ConZl. Len##AeCistl, £ FEA %t
Z3L(10 d: 0.54 vs 1.90, 1.88, 0.92, 39P<0.05).

LR Bk LI AINAh)E B 5 Stk
W A ik o 23 3RO 40 0 B k) 2 R0 3G ZEAE R

REE: FEEEE; e B £ 25 AR, 45
W

FSE, B85, M. MRRAIL BRZ, UT. HINEESREY
IR S EDIRIBIBAOIREER. R )BT 2011;

19(4): 344-348
http://www.wjgnet.com/1009-3079/19/344.asp

0 31

7 4% 2 Bl (Lentinan) 4 157 & A< 1 H < B RHEF
T TR B T 2 P TR AT ROy, R A A
FEEH K, A 2 bl o3 F 5 b s R R 2
Tk 2 WA B Sl it a
JigRs H AT R IR R, R AR B g R A L
BITH, AE R KR E ARG I ). H A 4
ZRE MR AL v ARTE 2, U 5T
IO A S VR FH ARG, A4 N A1 35 e did 2k 4 il
HETHEE 41 g (cytotoxic T lymphocyte, CTL)f 7=
A, P CTLAN A 0, 195 S D e T (e adk
UM E Al BV Y, [ R W & i 2
B A 1 it e 40 P 100 P9 2 AR K R - (vascular
endothelial growth factor, VEGF)Z ik, yif/b>Jiyg
AT 1= S SO S s G R et 0B
BN RIE AR Y i RE 4 S o Rk 2 i 25 0
DAL, g i HAT AR A D RE IR B 10, R gk s
S PR AT 24 0 AN T b 5 L A i T 7 A e 244
JAUHL AR SO 4 2 B AT (Cisplating b
SGC-7901 15 Jie: 4 )L 2 24T 245 PRI 3R 0K (R 52 0,
TR 0T 5 e 40 JH 14 5 )V ), PR Fr i 2 W
SR BT 25 PR AR IR AT R RLA.

1 #ERSA

1.1 A SGC-7901 1 9 41 136 [H bk R4
i R LN (AT CC); RPMI 16400 i 2F 1L 375 I
T Hyclone/A A]; CCK-8IRFAN G T = KA H];
RN A$2 BUR 7 £ IR T-PCRAR ) £ 6 T R AR 2
Hl; A 2 R T R R 2 IR F A
T 22 B R TR SR ORHLIR) s U ) - W iy 2 w5
1Y A T A R A R

12 7

1.2.1 tmfe3EdcAnth 4L 22 SGC-7901 1 J 41 i

www. wjgnet.com

SEAR SRR A 100 mL/LIG A M5 . 89% RPMI
1640F11% X Pt, KiF#E37 'C. 50 mL/L CO,fH
WG FEAN T, SIS IO ECE K. B2
B TR 7R A B K R B 1 mmo /L JiE
AR, TR A R R K 5200 mg/LiKk 4 A+
BV, A8 FH IS I N 58 4 5 55 5 10 0 4an T 94 8 Ak
PV : LenH (H A0 15 2 0, 249K J%0.05 umol/L),
CisdL(FAMNTEA, Z9K %2 mg/L), L+HCY(F 1%
BEAEA, 28 FE 53511 20.05 pmol/LAI2 mg/L).
HXZ60%71 75 FE 1t $i A8 4 300 7 9 40 B 43 1
A3YLAE FE(ConZH UM 58 42 15 78 He ATy it
1), 29324 h, PBSIE VLG 58 Hopt e 1 R 3,
073 200 o 40k 8 5 5 A B 3 S G, 340 4N
FERNAHEATRT-PCR.
1.2.2 RT-PCRA&M] % 25 &t 25 A B &34 L IRNA
FEEGAF & IR ELSGC-7901 5 JE 41 i ELRNA,
PAGAPDH{E N NS IIATRT-PCRY 1, 5147
HI W21, PCRI N 24 94 “C 1A PES min, 94 °C
AT min, LD MR KR FEIR k458, 72 C
FEAH45 s, FLISAMFIR, f5Ja—4572 CHEMI10
min, PCRF=4) 2520 g/LEx B st s reL vk S Ao
1.2.3 CCK-8#mISGC-7901 § J& 4w i1 32 78: Len.
CisHIL+CZy WAL L K ConZl [ISGC-7901 ¥
20w LLEE L1 000> 48 1 1) %35 2 b T 96 FL Ak,
FFALIMAL0 pL CCK-8% M, LA ks 5=
WFNC C K-8 AR BEAT I N 4 BRI LA 25 [ 6T
W, AR EAN L. AR A N A
1 hJ&, 450 nmZc NI E OB, AR [R]— ) [H)
A5 U 240 RO B (A, SESEAT I 10 d. REFLAN MY
AiHTAME = FELAME-25 (I LA E, BSR40 e
RVPBAME = (FEFLLXTAH 4R FLAXTA
fH)/5, PAs 5t LA R A REAA AR . A A AR KR
K FHExcel 20102 41 i 384 5 i 2&.

it # AT K HSPSS12.08H T HE Ab 3L
Giil o3, FFSGC-7901 H 9 41 fuA (34T Fried-
manf 5, K5 Ko = 0.05, P<0.051A 0 %5 A
CENIES-9'8

2 B8

2.1 RT-PCR#&M 45 £ ConZHSGC-7901 5 i 41 ity
Al KM FIMDR1. MRPIFILRPIHEAImMRNA I,
PR 1 2 M AL PR JS, MDR1. MRPIFILRPAE
PRImRNAKIA 1825 B, SUER A ] BE 2 2%
P2 A 255 IMDR1. MRPIFILRPHIX;
AT A i 4 22 WA FH S, SGC-7901 5 9 4 i
MDRI1. MRPIFILRPIE K ik 5 FR (A2 %
SEAZ B HNH, f5 A E BRAR), BARS LA

| BN
PR
IR 48 R SN AE BB
JEgm e, WR AT
B % % at
R B & A Fetm
f3g 7 6y ¥ee, 48
=T A% S A
Fdphl % At g
A B &k m R
T 89V R AL,
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iR EE

SGC-7901 § & %8
Rk % thatzh
R, sa T 5
Rk ¥ e, A 3E
EX 3 R
%At AR A
ik, T 438 1 )
3 harth A E A
ik i B 5O 44 69
TR FBAE .

EE S|¥E=5 BNRE(C) PCR=41<E (bp)

MDR1 Sense: GTCATTGTGGAGAAAGGAAATCATG 64 479
Antisense: ATTCCAAGGGCTAGAAACAATAGTG

MRP1 Sense: CTGTTTTGTTTTCGGGTTCC 62 498
Antisense: CCAAGGCCTTCCAAATCTC

LRP Sense: GAGGATAAAGATGGAGACAA 58 467

Antisense: GAGAATCACGCAGTAGTTGTGG

ConZH LenZH CisZH L+CZH

MDR1

GAPDH

B 1 MDRIEEMRNA RT-PCRAGMILESR.

ConZH LenZH Cis?H L+CZH

MRP1

GAPDH

2 MRPIEREMRNA RT-PCRIGMILER.

1-3.
2.2 Mg IE AR FAISGC-7901 5 JE 41 i
TR R EIE IR A, BRI 2 22 BT g Al
48 58 JC W S S (P>0.05); AR BE 1 S 471
et 0 M 24 G, 200 L SR 0 SR ARG, 22
AT G524 L(P<0.05); MARTRE A 7 1 2 A
FHG, 55 90 20 P i BRI, 4 s 5
LRARST- 2%, AN M B AR T A3 AL, =
SHEA G R L(P<0.05, &2, K4).

3 1WiE

A7 & H g IR e I8 R vk —, WKk
FERZALTT IR S 0 1 IR B IR 2 AT I AT
P 2410 BT AR 2 B e A T s, H
HU A A 5 MR 4t B SR AR I 24 L) = 2R 2 24
i) 245 [N i ik A o, 2 2y 2 A OGN =
PFAFEMDRI1. MRPIFILRP, 7E [ i 245 4156
rhopy i A €6, MIDR 1S DA 2 B 1 7 P- W 2
P MR A, 1 281N LR R 24
56 A AH [F) IR AR 1, RS BRI A 615 S X

LRP

. =

B 3 LRPEEmMRNA RT-PCRIGNLESR.

207 o ConZH
1.81 —=— Len?
Le| = G
14 oA
1.2

2 1.0

N 0.8

0.6
0.4
0.2
0.0~

4 SGC-7901 Bi=MiRILiathsk.

A ATPES A AL A, 5 58 DA D4y Je 3 A 1 T
PYEeIs, MATPES 507 R RERPENAT R, fE
S5 S 88 24500 0 AR T DA L P 5 e A i AR,
MR P13 D5 5 55 1) 2 24T 2440 G 22 11 1 5 JE
P E, B ATPRBCR AR, BERE T S A i)
2y 0y TR IR B A A, el A A 25)
WS, FHUMRE 25 5 Az, I8 w] 38 1 o5z 4 i
RS AR A (R p HAEL, A 241 BIIA A #B A (1) 2
AL IR LIRS, T A R T 25, F HAR S
L5 R (R RS AN SR PO LRP) 2 AT T IEH
AL, FHLIE DLRRA h R0 o 1) 2 ) e e 38 it
, JEREHE AL 1 25 W) s Bl fa e, i
bR 254 1, JF LUKt 10y 75 sCHE R A, AT
R TESEE T

MR/ T35 4 L FIDN A, A 2R Bl etk
FRUXU REHE AT A5 L, 7T LR 240 i P £ i &5
7, TEDNAZ 1~ 5E P ABE R A SCREIER, 2k & g
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Y fiE)(d)

1 2 3 4 6 7 8 9 10
ConzH 0.050 0.120 0.190 0.280 0.400 0.520 0.630 0.810 1.200 1.900
LenZH 0.050 0.118 0.187 0.270 0.390 0.510 0.610 0.800 1.170 1.880
Cis#H 0.050 0.085 0.130 0.179 0.280 0.360 0.480 0.580 0.740 0.920%
L+CH 0.050 0.054 0.080 0.110 0.140 0.210 0.280 0.360 0.450 0.540%

°P<0.05 vs Con#H; °P<0.05 vs LenZH.

MANRES B, i 5 I B REFIHIR N A K 2R 11
(G B0 ARAF TR WIS GC-7901 1 i 4Nl i %
L2 20 255 IMDR1. MRP1AILRP, Hpii
HWER G, 300 2 24 24 38 R Rk 3438, mT g &
SGC-7901 15 ¥ 40 M 22 s WL 01 i, 52 i 5 5
PEFIEIGIN. AW, ARSI 5 )
5 R A R T A AR 52 1) S g A R
ZING NI Re Y 2 2 24 55 R 3 P e A IR ML )
A7 R g 22 B xS i 40 P 8 4 W R
HRE b PR AIK 22 25T 24 2L DR R0k, ik 3] 58
AAPHPRAS, BCA IR IE FE IS, SGC-7901'H
Jis 21 W 22 2T 2 R TR SR 2 B, SARERIA
BUERIDRE, g M TE 1, H9E M 2L 1 2%,
LWL AT BE S 7 i 2 Bl 1 22 24 2 5 DN 3Rk
M3 BB e MR VR FH 3G i 0 T as 2 B
fIC 2 2 245 B DR Ak i AR B B AT SR ANTE
G S i R i 2 ML 2 1 R N S L N
WA i 22 K e W2 G IR A e gy 254
(i 2576, $E b sT a8, A ImIR &%
B AT 25909697 IR S A T BRI .
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Abstract

AIM: To investigate the effects of plumbagin on
leptin-induced apoptosis and expression of apop-
tosis-related protein in human hepatic satellite
cells (HSC-LX2) and to explore the anti-fibrotic
mechanism of plumbagin.

METHODS: After HSC-LX2 cells were cultured

www. wjgnet.com

in vitro, stimulated with leptin for 24 h, and
treated with different concentrations of plumba-
gin for 24 h, cell apoptosis was detected by flow
cytometry; cell ultrastructure was observed by
transmission electron microscopy; and the pro-
tein expression of P53, Bax, and Bcl-2 was deter-
mined by immunocytochemistry.

RESULTS: HSC-LX2 cells were divided into 6
groups: untreated cells (blank control group),
those treated with 100 pg/L leptin (leptin con-
trol group), those treated with both leptin and
colchicin (colchicin group), those treated with
both leptin and 2, 8 or 16 umol/L plumbagin (2,
8, 16 umol/L plumbagin group). The apoptosis
rate of HSC-LX2 cells was significantly increased
in plumbagin groups. The apoptosis rates of
cells treated with 8 or 16 umol/L plumbagin or
colchicine were significantly higher than those of
the blank control group and leptin group (5.21%
+0.41%, 8.10% £ 0.63%, 10.1% = 1.08% vs 1.40% *
0.13%, 2.85% + 0.21%, all P < 0.01). Transmission
electron microscopy revealed varying degrees
of apoptosis in the leptin group or plumbagin
groups. Immunocytochemistry analysis showed
that the protein expression levels of P53 and
Bax were higher and that of Bcl-2 was lower in
plumbagin groups than in the leptin group (Bax:
85.24 +1.08, 86.35 + 1.12, 91.13 + 1.13 vs 56.63 +
0.94; P53: 25.32 + 0.6, 38.14 + 0.71, 41.19 + 0.72 vs
19.25 + 0.46; Bcl-2: 32.12 £ 0.43, 27.71 £ 0.38, 21.46
+0.46 vs 44.51 + 0.56, all P < 0.05 or 0.01).

CONCLUSION: Plumbagin can significantly ac-
celerate leptin-induced apoptosis of HSC-LX2
cells possibly by up-regulating P53 and Bax ex-
pression and down-regulating Bcl-2 expression.

Key Words: Plumbagin; Hepatic stellate cells; Apop-
tosis; P53; Bax; Bcl-2

Wei YF, Zhong ZG, Huang RB, Peng Y, Xie HY, Duan
XL, Zhao TJ. Effects of plumbagin on apoptosis and ex-
pression of apoptosis-related proteins in human hepatic
stellate cells. Shijie Huaren Xiaohua Zazhi 2011; 19(4):
349-354
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arFERLait
FHoh £ B E MR
o, ALY B J
I Ry — A
Do R BRAS
W, BAT 2692
PIEN, AiERY
HEL RAM.
REF/ER. AR
R I GG
AT B K R
LRI AGA
I 4E A, Gt
L kS 9 S 4 ]
HSC-T6%m ftLth 3%
74, ki, @16
S w4 52 L A )
HSC}g 37 71, Am
#FHSCH T, X2
SRR e 6 1R

ERANMN 2R HRHSC-LX28 T B A8 £ &
B F A 0 R em, AR E BT A 4E A AR R 88
HUH] .

Fik RSN EIRHSC-LX2, 2 4 4 A FJUA:
Z TR, Leptin®T B4, A KALRL,
2. 8. 16 umol/L & feFFARLE. & 4 #1324 h,
B min ki E 24 his, BB R X a8 L
Annexin/PIXUE 7 4] 4m fL 8 T, 54457
MEHSC-LX2A T=HEF T, Limmsik
A MHSC-LX2A = A Fps3. Bax. Bcl-2
88 G £k

R mRAXRKERE T, 9 ARMER
HSC-LX2 24 h, HSCA T XA B3 /m, G it
8. 16 umol/LAFeAkKALBRLHS CH
TEHREZTEOBAFLeptintt &
28(5.21%40.41%, 8.10%0.63%, 10.1% =+
1.08% vs 1.40%+0.13%, 2.85%+0.21%, 3%
P<0.01). HH B4R, RO BAMICTE S
AW, mRORE. AR TR, BRI dm e B AW,
FERH Y, M A EMAEREL; HpaT Y
EI @I FH SRR AR E A T, 1k
RN, BRI R, BRRRYE, AR B ILK
TERA, MG R E R A, T IBKEL, @
fE EmMAEE K. BRALNFLERI R,
% Leptin] # G HSC-LX2J0 /R 1 & ik b F#)
Bax. Bcl-2. P53, TV Beiiz & &85, 4
B itJHE2. 8. 16 umol/L-F s, HSC-LX2
128 = A HBax. P33EG AR LA RIS,
A=A FBcl-2% & ki B E 4K, 5 Leptindl
Bk, £ F3HA %t FE L (Bax: 8524+
1.08, 86.354+1.12, 91.13 £ 1.13 vs 56.63+0.94;
P53: 25.3240.6, 38.14+0.71, 41.194+0.72 vs
19.25+0.46; Bel-2: 32.12+0.43, 27.71+0.38,
21.46+0.46 vs 44.51 £0.56, P<0.053%.0.01).

5 Gt 95 3t EAL e HS C-LX2 A
T, ZATHSC-LX2A —#HuH T4k 5 _EAPS3.
Bax& & & ik #» FifBcl-2% &G A £.

xH18: BEfER; FFERMM; @A T; P53;
Bax; Bcl-2

TR, IRE, @O, 2E WhEIR, RS, RERE. B
WA 2RBIBB T IAGRESRIADTID. BRENHEIK
Z6 2011; 19(4): 349-354
http://www.wjgnet.com/1009-3079/19/349.asp

03I
JH T 2 A0 2 T8 BT 5 088 1) — KR, THE AR AR
41l i (hepatic stellate cell, HSC)/& 2 5T 4F 4tk

bR A M, L A R I A A R
HLHI RO BT, FHIHS CHE 5, o S AL T
SEPUET YA R KA S AE
HSCHR T2 Z P TR IR, Blinser- sz 4k,
Fas/FasL, P53, caspasesfliBax/Bcl-25jik. Hrp
Bcl-2 55 s 03 A0 20 M 98 17 1) 5 DR 48 i i
HERRELEMMEH, JEHIX—ZKE AR
PR A Bel-2MIBax, J3 il I T4 R 2 adf A
F. A4EPH R (plumbagin) 2 FIAEFH I 25 BEIE
55, MFE) E e BRI — Rl 71 25 AL
W), BAT 24 REE T, AREPUREE L. bt
AT PUBEEE . ARUERT I R L A A
FEXFCCLATEUKR B SBT3 ik 1 F 7,
FFEFHER AR 4N B B HIHS C-To 4l g (A1 4 48, #1
il Ak AR K IR -B LR o= 3 LBh B 1 ek 10
AHTFTLLHS C-LX 241 g A AR AN, 9120 R}
FAEFHE I A TEPHER X HS C-L X240 o 8 T2 11
5o, MHSC-LX248 T2 AH ¢ 8 [ 30k A B R A
FIASRIFRN TEN R i XA ALl 1N IR

1 SRIASE

1.1 A4 A AR 40 MR (HS C-LX2), Hiili
T S 2 O s 2 s B R0 3R 4. A T IR
(lot: 20071028) F Sigma’y w], I — LV ikl
(DMSO)¥i#, Brik0.1 mol/LAi& &, T-20 °C
{#47; B4 9% E(Leptin, Protech/A ], #it5:
8110060R); DMEM(Gibco, Cat No. 12800-056);
&2 s (Hyclone, b5 : NTMO0136); # /KAl
BR(PE AR 29k A 7], #6552 070205); Annexin
V-PEAH i I 1R W 7 6 26 E B DA | AR
FPTPS3. Bax g SR RPi-Bel-2% i fE
Pifk, ¥ 5 Santa Cruz/A 7 7= 5 A 2L
SPIk AL, DAB Wi G4, W B s e 14
R H]. CO,K: 74 (3 F Thermo, Model 311);
A VR B O HL( B e = B AER ), TGL-
16G-A); AHZ 5] & W B (15 [ Zeiss, XD-1017Y);
fiff b5 A% (3% [E Thermo, Model 450).

12 7%

1.2.1 fmpessde: ARG EAR(HSC-LX2), &
T 100 mL/LAG A 1035 1) S FED ME MBS 7R,
37 'C, 50 mL/L CO5F FHEFE, BaR4l, 14l
Jif 5L B R EUROIR N, 2.5 o/LIBEER T AL,
3-4 dfEARTIK, 421 0 2464%, RS E 2 ¥R
BUEK 4 e b kAT

1.2.2 2 4A R AP 25 [N A In 5100 mL/L
Jif A I35 B S BED M E MBS 3%, Leptinif
Z: 7E77100 mL/LAG - 1L 1 = DM E M 5%
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AZ] 1 Annexin V-FITCREZSEMLAHSC- w48 £ B &
- X2/, A: 25 EHIXTIEZE; B: LeptinXf I/ Sugie%‘i@iii)b#h
9; C: BMOKAIMRA; D: (FEFHER2 pmol/  FEATR, A9 @
— i 12 A =
& L4, E: EI7EPHES pmol/L4L; F: EI7EF} g’j ft%fifp
16 pmol/L4. AR R T A
= P16 umol L S LEN T T
J{;‘ Sandur ¥ #F 7 &
i B 3L T # 38 5T 4
FITC FITC FITC #HINF-kBif % ik
D81 1 7 2 Fg] 2 BB AER.
= a
4

FITC FITC

W INLeptin(1 000 pg/L), £ )% 4100 pg/L;
Leptin5 25 A [ it il BE IR 401, BK/K A4 :
Leptin5 BKKANGK, 2 76.25 mg/L; 25441
PELeptinfl J A1 36 mE FnA (e PHEE, K. Hs
et B Z 53 ) 2. 8+ 16 umol/L.

1.2.3 A X g8 AL Annexin V-PE/7-AADM 3§ &, 3%
A M HSC-LX249 8 T 2L #2040 fo#K Annexin
V-FITCH T4 7 6 0t B4, & 41LAPBS
VRS LK, R AGS, INANEFR, A, &
Ly, IIA195 uL Annexin V-FITC4: & 241
Jfd, TIN5 uL Annexin V-FITC, ¥£%]. IIA190
uL Annexin V-FITC4; Gl F a4, FFIMA1L0
uL PIVEAT, B R g =X i (SRS o 12 2, 4
Flow max 2. 44T H s Ab FH.

1.2.4 F4 8 EHSCAR R LE M L4 %)
WA, 29Wrhnadl, AeE AT, JLEE24 h, W
P02 3%, IAN100 mL/LA- I3 F & H 100
uLTEE, LR 2 RAME Q& H, A
1 mm* 2647 K/ NI 1) 35008 RO N3G 24 °C
T TR12.5% 13 1 1] 72, 281 % DU S A0k 1 ] e
P [ 3 I, TSRS B A2 7K, IS IR
L AE0.5 pwm D) B, I O At S R A R
ety JEM-1200EXRE S BT %%, 411
1.2.5 %% tmfaAe 5 55 P53, Bax. Bel-2497%
G Rk B IR IIHS C-LX2H] 4100 mL/L
Jits A 37 DM E Ml -T 80 05 3% 7 (1 6fL ks
FEM, 24 hiG A G REfR R S, o dl. Tl
WL 255 a3t E 24 ha B s B B T
B b, 4% 2 TR E, 3% H0d %1k
LUK, YU R, My E S, IR INPS3.
Bax. Bel-2—Hi. ZHUalil & fE AT K.
R, BE ISR, AN T v A i SRR ) e i
FHEATHRAE, I 5Tl B4 e 1Al (5 P53
Bax. Bcl-25RIARHYESN . 45 B brvE: BHIE

www.wjgnet.com

1000
FITC

5 AR B O, T TN . SRR
i |, iz FHHPIAS-1000 /=53 B 5 8 € s 22 ] S0y
BT R G4 Ll 5 By, AZHHSC P53, Bax.
Bel-2 FH 1 41 kA7 2 ik B 43 #, sk BEATLAS: I
4TS R ARG B, VPR

it Z A FE N SPSS10.08 34T Gt 2

AbFE, T EERHA K Hmean + SDE 7, K H] B A

BITEIT.

2 BR

2.1 AKX @A Annexin V-FITC% A4 M 4a At
B SRR LR, LeptinZHHSCHT-H T
(P>0.05), H{eSHEAEFHSC-LX2 24 h, HSC
TIZRBR S, by w4 R P24 HS C-
L X240 Jf 0 T2 22 35 B W 0 oy, 22 S AT B 3
(P<0.05, K1, 1).

2.2 G iSHELATHS C-LX2 48 fe A8 i 25 #y 04 % v
HBE R, 28 0 TR AL 40 B ASTE M, 40, 1%
JEE e, 5T P 4 B s I, Sy, di i
KN EER2A, B); F1eHES pmol/L41 AJ I
D BRI AN VE 22 AN [ R B A T4 i, G
A MARFAAR /N, ALY %, BT, s
PR 2500, g M A% G to i [ 4, w] A% 2L,
40 o 2 TH 2R BV O (K12€, D).

2.3 it AHSCH = A B Bax. Bel-2.
D337 8 AW # ot ZLeptinfll i, HSCH A %
ik/bEBax. Bel-2. P53, ] W/ E LG
Wik, 22 4P 8+ 16 pmol/LFTis, HSC-
LX2{EH T H K Bax. P53 AXKIEH BT, Fit
JHT- LR Bel-24 (KA W 3% PRIG, S LeptinZlAH
th, =R gt B X @P<0.01, K2).

3 e
HSCERT A i fb BERE P OB E T, 2 FF AT 4EfL
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WA # 5 5 % 1 RAABFENETRENHSC-LX2 AT RN

AR ET R
i it gm je A A
- [T AT AT 4L,
B A A LIRIE. K
£ AR @ it
B xR A Rtk
4h3EJRHSC-LX2
AT AA T Ak
B AA NG TR,
VARt B A 4F
AR R AU

2 BLIGEHSC-LXBSTEBEE. A: HHRZH® : 3 800);
B: AMEZH® = 5900); C: FIAEFHIES pmol/LZH(1 : 3 800); D:
EIFEPHES pmol/LZH(1 ¢ 5 900).

I 41 a4 i (extracellular matrix, ECM) %5 &)
FEORYELN M, RTINS AT 4
WORBEAE Tk D ORI HS CHURE, T T2 /g
WA HS CHU i I d 1 B3R A%. AE 25l DRI
~, #IEHSCH U AL 3958, & OF ik
EMECM, 4L 5 KHSCH P Flria: — it
[E] 2 R A, o] BRI TR R SRR
B R B, AT R A K S, TS AT
HSCyd/b Bl i i T £, i A R 28 1 AL,
TG RHS Cob AT R R X —J7,
HSCI 9l A% 41 5 S5 (1 23 Wb koD, 3B AN |2V
T 70 5 400 L 28 T A B, 8 0 ) 0 i o 50N I
PN R L) 40 1R BT A, AR 2D 5 R O 5 ) ¢
RERIE, e P ELARRNSE BRiS L HS CIY T 38 53
7T, G IRTHS C 2334 1 <6 Jes S 1 )
I1(tissue inhibitors of matrix metalloproteinase-1,
TIMP-1)H] 5 B, ffRR T 0] e Ji B M Fra i,
IR D I P i, D A A . DA, 5
WHIHSCI T2 AP LT dedb i 7 (R B B R ), T
TEAT R A AL R B E S B AL B0
WIS PEDNA P D) i & A K — b EBh 4 se T
REARUCL S A R SR T AN RS A de i
125, At AT DATR] I S ik 40 i 5P 52 2 4, &l g S
A0 AR IR SR, A0 S G 0 ) e AR, PR T
EX:pIADE S

(mean £SD, n = 4)

bzl YRIRAT (%)
TENIRA 1.40+0.13
LeptinXY9RH 2.85+0.21
RO 10.10+1.08°
BEAER2 pmol/L 3.07+0.30
B1ES8ES umol/L 5.21+0.41°
B1ES8816 umol/L 8.10+0.63"

°P<0.01 vs Leptin}yiB4E.

MBI T- 22 PR, X —d 2z L
G i e U 7 W = S T I E O N AR T e
IR Bax I T30 L R B e 1- 28 A 4 15 40 i i 12
KREYT PS3NEFIAZ N IR IR R 1, At
AP T EAER: (DFEARA B el-28 H &
IEFHNEILIRE; ()i Bax LR 5%, Ml
Jitl P Bax & [ [ 3KIE, FBcl-2/Bax i [ L]
MAESEAN T, (3)I5EFas. FasLIEKRIL,
M B B8R (K Fas/Fas LA 5 4% 363845, Apri-
gliano: " I7E B 5 (1) 5256 R I, FEHS CHGT )G
Fas/FasLZ& ik 1, Bel-2F1Bel-x LI #5% T [ f
PS3FER I RMEEHSCI T,

EAESRE TS RES R, S8 T
WHEVERA O, RIFHTHEOE. W W
2, IR . O TLIR A DL R e P AR R A6
REU PLAR 2 B 2 A S R O e A
PUFAFAEAAE R, BAEPERE M) AT 2
BIGEE Ry, EAT AR SR TS AR L, B DU
SE A PHR T e PR I i 2 D 5 L
AT Th 3% B 59 40— 2. (A PR & — P/
TR EY, iR g, a1k
C HgOs, AHXS 731 it 4 188.18, b2 iy 22
5-FEHE-2-HJE-1, 425l (5-hydroxy-2-methyl-1,
4-naphthoquinone). W77 &I, FI4ESHE B A BT
BgRE . Pide. P, PiEESZMIERM. B
TR AT 5 22 W P22 X 22 i g 41 il 22 e
PR, Sugie PNl sh S i mr T, £
PP IR AT S 25 R A A 2R e K 1N i
JipoeE; Sandur®E7 5T 2 L AT A i 40 HIN -
wBIE B IA BIHTIRAE . SrinivasZEPIFST T A
WHHEES FE A MME-18078 1, HuREHL
-5 e P BI040 8 T PR A A I R
Pk, AL AL TR, SIEME-18041 fLyd 1,
1M HME-18041 M i 1= 5 (4 {6 f 22 5L 1IEAH
SN AU T AR I 46 P CCLTEUR
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W R
R A H7 BT,
st T i I AT A 4
4R P53 Bax Bcl-2 A — 6
- BB AL
Leptin3YiRH 19.25+0.46 56.63 +0.94 44.51 +0.56
B1ESE§2 umol/L 25.32 +0.68° 85.24 +1.08° 32.12 +0.43"
B1ESEES pmol/L 38.14+0.71° 86.35+1.12° 27.71+0.38"
B7ESEE16 umol/L 41.19+0.72° 91.13+£1.13° 21.46 +0.46"

°P<0.05, °P<0.01 vs LeptinXJIB4A.

RS M B 0 A A A FE Y, e PR AR S
AT DLW B IHIHS C-T6 4N fu (851>, A szt
FER I SEHG AT WL AL TR (8 16 pmol/L)FE
FIHSC 24 hJGHSCRZIETH 2%, Jeta e, 4
RGO 46, R, EUR TSR, W
%G BRSO T AT s AT, SRR
e PHIRE 24 h)E, T MHSCRE M. &
W A PHER A BE RS AL I HS CYE T, T HSCH = 1
TR e eI P A RN R R SR S B
Z AR BN A G HR S FHSCR T A
PRHL AR I A AEPFBR RT BA S A
HSCH'P53. BaxHE KL, NilBcl-28HKIA,
R ARSI B I e #EP53 . Bax i HARIAF
K. Jaiswal 5550 /N U G £1 4k REAN i 52 vh &
I, AP 15 5 R R RO R 1
FIHIFI(CD KI)-P2 1A, 38715 40 i J&) 3 BH i
FS-Gy/M Y.

A0 A TR LEIAE 2 S A%, H T AR
W HSCHI I A T DIN LI AR 76 A0 T, I
NS AP BRATHSC s i, K B Tk —25
TR EAAE TR H S CHETE S M T 143 B,
FHAPUF LT 4 va T 2 HLHT 10 S

B BT BEHAKRF R PO SERET
FEAR TR P T0 K A A5 8.
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Abstract
AIM: To develop a rat model of extrahepatic bili-
ary ischemic stenosis.

METHODS: Forty-eight Sprague-Dawley rats
were divided randomly and equally into four
groups: rats undergoing sham operation and
those subjected to clamping of the common bile
duct with a clip for 60, 120, or 180 min. After
scheduled clamping, the clip was removed to
recover blood supply. The animals were killed
4 and 8 wk after operation. The survival, liver
function, and histopathological changes were
observed in rats of each group.

RESULTS: The survival rate was 100% in rats
undergoing sham operation and those undergo-
ing clamping for 60 or 120min, and 75% in those
undergoing clamping for 180 min. At week 4,

www. wjgnet.com

the body weight of rats undergoing clamping
for 60, 120 or 180 min was lower than that of rats
undergoing sham operation (2404 g + 11.5 g,
212.7 g +13.6 g, 200.6 g £ 11.8 g vs 260.6 g £ 15.7
g, all P < 0.05). Liver function parameters were
higher in rats undergoing clamping for 60, 120
or 180 min than in those undergoing sham op-
eration (ALT:55.31U/L+531U/L,215.6 IU/L
26.81U/L,24551U/L £3851U/Lvs4551U/L
391IU/L, all P <0.05; AST:161.31U/L £15.91U/
L,64531U/L +£50.51U/L, 698.8 IU/L +46.7 IU/
Lvs140.31U/L£6.11U/L, all P <0.05; TILB: 8.5
pmol/L £1.2 umol/L, 72.6 pymol/L +11.0 umol/
L, 78.7 ymol/L £12.2 pmol/L vs 6.1 umol /L + 1.2
pumol/L, all P <0.05; ALP: 2024 IU/L £20.7 IU/L,
8154 IU/L + 68.1 IU/L, 902.9 IU/L £ 96.6 IU/L
vs 158.51U/L +23.6 IU/L, all P < 0.05; GGT: 10.6
IU/L+271U/L,5231U/L+8.61U/L, 57.4 IU/
L+1131U/Lovs7.6IU/L+141U/L, all P <0.05).
Histopathological examination showed that bili-
ary stenosis was not apparent and wall fibrosis
was milder in rats undergoing sham operation
and those undergoing clamping for 60 min,
while severe biliary stenosis and wall fibrosis
were observed in those undergoing clamping for
120 or 180 min. At week 8, these lesions could
not regress spontaneously.

CONCLUSION: An animal model of extrahe-
patic biliary ischemic stenosis is successfully
established with the clamping method in rats,
which provides a useful tool for basic and clini-
cal research of the etiology, development and
prophylaxis of extrahepatic biliary ischemic ste-
nosis after liver transplantation.

Key Words: Biliary complications; Biliary ischemic
stenosis; Animal model; Rat

Wang JZ, Zeng Y, Jiang H, Xu YL, Qiu JG, Xia T. Estab-
lishment of a rat model of extrahepatic biliary ischemic
stenosis. Shijie Huaren Xiaohua Zazhi 2011; 19(4):
355-361
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;‘g%f ® JiiE BASRRFSDA R, MY HBFRK 03I
)R iE gE T v N . >
(ITBf‘)@;’Z% 2, 28 k60, 12047180 minZA 420, A [419634F StarzIHF & 15 1 5 i RS/ LK, FFRS

BB A2, e R A
R, CRA Y
ol JF A5 AL B K
MHEERFHY
MM E ke 2%
REZ—. Ak
Fr# M R EITBL
MR LT
LHRBHERY
BEEA.

BI2R.MBFRARFRREERLE, L
2057 A AR R R B R E
5%60. 12042180 min/E Bk Mm% &, Wk &
P4 Re o ek, A4 B4 5 %) T RJE4 wk
RIS R K R AT F IS # BRI e, 5 8 s i
BEATAT 2 Al 8. B & BT L 4R 6 b 6,3,
HE# &, YLE4H 27 93 22 & A LR A2 3
HHEER, KRERTEHL. FAEXATARE
8 WkAL 7L, AT AT ALt M| & B AR R 3L e

R BF AR, 60 minZLF=120 mink K 89
B EFEH100%, 180 minZl K R 69 A& F A
75%(9/12). KJ&4 wk, 60, 12072180 minZl kX
BT E O BAK T BARF K4(240.4 g+11.5
g, 2127 g£13.6 g, 200.6 g+ 11.8 g vs 260.6 g
+15.7 g, ¥P<0.05). X0 K AT 4L 45474
AR £, 60, 120, 180minZL 5EF K
sa4A M 2 3 % (ALT: 55.3 1U/L+5.3 1U/L,
215.6 IU/L+26.8 IU/L, 245.5 IU/L+38.5 IU/L
vs 45.5 TU/L+3.9 TU/L, ¥P<0.05; AST: 161.3
TU/L=£15.9 TU/L, 645.3 TU/L%50.5 TU/L, 698.8
[U/L+46.7 IU/L vs 140.3 IU/L+6.1 IU/L, 3
P<0.05; TILB: 8.5 umol/L+1.2 umol/L, 72.6
umol/L+11.0 pmol/L, 78.7 umol/L+12.2
umol/L vs 6.1 pmol/L+1.2 umol/L, ¥P<0.05;
ALP: 202.4 TU/L420.7 TU/L, 815.4 TU/L£68.1
IU/L, 902.9 TU/L+96.6 TU/L vs 158.5 TU/L+
23.6 IU/L, ¥P<0.05; GGT: 10.6 IU/L+2.7 IU/L,
52.3 TU/L£8.6 IU/L, 57.4 IU/L+11.3 TU/L vs
7.6 TU/L£ 1.4 TU/L, 33P<0.05); 1205 60 minZd
AW 2 E 3 F; 180 mink 120 mintaF FH R
WM. AZRENEE T T BT AR, 60 min
iR SR L o = N B A o
WAL %5 5%, 12049180 minZl Sk do 4L 2 /8 4 B
T, FRGUEIGENR, F8 L E @ik
WIS, EMAA LIRS KA R, R
. AKJE8 wk LR 9m T R Ak A AT AL

Lip: R Mg kA ke kT A S A4S
T K R et R e iE AT AR E S AR, A
B 50 IF 4% AR A JG P38 84 B fn 7 5% B T R 69 AL
) B R B AT AR T S B R T ik
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paxi:l n Tl ARi54 wk
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pax:l ALT (IU/L) AST (IU/L) TILB (umol/L) ALP (IU/L) GGT (IU/L)
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Abstract

AIM: To explore the effect of hyperoxia on the
expression of secretory component (SC) in hu-
man intestinal epithelial Caco-2 cells.

METHODS: The number of Caco-2 cells was
counted with a hemacytometer, and cell divi-
sion was determined by Giemsa staining. The
changes in the expression levels of SC in Caco-2
cells were detected by immunocytochemistry.

RESULTS: Caco-2 cells exhibited exponential
growth in air containing 400 mL/L O,. Cell
growth was partially inhibited when the propor-
tion of oxygen in air was elevated to 600 mL/L,

and completely inhibited when elevated to 900
mL/L. The division index of treated cells was
2.5% in air, 3.3% in 400 mL/L O,, and 1.3% in
600 mL/L O,. Many cells died in 900 mL/L O,.
Compared with cells incubated in air, the expres-
sion of SC was up-regulated in 400 mL/L and
600 mL/L O,. The ability of intestinal epithelial
cells to express SC was limited in 900 mL/L O,.
Compared with cells incubated in 400 mL/L O,,
the expression of SC was down-regulated in 600
mL/L O,.

CONCLUSION: Moderately high concentrations
of oxygen promote cell growth and SC expres-
sion in Caco-2 cells, whereas extremely high
concentrations of oxygen inhibit cell growth and
SC expression. High levels of SC are beneficial to
maintaining and balancing the intestinal mucosa
and inhibiting bacterial invasion.

Key Words: Hyperoxia; Intestinal epithelial cells;
Secretory component; Cell growth; Cell division

Liu DY, Miao JN. Effect of hyperoxia on the expression of
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B H: A 50 & B b i 4m s 2 (SC) & ik
)75 v,

Fik: KA m it #AeGiemsaf & 7 kA
B EGR 2 am el b K e dm el 4 AR A1 69 %
vy, R o SR L LA T T A R ) B E %
Caco-2 %A SCH % i,

R it #E 7400 mL/LEGRE A T 4a
oA K; 600, 900 mL/LEGKE 55k 4m i il ik
T, RERGRE T m a3 dam e 235 &
HABRE, 52 mILT 5353 4 EF A
R E2.5%; 400 mL/LEGK B #3.3%; 600 mL/L
FURE A 1.3%; 900 mL/LEK ZE K3( 5 20
. 5 IR EGRE AR, EURJE 4400, 600
mL/LBFSCA X 3% 7%, 900 mL/LEKZ i+ SCk
XU B 55, E 4 M, 12600 mL/LEGEESC
F A 55400 mL/L 2GR R 55
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SHE - = sz 3 r DEF X ~
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HL 2 Caco-24M M ki T- N A2 iz 40 PRk, 1hb
MO N Bz e, 72 5 A N1E
Rz A AR R, I AT A wh B N ARH [R] () 2K
AR A2 H A SRR A T R A
LI T8 25 R 5 B Ty 61>, A5 B AT
 E RSN TR Caco-2 4 BB EAT T 9, W5
e A0S i b R A e AR K R SR A 43 W Jr (secretory
component, SC) 5.

1 SRIRTE

1.1 ##F Caco-240 k(¥ AW, LA
SCHiLA(Sigma’as ).

1.2 Fik

1.2.1 Zmpess e N 547200 mL/LAG A (L |
R R-BER WP pHAE N 7.2[IDMEME?
FEWAE37 'Cy 50 mL/L CO4MF FHiF:Caco-2
0L, BRI LK.

1.2.2 KA tm it #or it R B 2GR E AT 4m e
A K #ee: Y A KA AR AT, TR,
T BB, AN37 'C 50 mL/L CO, 44
}i7%24 h, 0HuNGEHESS, JON400 mL/LAIA FE T
G, OAESEL. 20 3. 4. 5. 6 RNt E
MM, TR R ITVES B 6 AT 600
900 mL/LAE A B WEAR V1 £ 4 .

1.2.3 KA Giemsa & 7 =AM R R £k & % 4w
RS LA A1 69 % em . ORI AN M B2 b T 26
b, JBA37 'C. 50 mL/L CO, 419524 hilfiBE
J&, TN400. 600, 900 mL/LA KL, 7
BT3RS R HPBSIEEVEE K, FHHEE @ UK
ZIB3 : DEE30 min, Giemsa4el {410 min,
H KRR e, BT fE Bk, V1540 i 4 24 K4
JH 53 ZAFRHL = 43 AN AL 5 AN B A X 100%).
1.2.4 %2 A F M R B B JE 3t Caco-2k
ASCHra: WAL Mo dehh T a3 v b, e di i
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AR ARSI IR AN [ SR L AL 224 h,
ICHS 5 35 P PP [, AR R AN HL 050
BRI FISCHUR, LW RFR L TGP
BEEFRIC A BH 1 3%, fe ) HIDABE (1,

2 BR

2.1 ZHES L sm e A K69 %0m 400 mL/LA
TR I 41 W RE S B2 R IT IR 2, 284, SR
SRR Z, e G T A, 600 mL/LAIKE
N &4 i i ] (7] 28 8 ek 2D 900 m /LA R JiE
IF 208 Yl I 1) S AT AR T (1 D).

2.2 SR LR e BLAE A 6% ee AT
PS4 M3 d, 40 i o> 24FR 20 W AR TR, IE
AR IS 40 i R A A, 000 A L I AR 4 2
3240 LT 43 BN 2.5%; 400 mL/LAIK I 5
IEH IR AL, AT IE R4 REos 2,
ZAA0 1  53 BN 3.3%; 600 mL/LAEIK I 55 1E
WA EA L, AT IE A A i Eok >, 3
YT 7 HA 1.3%; 900 mL/LAE K JBE I K #8 29
SMIAE T, A0 A0 5 1 AR B 4 A L, A
T IE 7 240 AN O BT Rl b, e DL, H ] R
Y. AR IR S T 76 dJE 4 I 28 14324, 400
m L/LAEUR S 40 70 2445 50 5 1 A LB ]
ANIE], 600 mL/LAA A S 40 i 73 2 FR 400 1E 4]
EL A TE B AR TR, (HE 2 41 i A% A2 K5 900 mL/L
SR P I 4> A0 AE T, 735 40 i 5 1E 5 44
WP A AR LG, AL T 1E 43 24 1A 40 M 50 5 1E 4R
FLAETE W AN [, {ELES 20 40 A% AR K (12).

2.3 H A LR ik SCH ¥ SCEEAL
T-Caco-24H i 1 2 i J5TFN 40 M b, 77 1 5 48K
JE S C-BHPE 41 B 27 490.1%-0.5%; #£400 mL/L
SR P SC-BHPE A A 40.4%-0.8%. #£600 mL/L
AR SC-FAVEAN I 25h 0.2%-0.7%. S JE
>600 mL/LJ5 SCHIZKIE B 98D, 7900 mL/LA
R HR AN DLSCRH M 41 o (113).
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Abstract

AIM: To investigate the correlation of P53 and
Ki67 protein expression with the clinicopatho-
logical parameters in gastric cancer.

METHODS: A total of 1107 surgical specimens
of gastric cancer were collected from the Fuzhou
General Hospital of Nanjing Military Command,

www. wjgnet.com

The expression of P53 and Ki67 was examined
by immunohistochemistry in 775 gastric cancer
specimens taken from patients with complete
clinical data.

RESULTS: The positive rates of P53 and Ki67
protein expression were 46.84% and 78.97%, re-
spectively. Higher positive rates of P53 and Ki67
protein expression were noted in intestinal-type
gastric cancer than in diffuse-type gastric cancer
(54.7% wvs 38.0%, 86.0% vs 70.0%, both P < 0.05)
and in well-differentiated cancer than in poorly-
differentiated cancer (54.7 vs 35.4%, 87.0% vs
67.2%, both P < 0.05). A higher positive rate of
P53 protein expression was noted in gastroesoph-
ageal junction (GE]) cancer than in gastric cancer
(53.7% vs 41.9%, P < 0.05) and in cancer without
distant metastasis than in that with distant metas-
tasis (49.0% vs 30.3%, P < 0.05). A higher positive
rate of Ki67 protein expression was noted in inva-
sive cancer than in less invasive cancer ( 80.3% vs
60.4%, P < 0.05) and in cancer with lymph node
metastasis than in that without lymph node me-
tastasis (81.4% vs 72.6 %, P < 0.05).

CONCLUSION: P53 and Ki67 protein expression
might be associated with the development, inva-
sion, and metastasis of gastric cancer, and can
be used to evaluate the malignant behavior and
prognosis of gastric cancer.

Key Words: Gastric cancer; P53; Ki67; Her-2; Im-
munohistochemistry; Clinicopathological parameter
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Abstract

AIM: To investigate the correlation between the
expression of tumor necrosis factor receptor-
associated factor 4 (TRAF4) protein and tumor
onset and evolution in gastric carcinoma.

METHODS: Tissue microarray was used to
detect the expression of TRAF4 in 45 gastric
carcinoma specimens, 45 tumor-adjacent tissue
specimens, and 10 normal gastric tissue speci-
mens. Cell apoptosis in TRAF4-positive gastric
carcinoma specimens and normal gastric tissue
specimens was detected by TUNEL assay.

RESULTS: TRAF4 was expressed in both the
cytoplasm and nucleus in normal gastric tissue
and gastric carcinoma. The positive rate of cyto-

plasmic TRAF4 expression was 80% in normal
gastric tissue, 93.3% in dysplasia, and 95.6% in
gastric carcinoma (P > 0.05). The positive rate
of nuclear TRAF4 expression was significantly
higher in normal gastric tissue than in gastric
carcinoma (70.0% wvs 35.6%, P < 0.05), in highly
differentiated carcinoma than in poorly differen-
tiated carcinoma (71.4% vs 26.1%, P < 0.05), and
in gastric carcinoma without lymphatic metasta-
sis than in that with lymphatic metastasis (52.4 %
v5 20.8%, P < 0.05). The apoptosis rate in TRAF4-
positive normal gastric tissue was significant
higher than that in gastric carcinoma (75% vs
37.2%, P < 0.05).

CONCLUSION: The nuclear expression of TRAF4
in gastric carcinoma is suppressed. Decreased
nuclear expression of TRAF4 was positively cor-
related with tumor differentiation but negatively
with tumor metastasis in gastric carcinoma.

Key Words: Gastric carcinoma; Tumor necrosis
factor receptor-associated factor 4; Immunohisto-
chemistry; Apoptosis
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Abstract

AIM: To investigate the clinical significance of
the expression of TSLC1 (tumor suppressor in
lung cancer 1) and MPP3 (membrane protein,
palmitoylated 3) in pancreatic cancer.

METHODS: Immunohistochemistry was used
to measure the expression of TSLC1 and MPP3
in 10 normal pancreatic tissue specimens, 12
pancreatitis specimens, and 37 pancreatic cancer
specimens.

RESULTS: The positive rates of TSLC1 and
MPP3 expression in pancreatic carcinoma were
significantly lower than those in normal pancre-
atic tissue and pancreatitis (21.62% vs 70.00%,
75.00%; 27.03% vs 80.00%, 66.67%, all P < 0.05 or
0.01). The expression of TSLC1 and MPP3 was
significantly correlated with tumor differentia-

www. wjgnet.com

tion, lymph node metastasis, and TNM stage in
pancreatic cancer (all P < 0.05), but not with gen-
der, age, tumor location, and pathological type
(all P > 0.05). A significant positive correlation
was found between the expression of TSLC1 and
MPP3 in pancreatic cancer (P < 0.01).

CONCLUSION: Down-regulated expression of
TSLC1 and MPP3 may be involved the patho-
genesis, progression, and metastasis of pancre-
atic carcinoma.

Key Words: Pancreatic carcinoma; Tumor suppres-
sor in lung cancer 1; Membrane protein, palmi-
toylated 3; Immunohistochemistry

Liu ZQ, Liu XL, Gong FL, Ren XF, Chen C, Li L, Pan ZH,
Yuan LL, Chen R. Clinical significance of the expression
of TSLC1 and MPP3 in pancreatic cancer. Shijie Huaren
Xiaohua Zazhi 2011; 19(4): 379-383
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JrAEBHPE XS, FHPBSAR R — /e B PEX .
1.2.2 TSLC13# &, 45 R e F) b d7 o A PEXS
Jr ARG, TSLC1HR [ LAZH [ 5 55 40 i 5 4 H I AR
T EA ORI T Ky BH PR A, SR UE Vi
NRENLEEC O LET, RS T 47200141 i,
o R A0 SCHR[S] 77 72 1F S5 BH 1 4l e £0<30% 4
B (-), BH 40 B2 =30% 4 BH A (+).

1.2.3 MPP3 % & 25 R F| Wi A7 4£: MPP3E 1 LU
SR A o 0 SRS A DT Ay B 4 . e
g5 BAIWARUE i e g et smBE T4 04324
Toth, 15 Riksita, 20 HERT A, 350 iRt
o, FEAE S EE T (X 40015 WK1 BEALE
IS m A B LT, v 40500441 /A ET, JEih2
50071, F&BHESH M BT &7 0 Atk 4 04 9]
P, 143 J BHPEAN I<10%, 243 4 10%-50%, 3434
>50%, Heth i 5 55 S VAl 1 e o3 B iR el =23
h o2 AU BAPE(+), 5 WITE o e 41 234k
ZHIEC).

Beit#hb3R KHISPSS13.0 for Windows%:
VIR AT AT oA 560 0 DU s 22 (100K A Ak 2572 14
TSLCIMMPP3 % 1K 1A 5 & SRR 1 AH H
K%, 1zHSpearmantix RECK AW TSLCLAN
MPP3H I RIAZ A AR KR, BAP<0.054 7%
RAHGFE X

2 #R

2.1 TSLC1/e B MR L, MM X 5 M5
g p ey Rk N S ARG SPYE R I T
TSLCLAE37H g s 12450 JB Jit 28 Fn 10491 1
MR 2 2R T ) e A R IA T L. A R B R
TSLC1RIE EANT T 41 PRI B 40 f Py, AR5
ORI ). ol 1E IR 4 2R b A 7491 5 FH
Kk, PHYEF H70.00%; 12060 R IF 5 A E 479
o S S PRI, B PR 2R 75.00%; 7537151 ik
W R PERRL, B3 421.62%. TSLCIAE
e M 5 JB R 98 2 T, DA R IR I 5 1 J R
LR I RIS i R 22 7(P<0.05, K1), X)
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R 5 mAIH 4 5
. KA T A
R BHTSLC1EMK

1 TSLIOZRBEAERRIRBRRIRIRELR R POVRIKISPIE x 400). A: FHI:; B: BAME.

—— g

‘h

2 MPP3EBHEIEERRANNIRIREARPEVRIASPE x 400). A: FHYE; B: Bt

TSLC LR 21 23 14 2 55 5 1 PR BRLRR A1
HEAT R TR0, &5 0 B0 H: e TR A8 b g o AL R
FE L MG R I TNM W7 B 2 5
(¥JP<0.05, 32), M50 PR AL AR B
ST I(FIP>0.05, K2).

2.2 MPP3 /2 % MR AR 2R 2% . MRAR K 55 PR AR 20
oy FaR N S LAk 2 S PV I T 3741
N JBERRSE  124510 JBR IR 28 F1 10451 1 JB iR 4 21
MPP3IRER S K IE NG DL, 25 R W 7R: MPP3JEfir
T MR AN B BT A, AR RORL(&]2). 110
B 1E R IR 2 A7 88 5 FH MRk, B2
80.00%; 1215 JEE R 46 4 23 v A5 8431 5t FH 1k R 05,
BH 1284 66.67%; 113741 [ i th 47 10451 52 BH
PERIE, BHYER H27.03%. MPP3LE i i 15 g
iR 98 2 8], DL R B 5 0 TR 0 23 b i 3k
IEAEAE i 3 P 22 5(P<0.05, #1). X TSLCIAE
e 2H 2R e ) 2 5 DA SRR AR EAT R T A
5, 4 R RINILRILAE IR AR S L k4
R A TNM A A B3 M 22 57 (39P<0.05, &
2), MS5FRE Ve SR B4 BTG OG (3
P>0.05, 2).

2.3 TSLCIAMPP3EMARJELLLA P A0 % &
R A2 P TSLC 1A 1B % 4 18.92(7/37),
EMPP3 [ R E B %627.03(10/37), FHo<E:

www.wjgnet.com

& 1 TSLCIFIMPPITEIEERARABLR. FRARSSRIRRAREELHLR

thHYERIA

paxi:) n  TSLCIPBIERRIAZR MPPIPEIEFRIAR
[ERRIRALR 10 7(70.00) 8(80.00)
RIRKABLR 12 9(75.00) 8(66.67)
BiREaAR 37 8(21.62)™ 10(27.03)*

°P<0.05 vs FRIFISLALT; °P<0.01 vs IEEBRRIRALR.
(r,=0.715,P<0.01).

3 iMie

TSLClE A& T sk A M K%k, tisk
DX I S IR R (X = 9 20 2 . v i o X
BOETSLCURFEAE T BT 6 75 (1, &4 5 i A
P FICRL, HE—AFERM(protein 4.1/ezrin/
radixin/moesin) 4% A AR —4~ PDZ(PSD-95/Dlg/
ZO-H&5 A EAE, Itfie SAHN & FIDAL-1/4.1BF
(BOMAGUKES & R IR TN . Kuramochi%s!!
HRIEAE L 17 % ) S e R W B TSLC1 I A%
Tt (loss of heterozygosity, LOH), 72.7%1]Jif
IRsE i R TSLC1ERIAF S, S 4h, Jansen
SEUVRIE ST R PLAE I S A L g, JB IR L Rz PR A
(PinIN), LUK 2 B s 40 itk h W ASPC-1,

M P ey Rk, &
M5 MRS
JRo% 2R F 1) 64
* % % 5MPP3%&
G F A AR Rk,
HHTSLCIAR
JE R E KA K
J P oG A R BT
B 5 F AL
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;i ﬁ %s%m ] SEAE I, 5D1g4h AL S A PDZE K )
MPP3ZEH;%)L?J-§:':P %E&”ﬁ?hiﬁ%rhﬁ“\?ﬂMAGUK, EEW?QHH@
WA AP T HERAL, 2 5 RS 51 2 IR, CASK,

IR, RN
T MTSLCI4E 5
8 B N T B
FHAERELET
Ak

. y TSLC1 MPP3
RRRESE 7 o) AE B0 AE
M3l

= 25 5(20.00) >0.05 7(28.00) >0.05

T 12 3(25.00) 3(25.00)

TR ()

<45 9 2(22.22) >0.05 1(11.11) >0.05

>45 28  6(21.43) 9(32.14)
PO

fRKIE 17 2(11.76) >0.05 5(29.41) >0.05

RINE 14 5(35.71) 4(28.57)

REE 6 1(16.67) 1(16.67)
DMERE

[=Vaild 10 5(50.00) <0.01 7(70.00) <0.01

miyyiRd 15 3(20.00) 3(20.00)

Tk 12 0(0.00) 0(0.00)
SRR

= 18 1(65.56) <0.05 2(11.11) <0.05

7C 19 7(36.84) 8(42.11)

JRIE DAY

BINFE 35 6(17.14) >0.05 8(22.86) >0.05

Hith 2 1(50.00) 1(50.00)
TNMAHR

| -IlE8 20 7(35.00) <0.05 9(45.00) <0.01

h-IVES 17 1(5.88) 1(5.88)

Miapaca. PL-34, ¥J 0] K AETSLC1HEL iy 4 5
(1) R Ak, 10 I IR g 1¥) & AR 5 5 Cp G By 1
BoA TN TSLC 1L s 524, B 1M 4k il 2R %
DIAHSG. TSLC1ZRE WL T-60 55 o Jl s 71 4 1) 22
Fofo b Je 20 2R B804 i, GG 22 WL T L 2R VR T
FEE R AL 2 DR b B4 0 A g — ol 4 9
DA, TSLC1I 2R 36 7 1B i vh R 45 T AR H.
TSLC1 ] fig 5 Bl () A= 02447 Oy, s 220
AR, AWFRUE R, TSLCIRIA S MR 4
TORERE, WhEL 4556, TNM2) 14 K(39P<0.05),
M5 EE RS AR IR SR LA S0 # 4)
RICKFIP>0.05), BEFT4s AR5 EAMIA SRR
T3, ULBHTSLCL AT g sgma s ik A2 &
Ji& . H%, TSLC1R AT A A 40 W ok e s
FEFE — AL AP b,

MPP3EEEAL T-17q21, MPP3 &R A th—X
Lin/Lin7£5#318(L27), —ANPDZ&EMIR. —
22 R A PR S5 R IR (SH3), Al S R i
A IR 45 R 3 GuK) ALk, 128 15 R e 2
Dl [ [P, WF5T %K WIDL GRS il F g - 7 K
125 240 1R 11 240 PR RR P T S B 40 A K v R 3 O

MPP3#IPals2fllsyntenin&EMAGUKH H H A K
LTSLCIZE A A, wl g sk, Fu-
kuhara$“7ENS CLCH JH I BEXL AL 77 6 35 A
RINIFE LA N AR SMAEIE S TSLC1 5 MPP3
M TSLCIPDZES W IAH HAEH, Z 52840
JE T I 5 R B g R, 2 b ) — b B B RIS Bk
SR, g R A D A0 &G BT B0 1
&4y 1k, TR AT MP P3N AR X AH SR
T8, ARSI ST T MPP3LE R R 4 4R 1) =
B 45 R B RMPP3RIE 5 R 4 1 R
FE, RS R, TNM A A 2 (349P<0.05), 15
SRR AR IR A LA R 3 43 G
K (FIP>0.05), BiIIMPP3 1] e e it (1)
ORI R, dEPUESE TMPP3& )T
TAELE R S A

TSLCI1. MPP3MIDAL-17E40 il h i 47 &
AHEAE FH, ABA5 3 =0 2 — P 2 40 W e i if 23
B FICH TSLCIM R Z i AR, ZEA S
MPPIAIE (14 1R =0 AW S 52 40 i
AR, I —Fhis i A 3 R N eurexin ]V 3L 5
TSLCIMJFTIX 5 F AR, S DIghIE F14.15)> 145
T ABLIFI Coraclef] HAE M. X4 55 5
Oy BEERE, ot A rh b A AR I I R
W 3l A7 A T HESI ) IR R B e, DR AT
HEMTSLC1, DAL-1/4.1BHIMPP3A] A2l 1l =t
SEY, FLFZ 5590 R O F R R4
WINLRYTE B, FATTH] S B A 2 22 T3 VEWE L T
i Bt v P A S R 0 Rk A B R, 45 R
7R TSLC1 5 MPP3 7 i i 41 23 b 04 & IEAH
F(P<0.01).

M2, TSLCIS5MPP37EBIEA L FRIE T
W Bl R, P 3 R IR R IA S 34 5 R 1
TRFERE . R SE R RS M TNM A I 26, JF HL
HHAMENE. TSLCIUE AR GESMPP3 1L
2 5 MR R A R IEMER, —H K1
BT Rt — B
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Abstract

Fibroblast growth factor receptor 2 (FGFR2) is
a tyrosine kinase receptor of the FGFR family
and plays an important role in the progression
of gastric cancer. FGFR2 expression is closely
associated with pathological type, clinical stage,
lymph node metastasis, and distant metastasis
in advanced gastric cancer. Monoclonal anti-
bodies directed against FGFR2 can inhibit the
proliferation of gastric cancer cells and, when
used in combination with chemotherapy, has a
synergistic effect against gastric cancer, suggest-
ing that FGFR2 is a potential therapeutic target
for advanced gastric cancer.

Key Words: Gastric neoplasms; Fibroblast growth
factor receptor 2; Molecularly targeted therapy
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fikj L
PR Y 4l Ak K B T2 AR 2(fibroblast growth

factor receptor 2, FGFR2)VE A ms 4 4 4m it &
KB F 2 AR BE R BRI 2 R R 2 —,
SRR EAR R AR, 5 R R
E SN Y B N NI B 2 X ik
%. B FGFR2 T #ATH K SRR A, 4
2FFGFR269 % £ 5k 3t FGFR2 3 & ik X 7%
188 B I 2m M B 9 64 3R AR R BR ALY
BB e ek LA M EAER, B B
FGFR2A &7 de. 506 7 e 0 B J& LA B 4F
89 5 A B .

Kedin: BhE; B EEm A RKETFRE 5T
BRI

NI, BR2T, FHER. FGFR2: HERASEIRED . HREA
WILZYRG 2011; 19(4): 384-388
http://www.wjgnet.com/1009-3079/19/384.asp

03I

AT A R e A ATy g 1 S EA K
V-, AT TR T e S, RS
B 3A Y. KM LSRR AHEF RV KOsy 7
ERGHEIRIT BN H, JER U RSB A%, &
MISTEAAE AL N 10%-15%. B IR 2+ 44
FWETC A KRN, R I 25 0030 97 o AT 14
AL P ) SV LY TR T lIC o7 ]
B VAR SR IS il g s e 1 T2 %0, Jf
Ao 5 Z A KR 53158 1m) 25 ) an B0 38 5 AR
KK 75242 (epidermal growth factor receptor 2,
HER-2)%¢ 7 P48 1) 16 97 245 4 ith 2 Bk 3 500807
FHAf 3k AHER-25 260 B R 97 TN R4,
SRR T RGN . AT A A e A
K K752 #&2(fibroblast growth factor receptor 2,
FGFR2)E A 1t 2 R Il 52 A4 -1 I e 1T A 1)
JERG PR > 1 Hete . UGS KA T R0
PIM DG, ARSCH 455 FGFR2 M5 #4 5 D BB AT
ZRIR JLAE A IR R ST I 231 8L R B R T
FIFER].

1 FGFR2BVEEH SINRERR
N AT 440 A K X152 4 (fibroblast growth
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factor receptors, FGFRs)& K HA H S iR
AT T TR T S R G S AR K. H AT e h
LRI T 4R, 3 & FGFR-1(flg). FGFR-
2(bek). FGFR-3(flg-2)FIFGFR-4(fgfr-3). A1
AR EEREAERAMX K X % I S R U i
B X, b AR DX 34 F g% BR AR 11 (1)
BEDX (43 i 4 D1, D2AID3)4 ™. FGFR 1) 5>
A NV k. P FGFR-1 2R e P k2
PR LU A TTFGER-2 &8 P Ik 22
PRI LUh 55 ; FGFR-32E7E M4 K & M
HEh A RIS, FGFR-4ZEA4E/N R B INH A
W2 Rk, [RIB R A TR . L i
NS AU S (R (N ROR AR e i OB N T N
A DA K 4 580 440 P 3 2 S E N 1) 2 B AR S A
oK. I AR FGFRSTE IR K AR R e it /E I H
A BIRFI) 12 K,

FGFR2 &R Hbekf) 2k ), 5%
ol Jl 21 ¢ 41 g A K A 7 (fibroblast growth fac-
tor FGFs)FGF s H A7 i B 55 17 1) %5 JIE i 24 1R
W2 K. FGFR2AUD3X 344 8 F4win, I
mRN A [P BY BT D 31X (1) Coify 1y v J& 7]
ARIX, A B P T A5 R (1 5 SR A JJF GFR2-TTT
bk FGFR2-Ic W F A, FGFR2-IITbF: E 7
b B i 2255, FGFR2-1Mle 3 B AE 7] 5t 40 o
Hik. 18 MRk (WEGETRIF GF106E4s S
G FGFR2-11Ib, MFGF2. FGF4. FGF6.
FGF8FGFO N4 57 M G FGFR2-1T1c™. FGFs
2 AR 25 G J5 A 52 A4 B P B TG 2 R Wk ik
R A R i S R R AL VS, Ak il i 2 b il
WA 4% 3 T DG AL it H i )
FGF5 21 MU Sl A (1)PKCHAT;
(2)Ras/Raf /MEK/Erki#1%; (3)JAK/STATEE1T;
(HPIBKIEAE. A2, FGF(E 5 nl s 8 11
B Erk 1A Erk2, H U0 % PR FRF AL I R] B 2T
S 4K F-(epidermal growth factor, EGF)i5 &
(I R A YRR R 482 T T S [ 4 42 (R G A IS
IR Myc. Fos® WL SR, (R A4 G
BB R 555 ]IS F GFRIBERR A, 5 38 1] 1 4520
NG A% P 4 A O,

FGFR21E 2 Pl NG g #18 H B s ik,
LN P48 ol M 5AR (F GFR2E B 8, i, 3L
Jiges, B S AN 1 B A g A5 i R i e
AFAE, IX G IR 1 1 e R A2 e 4 3 A L =
FEREVE BOFERRTY. LEMRVEJRE . WA, o R A
AR B3 I R T, FGFR2IME 55 K%
53 T BRI AL 16 1 5 3 R A S (1 A SR BUf e

www. wjgnet.com

KE R AR, R EPME M FGFR2bRR, S HOE
Z B VR MR 2 B AR I AL R, S8R
S 18 JEE A A 2 18 A A A A T (i 3k A 2
S I R BN AT XS GER2 VAT #E S
FH SIS0 BB HE B S KR T R Bai e N H
FGFR2-ITb 4 - PEHTRGP369, ik 44 Py Al 4
ARSI KR ITF GFR2A5 5 76 Mg b VB L. A&
PRI A A S 56 5 3R W G P369 REFN I F GFR2AL
A 1) Tl R A 7K~ B G T U TR S 5 38 % I 40 161
FGFR2 5 31 40 fa 14 58, F 5045 K2 00 5 1
5 [F GFR25 ‘5 70 I8 (¥ R A Fn g & v HA
LAEH, LAFGFR2AHE s ) He 40 I L6F GFR2
A B BAT A AT MR RN

2 FGFR2EBEEMZTRZENXR

T i (0 A R B A — A1 22 TR 35 T TR AT R
(H.pylori)i&F . $hhid 2 55 5 38U L N s L
P A W7 35 AR B 2 3R 0 1 5 384 5 80 P 2
P T I R 2
W Bl . FGF7 £ I 50 214 40 1 23, 030
T 240 LB B, G I 0] SR YT B R I ) v
B . Hpylori YLt E /i 4 I FGF &
FGFR-2(W 1 [ RIE VT BE S H. pyloril& G 5UHE &
1 Rz 41 s AR A o AE 2 B e A i R
UTMKN74, MKN45, MKN7FIMKN 1 4 47 4F
HRIAIFGFR2!.

FGFR2M It FE 2k J2 1 2 I e 1) 3800 A
FZ—, JUHIG B o A 1) B i O R TN ).
FGFRHFGF R FHIE 155 73Uk B F 43 WAME 5 IR %
J2 T g o P M T I A E. WFSOR IS R
A 4> WA IR W F GF7 nl e 3k B8 e 4 M 2E K, 4
i S B R, F GFR2-TTTb R I8 R BB v, 1T
R4 R R INFGFRFE A, #E—2D 5y
M S AE RSB HE— DA S, $i] FGFR2MBEIRAL
WS, g A A K sz A,

FEE RIS h SFGETH & E M Y
FGFR2m KIA, R W AER 0 M i (1 2 e i 72
"WFGF7/FGFR2IE % K #E35 T EMAE . Peng
PO IR R IFGFR2 M KRAS. MDM21E B
et AP 1B IR SO A 1 e e i R i AR A
BN, TR e R R R A T O . I
HFGFR2E B0 . HBEDML. 5%
P s Pt 8 98 M i 55 4 41 F GF2NIFGFR2 K 1%
AKCEREAT /30T, 4 SRR B i A 2 i 3 3Rk
R T ALL, H SRR A OE, 41
/REGF2HIFGFR2IM KL 55 B 112 28 S e #

Wi £#E

F IR F W AT
% FGFR2E B
S L LR P g R
F A FEHTT.4%,
J+ AFGFR2% &
FiA 52 ERE
B IR oA &,
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2 5 FGFR2#9 4
M5 e s SR
LR EtET
RARGER, ik
AF afiX — e b 3t
TRRABAR, 2
A — AN A @ AR
FGFR2E § %
Ko Ax A .

41, Wb FGF K H A2 RF GFR2LE B AN )9
A RIE, 455 W RbFGF S5 FGFR2ENGME &
FMEE R L. RS R R R
RBE b R 21 2 R I, A R 0A SR AH G
P, FGFR2KIA S B IMRIERE . A LkE
S5t . A LIRS S  TMNS 1A 5%, Katoh
USRS, fETRIEE B, F AT FGFR2AE A
(F3g™ 1R o R TA . T I 2 B R S5 e 2
FGFR27E B 423 rh 1 B P R IA % 4 77.4%, IF
HFGFR28 ARIA 52K B S 34 W %
(P<0.05). iX 5 Hattori% > i 71 38451 K 43 411
A A 2041 R R IAFGFR2 1 LA AH T

3 FGFR25BED FHMETS

BFXTFGFR2 (1) F 5 [ BRI I s ATFGFR2
e A BTG T S e At B B S A .
75 40 i R Katolll, Snul6MOCUM-2HAE7E
FGFR2 It i 2 15 Rk J5 W S IR IR AL 5o
[IF GFR2/N3 14 1) 7 SO F GFR24™ 14 41 i
R AR REPE R AN A SR HIE F, K atollT4:
KA, M7ESnul 6F1I0OCUM-240 g b U B 2 15 5
NPT . Zhao% % S FGFR24 1 GAL-FR21,
GAL-FR22MIGAL-FR23 4 1 3% B 5w B i 44,
5 FGFR2-IIIbATFGFR2-Ic IV B4y 454, MM BHL
1FFGF7THIFGFR2[M 45 &5 fESNU-16FM10CUM
M4 i 2R S AR A R AR A, R T
A Sk AR R .

EIXTF GFR2FHGLER A A0S T AR AMIF 7B i
HT RGP N T ST FGFR24IFIKi23057
55 ST A da H AR A 41 5256 vh 5 B0 Hh ot 1 9 4
W EL A P ) — S0 . S AR by — ot 5 80 Ik g e
(5-fluorouracil, 5-FU)RIZSY, IR iz T
B AIT . Yashiro®:P9 DL i (scirrhous
gastric carcinoma, SGC)XRIFAI4 it RKOCUM-
2MLNAIKATOII LA K St s 1A () B 92 41 i
ZMKN-7HIMKN-74 #5755 %, RHMTTiE
R ISAS NGy 1B P LK 123057, #F R e,
BB, ik e siS U 12741 4 5-FUN &
1A I E R, 45 2R W RKi23057M15-FU
&8 FH BE R HOCUM-2MLNFIK ATOIILAH g
) — &L RE i U (dihydropyrimidine dehydro-
genase, DPD)[JKIE . 38 N4 a2 Hp27
R ik, 3B CalcuSynik 40 M 4 L
~Ki230578% 4 5-FUXOCUM-2MLNAIKATO
11140 i B A Py [ o £, i Je & e, 4% 471

JEAT B2 OCUM-2MLN /] SRR A 42 S 1R11/ 88,
Ki23057/%1F i, Ki230574£100 nmol/L/KF- 7
HE 0 A 40 fO CUM-2M LN () 851 FIF GFR2
T MR A 7K T LA S 5 (P ), i o R il s
A0 = P EB A AR, S STHIK 23057
A PR P S 17 5 55 S8 5 0 DA e e ik
EL 5 e R (1 A L T 2 4 SRR I I A
5-FURIKi23057X} =R IAFGFR2[WSGCIf 5 /&
— AN R R IT T B Kim&5EP oY [ AR
FKWFGFR25Myc X EGFR A/ HEJiE 1 1 i
JIGAE N S-F UL J 18 C F 7 S A7 Jia BT (¥ ¥l

WA N BB EFGFR2 W] g EEFGR K ik
PR A KuniiZG ™ 0F 98 R BLEF GFR2Y 1Y
0 2 [F] I fE fEEFGR HER-2FIErbb3 1) i1 1
M4k, EF GRIEIR AT i e B F GFR2 ¥ L s FE 47t
PP, AR AR JE Bl D Je P 4
i, $27REF GRE MM & 1k FE ™ H IFGFR211)
TR RRIER T E20094F 1) 36 [ 1l A Ji 984 27
4>(American Society of Clinical Oncology, ASCO)
s b, o A R 0 — T2 b Bl LR R
AR R IR B (ToGA) FoR, X THER-2FVEH
P (5, HER-24¢ e MERE 10 V67 2549 1 22 2R it
fe 7 TR LG R SR 25 B 3. S5 R BoR, gl
Pz AT AR AR LG, M Z Bk AP S bR HE AL
77 A AR T A B K26 %, ot AR A7 I 4E
£:2.7 mo(13.8 mo vs 11.1 mo, P = 0.0048), &M
RO 12.8%(47.3% vs 34.5%, P = 0.0017).
W15 BT W, HER-258 BH 1 338 3 1] 3k 5K
AP AL, BAEAFIHEK 116 mo, JET X%
35%. b4l X F GFR2 M 1] 25 ) 7] G2 8
FGFR2&E ik, H 4 REGFRERILM B EHGE
VAGRES T

Bk, 72 IA 1) g 40 il R P F GFR23#
P8 AT e 55 A N R AR K R A5 S Tl B R e-Met 2
T AEAEAE XA . AZD2171 52— iR i R0 %
P AL N R AR DR A5 5 A 390, A R4 o1 e
A M P B A R 2 AR R IS A R . Takeda
SR R A A A Y AR IS I EE T AZD217 148
PSR IEH. 451K WAZD2171/8
PANHIK ATOIIAMOCUM2MAN i Z, P43
H#1C,,(50% concentration of inhibition, 1Cs,)73 7l
40.15810.37 wmol/L, T EGF RIS % 1k 0
70T AR JE, 10 S P C RN G 58 B 4G )
45 R UK AN i R = R IAFGFR2, AZD2171
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Abstract

Hepatitis B virus (HBV) is a member of the he-
padnavirus family and can lead to severe liver
disease. HBV has a very high genetic variability.
Currently, eight genotypes of HBV have been
recognized, and most genotypes are now di-
vided into subgenotypes with distinct virologi-
cal and epidemiological properties. In addition,
recombination among HBV genotypes increases
the variability of HBV. This review summarizes
current knowledge of the epidemiology of ge-
netic variability in hepadnaviruses and, due
to rapid progress in the field, updates several
recent reviews on HBV genotypes and subgeno-

types.

Key Words: Orthohepadnavirus; Avihepdnavirus;
Hepatitis B virus; Genotype; Subgenotype; Recom-
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ik 2

T AT % % (hepatitis B virus, HBV)Z % i
DNAW & R EZ MR, Pl Aaizie
A gm A I K BT %38, AT, T2
FEREEANRMEENRRK. ELIT, BATRE
B LA X EH£20007 A, £ & EBILH
BERAR B AT AP MZ — HBVAE
TFERZ, ASMERA, & T meFeiss
FRFHE, SHATAS ARG EAR LA,
7 SPDNAK R A 09 3 5 ki Ta A\ A
LYW T AAFRIESEHBVEA R A L & gmit
Bk FFEW. ARARAHBV S RATHRFH
FERR, R BFH 0GR B 45 S fe MR
E. KRLZR T KA R, 1EHBV
AMFaEE, ARASARNEA, T4AR
A HBVA R A 697475 34 S A ZHBV A
B A5G RS 7 @

X213 AFEIFDNAMRER; BEDNARKER;
CRIFF RS, EE R, BE LA, EHERER

PRSI, JNERY, BRI, CRUFTRESERE. HREAEK
ZA6 2011; 19(4): 389-393
http://www.wjgnet.com/1009-3079/19/389.asp

03I

LTI 48 993 % (hepatitis B virus, HBV)/2&Fg Jif
DN AJp £ J8 F 1) — AN ML 3. mE JH DN A
B ]G FL A 20 A B DN A £
HANFERA, IR A AT IR 751 (1 2= S i i
8%, 7y A, B. C. D. E. F. G. H*". i F
DNAL ZFEPE, ORI 2 3R A, TP
B2 5>4% . R [R] IRTHB VI R R R0 38 DR Y 2 A
B S F s o) A R A, M EHBs A gff s AT
X, AUFHE R HB VAR B ma ey g, o
SRAFF SR I, HBV [ 3 PR 70 B f of A Jse B Jit
T4 B R 2 100 1) 11 4R e Ok, 66 DR RY ) F 9 i

S A M K AR 6 —
A R . ERT
DNAY % & T &
i 3L M Ae
k. APEATDNAR
FHINARA,
4K H 4 A A R
B3 e £ 7 A it
8%, W TDNAiZ /%
SR, XA AR
SERAEA, X5
3 £ F>4%

[ R Re )
ERCE N & S
B EA K F KB
H—ERHELA
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HFRENBEHE

2011288H 519% S48

WAL A 0%

R AN,
HBV#y A H A &
RE VR A e R R
LR S EALRG
BARTFRE, AR
Ao B R R A &
FIF ST ATIR G .

AZHIFF AU . DU AR — 2534,

1 =5
HB V2 #75 XUHE ()30 5 S5 55, HHIE B7 0 45
21 %, HBVIF4NIT RS HE (open reading frame,
ORF)7M AP, X, C, S, flufi 14k 2 /b8 Ft AN 2
REMCIER 1. HB VAR DRI 48 v B RO P s, 70 520
(EFRRUS) Hiu S /s 32 B ) A e gt
ORI T LR ARSI 5. SFB I FDN A% & A
AR SRR oy 2 e B A Ll S s L R 4R
L5 2R 58 94 %5 (duck hepatitis B virus, DHBV)
YA

REFEIDNAJ B RARTE 3. MK
J&4r B HBYV, #R¥E1E Ty %4 HBVepz(chimpanzee),
-oru(orang-utan), -gor(gorilla)fll-gbn(gibbon)!'". &
W& IIFDNAJ 2 )& 55 AHBV [R5 751 L 4740%. L
PR BT 2899 8 (woodchuck hepatitis virus, WHV)
FIHLFA BT 28 973 25 (ground squirrel hapatitis virus,
GSHV)5 AHBVIg#EE, 7012 5 HAA17%. M
GenBank™H 3 51WHVHRIGSHV [#13 [K 41 i1 B[R]
U, BRI SR, I 5E S | A0 e
JUA B S WH VAR S bk, o ey 2 S
DHBVA WAL, 15 356 Fl % 1 HA H B 5
AR, 7EH A EVF 2 [ AN R 5 28] 43 .

2 HBVERBFERTEY
HRAEHB VAL ZH R 1R 41 (1) 22 e R 8% I,
SE S —NFERI, 43 o A-H 8ANEII. W &R
Gt AL BT D HB VL KRk — 5 41 43 3 1A
MY, BEDRE Y A5 7 41>4%. BREAIGHE D Y
24k, HABHB VI R AT 4y Sy AN [R] S A4 0,
AFERIT Yy AT(Aa). A2(Ae). A3, FEA
W A3SE AR S HB V/ER [ 3 1 55 58 A i X
SEPA R A A T . BRI AB1. B2,
B3. B4W 7, BUZBRITERZ /O X A% 03 R 5 CHE
AR A48 4, MB2A R A4 4. B1 X FRAB],
B2, B3. B4 }Ba; HABjEHopAife H
A, Badr A fE W HAb b [X . CHIC1. €2, C3.
CAM AT AR A HLER 0 A1 IR R T AN
FEDR Y 2 o) (R H Bk A, W DR R Bagit e tHC
FEDIARY ()50 o FE D PR T A N BAE R R . AR R [ ik
R T CEENI R ADEE R FE 4, X L AR A
HUS2/SHK AT, A HMS LRI ¥ 73 BT 45 Sk
8 DR TR DT 4 36 T C/CARNX L R (10 0 7 4 51 kg ik
RIAC. ZERAIDr D1, D2, D3. D4. JEKAYF
A4y WFL. P2 £EB, C, FATHIE K, HBV

FEPRA 413 215 nt. i T IERAEE A, JARLEA
RUSEDR 20 A KA AT 2203, HBV GE[K] 713 248 nt.
DAEIN Y3 182 bp. MAEYRRME . BRI &
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P AL A TR — A FE Y, Fischer: PV K
ISZFFIXAS WL AT, $ I8 % 5% K COUP-TF1
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X IX AN FE AU 45 L, R BRAT T
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Abstract

Intestinal epithelial tight junctions are a struc-
tural basis for the intestinal barrier and play an
important role in the regulation of intestinal
permeability. Increased intestinal permeability
caused by the destruction of tight junctions may
result in bacterial translocation, systemic inflam-
matory response, and multiple organ dysfunc-
tion syndrome. In this paper, we review the
structure and function of tight junctions, factors
affecting intestinal permeability, and measures
for improving the dysfunction in intestinal per-
meability.
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Abstract

AIM: To construct a yeast two-hybrid cDNA
library from a FAT10-overexpressing human he-
patic carcinoma cell line Hep3B.

METHODS: Total RNA was prepared from
Hep3B cells and used to purify poly (A) mRNA.
Double-stranded cDNA was synthesized from
the purified mRNA, ligated to EcoR I adaptor,
digested with EcoR 1/Xho I enzymes, and then

cloned into the pGADT?7 vector. The recombi-
nant vector was transformed into E. coli DH10B
to obtain a primary cDNA library. The primary
library was amplified and used to determine the
size of cDNA inserts through enzyme digestion.

RESULTS: The primary cDNA library con-
tained 1.03 x 10° independent clones. The titer of
the cDNA library was estimated to be 2.50 x 10°
cfu/mL, and that of the amplified library was
3.60 x 10° cfu/mL. The size of the inserts varied
from 0. 5 to 3.5 kb, with an average value of
about 2.0 kb.

CONCLUSION: A yeast two-hybrid cDNA library
has been successfully generated from FAT10-over-
expressing Hep3B cells and can be used for future
screening of proteins interacting with FAT10.

Key Words: Human hepatic carcinoma Hep3B cells;
Yeast two-hybrid cDNA library; FAT10

Yu X, Liu T, De HB, Li GH, Shao JH. Construction and
characterization of a yeast two-hybrid cDNA library from
a FAT10-overexpressing human hepatic carcinoma cell
line Hep3B. Shijie Huaren Xiaohua Zazhi 2011; 19(4):
400-403
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B M k2 EFATI0S 2550 5% 20 otk

Hep3B & B #F 3 4% A cDNA X%

Fik: MWATEmIeHep3B ¥ 2 BLERNA, 4
#HmRNA. A R % FEEM-MLV 5 Oligo(dT)
Anchor Primer4-51* Strand cDNA, A E.colf DNA
Polymerase 5 E.coli DNA Ligase¥fRNA%: & #
ADNA%%, & m2" Strand cDNA. H34cDNA
5FcoR 1 Adaptoriz 4%, 2K Jg MlEcoR 1 [Xho 1

BEATEE ). 4% A Spin ColumnikA4244cDNAL
pGADT7E k% 4, #AUNE coli DHIOB, 3%,
R I . R UG 3T BEAT YR S AL L T
%, B 5w EF AN R BRI,

LER: R ERNAKM ) Ho-F %, RNA
%F %, A 5F K& #400-5000 bp; R
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BRI ECDNA, ¥ e T K, R ik 3
103X 10° 21, R4 X 42.50X10° cf/L,
T 3G )5 0 R E #3.60X 107 cfu/L. 3NN B
KA #70.5-3.5 kb, T34 K 25 #2.0 kb.

it MBI RN ARSI LR Z R, A
JHIEFATIONER R G E R T T2 45

8218 A\FFE4MfHep3B; BB WZ3EcDNAY
B FAT10

THT, XK, R, TEE, BBTHE. ZI7RFATI05RIATE
BiEMRH e p3BEERIANAAcDNAS EEOUINEE. tHFREE A
& 2011; 19(4): 400-403
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0 515

Ji R JHT- 4 0 9 (hepatocellular carcinoma, HCC)
T AL NSRRI MR, kA Sk
N2\ ZRENS SR, 2R/
2R RGN AR B AR ) AN B LR,
KB FRIZ /282 % RGURe R 5
By K5 DA A R DR (9 08 S, AR iR 1
KA RESREPEEEEEN. Kz RILK
HE 2 2 RO di Rk, 15015 5 0 & 5l
HEZ M RThRe, wan g . T, 40k
W DNAB. L DyRem) 58 ol 3 20/ 2 50
M7=, WHERTFE. FAT10/E 02K 2 5K 5,
Bl 2 A e S5 0k g v A I, T ARA
Shy A5 3 TR R i v e A i AR Y, AH R AARAE
PLHI AT 2. AW M J# 282 BRFAT107
PN A Ak Hep3 B BF XA A c DN ASL
U TSEFAT 10AH HAF HI 4 1 S FAT 105E LA (1 454
MIReBE T H B,

1 #BR0SE

1.1 A4 940 Pk He p3BIW [ Hh Rt L it i
R, KT DH10B A A SE 5 ff A7 i /I
& AHycloner” ih; DMEME; F7IE K Gibeor™ i;
TaKaRa MiniBEST Plasmid Purification Kit. One
Shot LA PCR™ Mix. RNAiso™ Plus. ¢DNA Li-
brary Construction Kit. Oligotex "-dT30<Super>
mRNA Purification Kit. A-EcoT14 I Markerl &
pHY Marker#4) A TaKaRa 2y & 7= .

1.2 7k

1.2.1 tmfesddr: K410 M B T DMEME 7R (5
100 mL/LARZF1f3), 7637 C. 50 mL/L CO,%
PER TR

www. wjgnet.com

1.2.2 ¥RNAFRIE %52 % MRNAiso ™ Plusf
YEF WL AT, $RINRNA £81.2%55 Ta B 5t
JBE LK

1.2.3 mRNAFRE: #HOligotex ™-dT30<Super
>mRNA Purification Kit#/EF Wi B kAT
#RNA. bind buffer & Oligotex"'-dT30<Super>
WA, ARJE70 “C N3 min, ZHEKE 10 min, &
L. FB B R INA350 pL Wash Buffer, #0li-
gotex M-dT30<Super>78 /3 &%, FIIAFISpin
Column Setff{JColumn Cup', &5 il Awash
buffer#i &k, TR EL, 55 H50 uL 70 C AT
DEPC H,07¢ /3 &% Oligotex ™'-dT30<Super>, £
Oy, FE 25 EImRNA.

1.2.4 cDNAG AL LEH#: RATmRNAWKE
i EmRNARHR &, #%TaKaRaffJcDNA Library
Construction Kitfff F FMFEAT. FIF S s i
M-MLV 5 Oligo(dT) Anchor Primer?; 1% Strand
cDNA(1" Strand ¢cDNAG B ff 1 5-methyl
dCTP); E.coli RNase HfffmRNA-1* Strand cDNA
AP IRNATE iNick, B HE.coli DNA
PolymerasefllE.coli DNA Ligase¥fRNAHE & #t
DNA%E, 482" Strand cDNA. T4 DNA Poly-
merasefF WEEcDNA R b PIF L S EcoR |
Adaptori&E ¥z, Xho 1 M§); Spin Columnl 2344 fE
cDNAJ55EcoR 1 [Xho 1 WiV FipGADT7# 1A
147 1% % (Directional Cloning). Oligo(dT)Anchor
Primer: 5'-(GA)I0ACTAGTCTCGAG(T)18V-
3'(V: A or C or G); EcoR I Adaptor)¥-%1): 5'-OH-
AATTCGGCACGAGG-3', 3'-GCCGTGCTC-
Cp-5'.

1.2.5 LR 2552 B IEG E D HIFRRE10° S
10°6%, FRAWE B, B pL AWUINEI50 pLi¥
LB ARG IR 3, W4T, HU50 pL5100 uLI¥B
W, P HNERAT T 100 mg/LE K5 # %R WLBF
B b, S EBH20 min, 37 CHFRR. HHTE
TR, W SRR L, A KR cfu/mL = AW
BB PR TS EIX 10° X 10°, cfu/mL = (BWCEHR B
BT VR BPYR AR X 10° X 10° X 10 R 48 3¢ 1%
W RE, A ST SO 1S P AR . RS S
FERE10 pLEHINEI15 mL LB AR FR3EH,
WA, 48 50 WL IR A T 100N HAR150
mm 75100 mg/L2 N5 % 3 FILBFA b, Z R
1 h, 37 CTHEFE18-20 h. WAL BV INEI500 mL
LBH MRS, a0 %8 10450 mL B0
BRSO, K JslhA SCEL T 10 00041
1 000 000F e, Ak A 3= B fa 4P, e 41
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1360 8s 6
1397 658
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489 o
267 80

B 1 ERETEMRNAFIRNAGE. A: mRNA; B: RNA.

SCEERRGRE, FLRRETHEE, Tk 5 A SO B
T AR ).

1.2.6 I BEPCRYEE: FHHLPRIE T 1673
SCREREATY 8, FREUTURAE B, LA IE
X: 5-GGAGTACCCATACGACGTACC-3', [z X:
5-TATCTACGATTCATCTGCAGC-3'#47PCRY”
14, FE30MIEIR. H1.0% [R5 IR W B e v A .

2 BR

2.1 ERNAEmRNAFRRE e SRNAZ AT
F vk o246 W S (AT 28S 5188, Ui ERNA
PR LT, B /D> H Ay 5832, RNA A, = 0.120,
HIKRPE 5096 g/L, Angy = 0.063, Ayg/Arg = 1.9,
RWIITHERNAZESE & FLUK S5 R Wos il h 73 &
mRNA, FIXF43F 4 400-5 000 bp, FF4#H:
JEEER ().

2.2 cDNAG AT E R 4R B NXEECDNA,
5 uL PCRy“WdkAT BEEHE Ik 40 #r, 454£0.3-5
kb R IRECIR &y, TR LA AU e
FFEmRNAFRT W ) 5ealy, B BLERR G, iRl
JO [ B ngR T, & DN A, 746 £ PR
EOR(E2).

2.3 XERELER LR EIES.03X10° 70 FF,
JEL4f SC PR JE 492,50 X 10° cfu/mL, 3195 1) 3¢
JEHE 43.60 X 10° cfu/mL. $lA T BN
240.5-3.5 kb, “FIJKEL) 42.0 kb(1#]3).

3L

HCC/ 23R E Ty 5t b W H A H e %
PERIRT 2 —. WETTR, VBN Z LR, LR
TR CE LR, PR R AR R I LN Y
PO 5 e L DA R R TR L R E 4 . T2 32K
25 RGN A L R B AR ) — AN 2R AR,
KEMIFRRVIZ Z/KZ R RGeS
S0 PR e DR IR 3R 08 S, FLAE TR (1)

bp bp
4870 4 870
2016 » 016
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489 658
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B 2 GREVREECDNAEIRE. 1: SRHIGECDNA; 2: %
Fr BB EHIBECDNA.
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2016
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Tl ) AR B ) A A R R A
BRI REARIE B 1, AT AR R S 1
BUIER, X—REABRHR A RZ ZRKIE, LT
By AP 2KIZ F Y (ubiquitin-like modi-
fiers, UBLs)5iZ 2 X 1845 H (ubiquitin-domain
proteins, UDPs). FAT10J& Tz #AH G E I
K&E%, ZH5EMERN AR RE, QfE S
S BN A R, HippsEZEE ST
FAT10/EHI ML R B[R]z 32 —FF, il brid
JECHT T R R S TRUOM, 5 B i, AR SOAN ] T
ZHRNERER. GRS FATI0R S A Y]
BRAASEAER I 4 B A (MAD2) RS & 4, 2
MIRIEX 5 5, RBLFATI10/5 5 ik 2 S8
MAD2Ifig 2 2406, MIMAD2& (5 si e 5 4
o3 ZLITORFF R A (1 S 3, At ¥ ) RS2 2
I 5] g AR AR R T, X IR 2 iR
AT B ERRAE . LeeSMIEFRE . o DL A
50 () i b R BLFAT 100 8 (1 R 18 3 v
I 25 F IR A28, $8 HHFAT10 0] R 70 i 55
S R R R R A A T CanaanZ:PiE
REXTFAT10E PRI /N U583, FAT101)
B2 1 R R TV 2 Sk . Zhang 251 it
N e 40 L R AR AT 0 R B, E B A2 B p53(wild
type p53, wtp53)El 2k (1) Hep3BAH it HFAT 1011 &
(R IA B TS witp53Hep G2 5K B3-141 i
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FIcDNASCEEAE R “H54)7 , ik HFAT104E
i % 25 11 5 [FFAT104E F (R 2 1.

AHIEFIE 1oL AL) 42 i 40 U Mk Hep3 BI¥IcDN A
SCFE, KR U M RE X A4 AL i i 4 L L .
Aszg i, HIRNAiso™ Plusid#]50ligotex™-
dT30<Super>HEEki2 7 75 7 B BB RN AR
mRNA, 25k L PKIUE SE AT REU mR N AAH X 4
TR TG, o REAR. O R XU
cDNAZ HLIK /T 0 /R T A B FIc DN A& A4
(), XK P cDNASCEST R T RAF At
—ANMUF DN ASCE T REFRHE R A J5UaG SCIF
(AT H>5%X10-5X10"; i ANFIcDNAF Bt
=300 bp, *F-#4>1000 bp. It4h, H4fiClare-Carbon
AR, BT BL99.0% ) ) L3k 3] —{1% o J
SR, TSR A SO A D AL R 1.7 X 107 g
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PRIEFN1.03 X 10° 50 [, JRh S FE 492.50 X
10° cfu/mL, 434 Ji5 (¥ SC R 03.60X 107 cfu/
mL. #i A F BN A1 0h0.5-3.5 kb, ST L
2.0 kb, 5EATIE ) T A FEESK.
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Abstract

AIM: To compare the difference in the frequency
of peripheral blood HBcAg-specific cytotoxic
T lymphocytes (CTLs) between patients with
acute hepatitis B and those with acute episodes
of chronic hepatitis B.

METHODS: Seventeen HLA-A2-positive pa-
tients with acute hepatitis B and 13 patients with
acute episodes of chronic hepatitis B were in-
cluded in the study. The frequency of peripheral
blood HBcAg-specific CTLs was determined by
HLA-A2/peptide tetramer staining.

RESULTS: The frequency of peripheral blood
HBcAg-specific CTLs ranged from 0.071% to
31.610%. There was a significant difference in the
frequency of peripheral blood HBcAg-specific
CTLs between patients with acute hepatitis B and
those with acute episodes of chronic hepatitis B
(9.601% +10.425% vs 0.259% +0.193%, P = 0.002).

CONCLUSION: There is a significant difference
in the frequency of peripheral blood HBcAg-
specific CTLs between patients with acute hepa-
titis B and those with acute episodes of chronic
hepatitis B. The frequency of peripheral blood
HBcAg-specific CTLs might be a useful param-
eter to distinguish the above two types of illness.

Key Words: Acute hepatitis B; Chronic hepatitis B;
Cytotoxic T lymphocyte; MHC class I-peptide tetramer

Yan ], Xie W, Feng X, Lin YH, Wang BB, Xiao J, Ou WN,
Wang YB, Cheng J. Difference in the frequency of pe-
ripheral blood HBcAg-specific cytotoxic T cells between
patients with acute hepatitis B and those with acute epi-

sodes of chronic hepatitis B. Shijie Huaren Xiaohua Zazhi
2011; 19(4): 404-406

il %L

B BT &0 AR X (AHB) 5 %1 LA
£ (CHB) & WA AE & %91 s PHBcAgh 7+
P m B A TH B 4 I (CTL) 89 402 2 5%

Fik: A BHLA-A2M M6 AHB & & 174 4=
CHB & % 13611 A #F 73t %, 5 JF Tetramerii
K2 SO AA M H ST ) o A A% 2m B (PBMC)
¥ 49 HBcA g4 S+ 1 CTL 4m L3R 5.

ZR: 30 PBMCAR A T M /FHBCAgh 71+
CTL#0.071%-31.610%, APt B8 649 4 B &%
PBMCAF A M4 4 0.003%. AHB % %49
HBcAg#r 1 CTLE # % TCHB % 4(9.601%
+10.425% vs 0.259%+0.193%, P = 0.002).

2518 ShE o P HBcAgH 7+ CTLA #2 £ AHB
5CHBE&W AR Z A AERERER, AL
PR A TR R iR AR R R AR A 0 SR8 Ty ik
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KE2E: BN ZRIRTR; B ZRATR; EHREHET
R ELZHAE; MHC- 1 -Jk g 3R 14

BN WIE, S8, EE, e 501, RRER, FIEE, iE
HBCAGR M CTLARIE O BRSO BT RIERIFES
INEMPEVEES. BRENBEIAYE 2011; 19(4): 404-406
http://www.wjgnet.com/1009-3079/19/404.asp
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— AR, TR T IE R S OB & (acute
hepatitis B, AHB) 4 A 77 7E 18 1) S P 4
W G K 1% S 98 995 5 (hepatitis B virus,
HBV) GG 15 LU BRI DG i fEtg i 20
JiF % (chronic hepatitis B, CHB)&#, fEEA7AET
IR EL AT M PR B R, A 7T R > IR B
FFF L AR, CHBIEE R N 1 o i 4 = Al
PR PRI A FH AT R L R R P
B Qe S I X H BV IR RE 5 1 40 B e 5 R3S,
JSCA IR 52 DL AR U R e AR B i AR SCHLSR T
MHC- T BRI FTHL A-A295 B 5T IR LA 11 DY 58 44
FOR, ARG BB IR S 1 40 M R P T 2
41 M (cytotoxic T lymphocyte, CTL)) J7vk, 31 H]
ZITIEFTAHBE CHB G B A B34 A A 1 Hh
HBcAghf 5 CTL I i 7 5.

1 #RR5A

1.1 ## S06IAHBE FISOHICHB S PE R AE &
HH2006-20094F b 5T kR B B 7 H 0o A Bt AR
L WA 20004 (i EEPEF R PR T &)
HAHBRICHBI 2 WidrvE™. B4 58 5 35 (7 ¥
AN BER I R R AR 1) 0 I ik 4 AR A (R bt
#E)4 mL, T4 ECTLALI.

1.2 7

1.2.1 918 fo o AAg dm ALl o 3 B IR R AR 1
A MARAAES b F bR B 40 2 25 8 43 25 40 3 Ifi
HLANZ 41 i (peripheral blood mononuclear cell,
PBMC), T-80 ‘C A7, fill.

1.2.2 HLA-A2R 50 552 . W 745 5 51 4
R G M5E NV H AR (polymerase chain reaction-
sequence special primer, PCR-SSP)® %} 4 35 11
AT I, R 2w IR A T HL A-A2BH P 855 1
PBMCH] T 5 MECTLAL .

1.2.3 Tetrameril X, 28 F3 A M HBCcA g4 715
CTL: HBcA gk EHLA-JE U 2R /& (Tetramer)
It A 3£ E Sanquin BV AR A FRA F), Rk
JKBCAHBV corel 8-27F k(2 248 /7 71| A FLPS-
DFFPSV), LA E (1(PE)bRE, H T4
ARAS. KR PBMChR A RIL & 77 )5, FHIPERR
it Tetramer AP CHRiC ICD8FLIABD 2 7

www. wjgnet.com

A )RR (0 J S A0 S A T AN, AR .40
11T, %50 0004NCD8+FH P40, 7] N4k
CD8+FlTetramerX¥ FH 1441 A ks 57 P C D8+ i,
I BT C DS+ K o LhRoR. AT
A, N A APBMCHRASAE A [ 1 56}

it Bl imean+=SDEE R, VAIT HI
Ja A LR AT AR S 5, {F HISPSS10.0
BT T 24 0 HT.

2 BR

2.1 A FRIERFA SOFIAHBE#H % w
FAFHLA-A2811 749, Jeh 551241, 541, ~F
B1%32(19-46) %/ ; S0CHB L % 3k A
HLA-A2% 1361, b Wopl, Leap], I
36(23-44)% . HBVILiEbr&Y) . HB VIl EE4 &=
KD REE LT

22 RA @I AR R A FRAHBEE T
fFHLA-A2FHME 176, CHB & & A4 1361 HA ik
S ILKPBMCAR A 30473, IS HBcAghs 5
CTLYEH 40.071%-31.610%; 1111/ g BF 1% e (1)
fe e A\PBMCAR A B X 4 0.003%([1).

2.3 AHB5CHBA X AF £ 45l o PHBcAg
A ECTLAHF 17 AHBE# FJHBcA ghf
SECTL(%) 49.601+10.425, 136/CHBE & 4
0.25940.193; —FAF{E W& P2 (P = 0.002).

3 1WE
AHBFRCHB IR A E RAETE IR R I . Ak
RO 75 T AR A ARABL, LA 1 Bhows s . AT I 2
1. BEAE S LS HB VLI 27 b 2 4 A0 L 37 97 145
B B AR HEAT S5 5. (E B I PR TS
KAHIE, HCHBIHUREIATT ML, JEHIE N
TR B YT BOR R S R AE R R D),
IR ST CHB & SCE K.

WH N A, B PECTL N & & MUK 3 T
20 NHB VI E ER 1R, HR AT 5 ks Sk
CTLMN.Z AU RET, B £, i #15i 1d A 7
AVl S R TObR £ 0 i 37 280 53 O 43 0,
I, A CHB &84y 7 1 C TL/K P 1] fig 22 4 1
AHBS5CHBRWMERAER—F A 2T B (HE
THB VB G Hh F i R 7 P C T LK ARAIR,
I FH A 6 38 2 fF 5 A DA SR AT VR A Az U
19924FEGarbocziZ5 4 37, 7 MHC-HT J5 Ik PU 28 14
FR, FEZBAR A A AR AN S &, 15 HE
TSI P B M C M A A 40 Bl A 2 (1) 45 S M C T Lk
ArE. AL C LIS WMHC T 2K 1%
s S FAIHBCA gl 8-27 Ik Bt S HL A-A2#4
VYR, HTPBMCHTHBVER - CTLAN M Sl

AR A 0

HBV 1k 1 & ik ik
XA B AR T
E AR AR R R
PCTL, CTLi# it
T2m o R4
R B % A Ik BT
#BIEMHC- 1 %4
FREZF| AR
mpa ek, A0E
FHIRHBV# £ 4k,

W £#BE

T 3% AHLA-
FA5 kw9 B AR
R A AR
HBV & % % & sh
JB o ¥ AR R A S
HCTL, £ 8 £
CHB®: F I X%
KB R A
CTL# =" B3¢
oy HRONREER
JAPTD-HBCcAg#
&% 8 % JEHBV
AR,
L EKNFFH
FPECTL & 47 4
HBVE ¢4 5L 71,
HB M TR X
BEG LR
PRAET Freg B3
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M@ 15 %4 A C
kx ﬁgggé@ PR 0.003 1091 = 0.937
& B AL F s (=F" =)
I JR Fo B B BF R Q Q
kKR, A <5 =L
%5 AHB#CHB & ™ K]
ER Rk, O s
c:?, PRI T T T S T T T c"a -
10° 10 10> 10® 10* 10° 10 10* 10® 10* 10> 10° 10°
Tetramer PE Tetramer PE Tetramer PE
1 BLEHBAGIFRMECTUGMIESR. A: {852 APBMC (tetramer/CD8 = 0.003%); B: AHBE  (tetramer/CD8 = 10.91%); C:

CHBE 3 (tetramer/CD8 = 0.937%).

AHB(7 =17) CHB(7 = 13) PE
MBS/ 12/5 9/4 0.936
FH() 32.0+12.2 36.0+9.6 0.339
ALT(U/L) 583.00 + 498.45 574.45+473.15 0.962
AST(U/L) 490.46 + 550.37 546.36 + 443.07 0.767
TBIL(upmol/L) 227.63+233.73 216.56+ 177.26 0.888
ALB(g/L) 44.22 +6.87 46.96 +5.23 0.242
eAg‘/eAb*(n) 5/12 9/4 0.030
IgHBV DNA(Ig10) 459+1.84 7.04+1.26 <0.001

SRR, &5 F B R, 1% 07 VL TR I 2 41 B AR
£%20.07 1% HBcA gl FECTL, 17 BT
(R ZHB VI G filt R APBM ChrA) 45 AN
0.003%, 7B VY R AR H AT A 2 40 L A A )
CHB & H R 7 HECTLI R U FIEE 57 3588,
TE TR 4 B A TR AT DU

PUAEWE S 37, ik R R A PR 2
o s A R S CTL S B 3 A 55, fiICHB
%‘fé?%’ﬁﬁi%)ﬁlﬁ%%‘ricm&ﬁ U4 i e A
THRHBY, &t il AT IE 1. A 580t
17| AHBA1134|CHB¥JPBM C#4T Tetramerii

A A RS I 45 2R S, AHB G A0 afi
[HBcAghs s ECTLA R = FCHBE#, &5
BEAEWFIULT IR 2, RWIZEAAT B o 1)
%9 AHB 5 CHB B VR AR Pl s 56 7 ik

4 ZEIW
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Abstract

AIM: To evaluate the efficacy and safety of
modified Dachaihu Decoction in the treatment
of severe acute pancreatitis (SAP).

METHODS: Forty-seven SAP patients were
randomly divided into two groups: patients
undergoing conventional therapy alone (n = 22)
and those undergoing conventional therapy plus
treatment with modified Dachaihu Decoction
(n = 25). The rate of complications, duration of
hospital stay, and hospitalization cost were com-
pared between the two groups. Therapeutic ef-
fect was assessed using the APACHE II system.

RESULTS: Of the patients undergoing treat-
ment with modified Dachaihu Decoction, 23 sur-

www. wjgnet.com

vived and 2 died. In contrast, 5 died among the
patients undergoing conventional therapy alone.
The APACHE 1I score of surviving patients was
significantly lower in patients undergoing treat-
ment with modified Dachaihu Decoction than in
those undergoing conventional therapy alone (all
P < 0.05). There were significant differences in
the rate of complications, recovery time of blood
amylase and white blood cells, duration of hos-
pital stay, and hospitalization expense between
the two groups (all P < 0.05).

CONCLUSION: Treatment with modified Da-
chaihu Decoction can reduce hospital stay, hos-
pitalization cost, and the rate of complications in
patients with SAP.

Key Words: Severe acute pancreatitis; Traditional
Chinese medicine; Efficacy; Safety

Mei LQ, Zhou S], Tang XB, Yue H. Efficacy and safety of
modified Dachaihu Decoction in the treatment of severe
acute pancreatitis: an analysis of 25 cases. Shijie Huaren
Xiaohua Zazhi 2011; 19(4): 407-409

fig o
B 53T K237 el 7 xF 40k & R R
K (SAP)FG 3% v B4 41k

Jrik: SPABEATHI ALY A P, P 2h+5 A
BT LR250), EALE T L2245 LR A LA SRR
JE. YRR R, TR, AR AR A
# £ 51 Ve JRIT 2 -AE K A APACHE [l ##4 £ %%

GER: b LS T L2506 BB P, A5E23
8, Fe 240 HLE ST L2240 Bk P, AiELT
%), 3. t=5%1; APACHE Il #F 5 f& F 25+ #Lis
PP TR E 5E LG IT AL &R ] B
B3 B %t & L (HP<0.05); ¥+ AL
BT LU R R J IR IR S B R & m
ok B B RTa) . AXRRTE A B B3 ) T
WG IT U, A B £ F(39P<0.05).

228 KA ik i ST SAPYT 2 b, T A
BB YRR, BAKIR R, SRR IR R ],
HESTRA.

¥4 %4

& E I AR K
(SAP)Z sM
NEMmz—, &
HRRE. AA
Bk TRASNE
%, A A, it
BEHLTET
2 55 B) 76 55 SAP
& 3B 7 A T
SAP#)—NEEZ
o Sek

W@ 7% A
b, s #IR, P
BAR MR ESF
—EEXFKIE
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6441, B A A FE
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APEFEAERAR & (severe acute pancreatitis, SAP)
EAMRRE W ERE L —, BATRBE S, WK
2R, W R NN, XKL, IFRAEZ, RAEHE
AR L B T 2 VR TT SAP LB W A VA
JTSAP— AT B KISl A SOt K S8 Ik
J71BTT SAPAEST B M & Ve T7 T EAT HR 1

1 #RIR755A
1.1 A4 % B B R T BN R EE Be 4 EF2007-
01/2009- 11436 I-H412 K147 R BCAEF ARG T7
(ISAPEE . FEBEA AT RIH475] 2 55 b
41, P2+ G YT 412561, ok 196, Leefl,
FEW34-61CFI43.5E11.1) % W HIRIT 4122
fol, Horh 53154, 2749, Fi%29-63(°F141.8+
12.2)% . FiA 8 B3 75 45200 145 A2 B 24 45 A
B2y “SAPIGIKZIbRE” JEHC TR A B
A %6, APACHE 11 E4 =843
1.2 7%
1.2.1 B 897 i B TR 8
WRIE, I S5 g, B0 g, AR
10 g, Z#H20 g, (17715 g, A KE(JE F)15 g, 1
@RS g, HEATHCAH, /KFI%S00 mL, M B &
R NZK L 2547k0/d, 80-100 mL/K, SRJG
e 11 B 730 minJo T
1.2.2 W R 97 k45 K APACHE 11 345 ) i
BRI TE AR, VRIT R JERE24 hBhAEHT
APACHE I V47, A M S, & AT H O
F S SRR S W I I S o O, I AEAE RN 2. v
BfC s AR /NI N, A I R I
AT MR SER RS I R TR bR (1 A2 4k
1.2.3 U AR IS MELLE T8y R S
B MBI RO . AN, TER B I
(RIRFIE) P340 o I 1) R A e 2t ) 25

St AR KA1 T SPSS13.058 1 ik
PEEAT 08T, TP EPEER Fimean £ SDERIR, K
Flt-testor MrRbAT 4L 0m) b4, 8098 kR I Chi-
square test, . & PEKAE Ao = 0.05.

2 £R
2.1 W& R IT B AE P A T 250

LRI 1 7, FET 5. h 25+ Jva T AR AT h s
2 HTAPACHE IT 3¥43 4 11.37£4.57. 2 F14h
BITIE24. 48172 hir WP 3 10.3+3.5, 9.16
+3.16M18.0£3.1, HiRyT Lz v il
B (P<0.05); HHIRTT 41697 0T BT f 24
4872 h APACHE Il vF5343 il h12.74+3.71.
11.84+3.23, 11.1£3.70f110.5+4.05, 1L T4
T2 X (F4P>0.05); WALIFTEIR YT J5 R — i A
MAPACHE T VEAr AT LR, 25+ a7 4l
BUHIA YT HAPACHE I ¥4 B & F %, 2253 A
HGh %5 L (P<0.05, %1).

22 FEFHET AR HIUELE2H . T
36 B . CIEKE, R N2t
B JH A AR A I RE.

2.3 HAbagirieml A+ A TT AR I RE
L3 H 15 A 11 40 M Ak 2 L0 IR T s A o I i) A
B30 TR AT 4L(34P<0.05), R4
AR R, AT R TTH, WAL S
TR (P>0.05, 2).

3 e

SAPN—4 GV RNk SN« TR AR R 8 P HA
R R R R AE 1) b S . A 2,
T, RPNURIE S, 07 5k E BAEAR W
eI, (IR PE AT ik 40% 22 A7) ARk, “A
ATy 7 CEEEIR, KR IRR 7R R,
WIHET- RIAITSAP, I RAEM R LT S BT %3
KT FARAYY. RS APIFERE LILT-HK )y
T, R B R B8Rk R A% 4e 1 v = v 257897
SAPHEAR U i3t 5 3 (U ,

S AP i LA A LA w2 BH WY S UE 1)
AL B BLSHAIE, IR R A B SO VEA
U A R0 T LR TR i B, sk AR AK,
GBI T aE. XA TE N B R A S R AE
. XN BERE . s B b R A= ) B B A OR
PHER. BATICRH MR A (%) |
KEET 7 IR AL T7, KA G2 — KB &
WEIE (A 3 2 87 /. K SES A A Ve R iR T
JRERR % I R B B %2, ELIT 35l . et
FH RS 132 I 9son LA ZA € 55 5 FIOMRE SCREVR T
SRR 2 6449, AT RE490.6%, Lty
XTHRYL LR, BOCZE ek, (AR . ARTE
5 T B A T IR AL PR AA T E K LE
DR RN, AEAE AR 28 S 1 o i
R W T 2 oL T, BIIEIC G245,
J 8 s B S SR R T SR A R R R 4%
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181158, . REIRZI0BD BT BRI SRR 255 409
R 1 FLEBEZAPACHE Il {FHLER () M2 A%
A B AR
PEBRAS
SBISEl E 3 F K&
4 3
ﬁﬂﬂ JBY3H 24h 48h 72h SAP, #HE#SAP
e R 12.70£3.71 11.8+3.23 11.10£3.70 10.5+4.05 WK R, 22
PR+ EHDATE  11.37+457 10.3+3.50° 9.16 +3.16° 8.0+3.10° & s R KT

°P<0.05 vs EHBITZE.

® 2 FMASESTUSHER

paxi:l HAE T [MEHBREEEC BERKRSERJ FERERDT FEi9EkEIYEd)
=y gzl 11 5 7.1+1.6 6.8+1.8 3.65+0.95 23+6
A+ ESIETH 5° 2 41+1.1° 57+0.9° 2.23+0.77° 19+8°

°P<0.05 vs EHHEITZE.

2341, R RE R 95.6%, LT HAivhEinyT.
5Kk ak ARSI AR R T 2 1, 5
Mo & PR . B IR SRR TR )T SRR R
5251, oy 7 255 S SCHRARIE (R A B

ATTRICLR A B2, ZiB0FFUEN], K
VARG B  WERN RE . OO
Pk i B A5 24 LSS o U B s g AR
HY, BEAh, KSR IR RE b S AR 1 e
W PR BT A L A TSR R
SR HGEMEZ ), FHERLAAT . ZW, AT K
1E9R. AR BRI SR A I AR, 10 L RE %
Je R ML AR, AR IR L ST, REfie
B, D W R AL, Bii6 BIR TE i,
U/D P O HERR I TE A A BT RRE. AN
I/ fi T )y T 9 B SLAK R 1) 4 B SN R N AN
2 Mk Dh e L. SCrh Tl & 14 LA 2538 77
SAPTEME it R TR AT W] K DAL, RESEA B+
B IR BRARAE T3, ik fh B (a], =Y
BTN

TR T 2007 N HL S 2 Ak D5 I, 72K
PESAPIRY, JHRARS (e s 2% MH ZE i 4 2% 2 (e 3t
BRI A s W 1 S5 N S B DAL, B )
AT BE T BB B 3T AEAT A6 2481 #5 47
EAN IR A B AT R, IR e BE A
0, AN BRI 23 SO A AL
Hh 24 11l 0 AR N S SN R 1R AR 20 3, i
PRR T PG B2 45 15 1) 9 it 2 4 ). 3R]
JIT R 0 45 v 2 4 B R T R 8 ol L,
HLIIEE T 2530 T R AR I E R AR R (REAR, A
S AE BE AL F 24 RE W] 400 o 2 e i 1 £ R TR,
X RAR AN 3 Wb R A I 4 .
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Abstract

AIM: To explore the association between dietary
factors and the risk of pancreatic cancer to pro-
vide a scientific basis for prevention of pancre-
atic cancer through diet and lifestyle changes.

METHODS: A case-control study involving 97
patients with pancreatic cancer and 194 controls
was conducted. Controls were matched to cases
for age and sex. All of them were interviewed
with uniform questionnaires. Conditional logis-
tic regression was used for univariate and multi-
variate analysis.

RESULTS: The development of pancreatic
cancer was positively associated with intake of
desserts (OR = 4.706), but negatively with intake
of onion (OR = 0.068), yam (OR = 0.301), sweet
potato (OR = 0.178), and fruit (OR = 0.299).

CONCLUSION: Dietary factors may play an
important role in the development of pancreatic
cancer.

Key Words: Pancreatic cancer; Dietary factors;
Conditional logistic regression; Case-control study
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Abstract

AIM: To evaluate the clinical significance of
5-aminosalicylic acid (5-ASA) as a maintenance
therapy for patients with ulcerative colitis (UC).

METHODS: The clinical data for 114 UC patients
(including 64 males and 50 females, aged from
16 to 76 years old) treated from January 2004 to
August 2010 were analyzed retrospectively.

RESULTS: Seventy-five patients (65.8%) under-
went 5-ASA therapy for induction of remission.
There was no correlation between sex and the
relapse rate of UC. The relapse rate in patients
who had a history of more than 5 years was
higher than those with a shorter history (62.1%
vs 35.7%, P > 0.05). The relapse rate was sig-
nificantly lower in mild patients undergoing
maintenance treatment with 5-ASA more than
2 g daily than in those given 5-ASA less than
2 g daily (10% vs 33.3%, P < 0.05), in patients
with mild disease than in those with moderate
or severe disease (24.6% vs 83.3%, 80.6%, both P

< 0.05), in patients with proctitis than in those
without proctitis (P < 0.05), and in patients who
achieved mucosal healing than in those who did
not (4.8% vs 89.6%, P < 0.05). The relapse rate of
UC gradually increased from the second year
after remission.

CONCLUSION: Mucosal healing and disease
activity of UC are the most important factors
associated with the recurrence of the disease.
5-ASA is the first choice for patients with mild
and moderate disease. UC patients undergoing
maintenance treatment with 5-ASA more than 2
g daily for 2 years can reduce the recurrence of
the disease.

Key Words: Ulcerative colitis; 5-aminosalicylic acid;
Maintenance remission
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Abstract

AIM: To detect the expression of Mina53 (myc-
induced nuclear antigen with a molecular mass
of 53 000 Da) and to analyze its clinical signifi-
cance in colon cancer.

METHODS: The expression of Mina53 and Ki67
mRNAs was detected by real-time PCR in 51 co-
lon cancer samples, 19 colon adenoma samples,
and 20 normal colon tissue samples.

RESULTS: The expression level of Mina53 in
colon cancer was significantly higher than those
in colon adenoma and normal colon tissue (1.369
+ 0.874 vs 0.453 + 0.233, 0.347 £ 0.128, both P <
0.05). Mina53 expression was significantly asso-
ciated with tumor differentiation, Dukes stage,
distant metastasis, and lymph node metastasis

www. wjgnet.com

in colon cancer (all P < 0.05). Mina53 expression
was positively associated with Ki67 expression
in colon cancer (r = 0.727, P<0.01).

CONCLUSION: Mina53 was overexpressed in co-
lon cancer, which may be associated with tumor
proliferation. Mina53 may play an important role
in the carcinogenesis of colon carcinoma.

Key Words: Colon cancer; Mina53; Ki67; Real-time
PCR

Tan XP, He CH, Zhu YN, Zhang Q, Xiao AH, Zuo XY,
Zhou Y, Dong WG. Significance of expression of Mina53
in colon cancer. Shijie Huaren Xiaohua Zazhi 2011; 19(4):
421-424
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¥ AeshiAl: EURRNA, ¥ Minas53. Ki67Hl
B-actinf{IPCR™4), PCRJ M 1A Z2 AR 7 B4

4R4AKETY n MRNAZRIX PE
ERSAEL 20 0.347 +0.128 0.009
EiPHRIER 19 0.453 +0.233 0.014
S 51 1.369 + 0.874
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i1 min. 1.5%M35HE K, DI, FHIDNAZI{L
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Abstract

AIM: To improve the understanding, early diag-
nosis and treatment of intestinal stromal tumors
initially manifesting as gastrointestinal bleeding.

METHODS: The clinical data for 17 patients with
intestinal stromal tumors initially manifesting as
gastrointestinal hemorrhage were analyzed ret-
rospectively, including clinical manifestations,
hemoglobin concentration, intestinal computed
tomography (CT) imaging data, pathological
data, immunohistochemistry data, and follow-
up data.

RESULTS: Intestinal stromal tumors initially
manifesting as gastrointestinal bleeding oc-
curred more frequently in elderly patients whose
average age was 58 years. Males were slightly
more likely to suffer from the disease than fe-

www. wjgnet.com

males. Hematochezia and varying degrees of
anemia were the major clinical manifestations.
CT scan of the intestine was helpful for finding
the tumors showing exophytic growth without
lymphatic metastasis. Intestinal tumors, which
presented as low-density, sharply marginated,
lobulated or unlobulated soft masses, were
found in 16 patients on CT scan. These tumors
had an average computed tomographic value of
32 Hounsfield units. Enhanced CT scan showed
that the majority of tumors exhibited inhomoge-
neous enhancement. All patients were positive
for CD117. Histopathology and immunohisto-
chemistry can help establish a confirmative di-
agnosis and conduct risk classification. Surgery
was the first choice of treatment for the disease.

CONCLUSION: CT scan is helpful in finding
intestinal stromal tumors initially manifesting
as gastrointestinal bleeding. The prognosis of
intestinal stromal tumors could be improved by
surgery and biological targeted therapy.

Key Words: Gastrointestinal hemorrhage; Intestinal
stromal tumors; Computed tomography

Tang TD, Zhu L. Diagnosis and treatment of intestinal
stromal tumors initially manifesting as gastrointestinal
hemorrhage: an analysis of 17 cases. Shijie Huaren Xiao-
hua Zazhi 2011; 19(4): 425-428
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Abstract

Cronkhite-Canada syndrome (CCS) is a rare clinic
entity of unknown etiology and has poor prog-
nosis, characterized by gastrointestinal polyposis
with ectodermal changes. Main clinical manifes-
tations include chronic diarrhea, abdominal pain,
alopecia, skin pigmentation, and nail changes.
Here, we report a case of CCS in a 50-year-old
male and review the relevant literature.

Key Words: Cronkhite-Canada syndrome; Gastro-
intestinal polyposis; Ectodermal changes; Skin pig-
mentation
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